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Id 592-45-0
Date 02.11.2006

5. Toxicity

5.0 TOXICOKINETICS, METABOLISM AND DISTRIBUTION
5.1.1 ACUTE ORAL TOXICITY

5.1.2 ACUTE INHALATION TOXICITY

5.1.3 ACUTE DERMAL TOXICITY

5.1.4 ACUTE TOXICITY, OTHER ROUTES

5.2.1 SKIN IRRITATION

5.2.2 EYE IRRITATION

5.3  SENSITIZATION

54  REPEATED DOSE TOXICITY

5.5  GENETIC TOXICITY ‘IN VITRO*

Type :  Ames test
System of testing :  Salmonella typhimurium TA97, TA98, TA100, TA1535

Test concentration
Cycotoxic concentr.
Metabolic activation
Result

Method

Year

GLP

Test substance

Method

0, 10, 50, 100, 500, 1000 ug/plate
1000 pg/plate

with and without

negative

other

1988

yes

as prescribed by 1.1-1.4

The negative (solvent) control was DMSO. Positive indicators were 2-
aminoanthracene, 2-nitrofluorene, sodium azide, and ICR-191 acridine.
Distilled-deionized water was the solvent used for sodium azide. The
solvent for all other positive indicators was DMSO.

The cytotoxicity of the test substance in the presence and absence of an
activation system, as measured in strain TA98, was the basis for selecting
concentrations for the mutagenicity experiments. The protocol used to
determine cytotoxicity was identical to the mutagenicity protocol, except
that approximately 10E3 rather than 10E8 bacteria were used per plate,
excess histidine was present, and no positive indicators were tested.
Concentrations of test sample that were nontoxic and, if possible, slightly
toxic were selected for the mutagenicity assay.
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5. Toxicity

Id 592-45-0
Date 02.11.2006

Result

Test substance
01.11.2006

The plate incorporation assay was performed in the presence and the
absence of a rat liver homogenate activation system (S9 mix) at
concentrations of 0, 10, 50, 100, 500, and 1000 ug/plate. Positive
indicators and negative controls were included in all assays. Treatments
without activation (nonactivated) were conducted by adding the solvent or a
solution of the test substance and overnight culture containing
approximately 10E8 bacteria to top agar (agar, NaCl, L-histidine, and
biotin). These components were mixed and poured on the surface of a
plate containing Davis minimal agar. Treatments with activation were
conducted by adding S9 mix to the bacteria/test sample/top agar as
described above and pouring the mixture onto a minimal agar plate. The
S9 mix contained S9 diluted with phosphate buffered saline (PBS) and a
cofactor solution containing MgCI2, KCl, glucose-6-phosphate, NADP, and
sodium phosphate (pH 7.4). The S9 was the 9000 x g supernatant of liver
homogenate. The livers were obtained from 8-9 week old male Crl:CD®Br
rats injected intraperitoneally with Aroclor® 1254 (500 mg/kg) 5 days
before sacrifice. The revertant colonies were counted after the individually
labeled plates were incubated at 37°C for approximately 48 hours.

A spot test in a closed system was performed to aid in identifying samples
with volatile mutagenic components. Experiments without activation were
performed by adding 10E8 bacteria to standard mutagenesis top agar,
mixing immediately, and pouring on a Davis minimal agar plate.
Experiments with activation were performed in the same manner except
that S9 mix was also added before mixing. All components used for this
assay were identical to the ones used in the plate incorporation assay. A
sterile disk saturated with test compound or solvent control was placed in
the center of 1 of 2 duplicate plates. The plate with the disk was inverted
and the duplicate plate was stacked on top of it. Both plates were sealed in
a plastic bag and incubated for 48 hours at 37°C. Colonies were counted
on the duplicate plates.

Doses (concentrations), with and without activation, were ranked and
results from a strain were analyzed individually by multiple linear
regression. Comparisons were made between each dose/concentration
and the solvent control (0 rank), using the mean square error estimate. Al
comparisons were at the 95% level of confidence (alpha = 0.05).

A test sample was classified as positive when (1) the number of induced
revertants at one or more of the test sample concentrations studied was at
least 2 times greater than the number of revertants in the solvent control
AND (2) there was a dose-response relationship. A test sample was
classified as negative when (1) the number of induced revertants at each
test sample concentration was similar to the number of revertants in the
solvent control OR (2) there was no dose-response relationship. A test
sample was classified as equivocal when neither of the criteria for a
positive or negative was satisfied.

The results of the spot test were negative, and a standard toxicity and plate
incorporation assay were performed.

In the cytotoxicity experiment, the test substance exhibited toxicity to strain
TA98 with and without activation at 1000 pg/plate. Based on these results,
1000 pg/plate with and without activation was chosen as the highest dose
for the mutagenicity assays.

No mutagenic activity was detected in any strain, either with or without
activation, at levels up to 1000 ug/plate. Under the conditions of this
assay, the test substance was negative.

1,4-Hexadiene, purity 99.5%

(1

318



5. Toxicity

Id 592-45-0
Date 02.11.2006

5.6

5.7

5.8.1

5.8.2

5.8.3

5.9

5.10

5.1

GENETIC TOXICITY ‘IN VIVO*

CARCINOGENICITY

TOXICITY TO FERTILITY

DEVELOPMENTAL TOXICITY/TERATOGENICITY

TOXICITY TO REPRODUCTION, OTHER STUDIES

SPECIFIC INVESTIGATIONS

EXPOSURE EXPERIENCE

ADDITIONAL REMARKS
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9. References Id 592-45-0
Date 02.11.2006

1) DuPont Co. (1988). Unpublished Data, Haskell Laboratory Report 418-88, Mutagenicity
testing of 1,4-hexadiene in the Salmonella typhimurium plate incorporation assay (July 13).
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GOOD LABORATORY PRACTICE STATEMENT
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MUTAGENICITY TESTING OF 1,4~HEXADIENE IN THE
SALMONELLA TYPHIMURIUM PLATE INCORPORATION ASSAY

SUMMARY

l,4~Hexadiene was tested for mutagenic activity in Salmonells typhipurium
strains TAI535, TA97, TA98 and TAIOD i{n the presence and absence of an
activation system. Under the conditions of this assay, 1,4~hexadiene {s

negative.

Work by: / : 7\ '7{4% éfﬁi ‘
Catherine C, tarese Dafe

Technician

Approved iry:g_@j% Zé*(/{/ A ) S 118>
Vincent L. R¢yno)ds Date
Study Directo

Research Genetie Toxicologist

Approved by: dé&?’f# ,céu %f /%3/ g2

Awni M. Sarrif~ Date
Section Supervisor
Molscular and Genetice Toxicology
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INTRODUCTION

The purpose of this study was to eveluate the mutegenic potentisl of
1,4~hexadiene in Salmonella typhimurium strains TA1535, TA97, TA98 and TALOO.
These strains cennot synthesize histidine, an esgentiel amino acid, because of
mutations in the genes coding for histidine blosynthetic enzymes.
Chemically=induced mutations in the defective genes can result in individual

bacteris regaining the ability to synthesize this emino scid. Back mutants or
revertants can be scored by their sbility to grow on agar plates lscking
histidine. By comparing the number of chemically~induced revertants to the
number of spoataneocus revertants, the mutagenic potential of the test sample

can be assessed.

MATERIALS/METHODS

A. PROTOCOL

This study was conducted according to protocol Ames~88, Edition §
filed with the Quality Assurance Section of Haskell Laboratory on
December 3, 1985; this protocol includes the Standard Operating

-y
Procedures: Routine Salmonells Typhimurium/Ames Mutagenicity Assay
es and Routine

Nonvolatile Liquid, Solid, Gas and Volatile Liquid Sampl
Non~Cu1tute Procedures Employed in Salmonella Typhimurium/Ames Test

System for Mutagenicity Evaluation.

B. TEST MATERIALS

i. Test Compound

1,4~Hexadiene i a water-white mobilie liquid. Based on
information supplied with the test materigl, dimethylsulfoxide (DMSO)
was chosen asg the solvent. The compound wae assumed to be stable
under the conditions of this azesey. No evidence of instability was

observed during the study.

2. Negative Control and Pogitive Indicators

Negative (solvent) Control: DMSO, Baker Lot # A11334. Solvent
was present where the concentration of test chemlical is listed as

ﬂe i .
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Positive Indicators (known mutagens): IZ-aminoanthracene (244),
Sigma Lot # 33F-0816; 2-nitrofluorene (2NF), Aldrich Lot # JP03222JJ,
sodium azide (NAAZ), Sigme Lot # 26F=0434; ICR~191 Acridine (ICR=-191)
Raylo Chemicals Lot # 178, Distilled-deionized water wes the solvent
used for sodium azide. The solvent for all other positive indicators

was UMSO, Baker Lot Number A11334.

The negative control and positive indicators were sssumed to be
stable under the conditions of this study; no evidence of instability

was ohserved.

DOSE SELECTION

The eytotoxicity of 1,4~hexadiene in the presence and absence of an
activation system, as measured in strain TA98, was the basis for selecting
concentrations for the mutagenicity experiments. The protocol used to
determine the cytotoxicity was identical to the mutagenicity protocol B
described under PLATE INCORPORATION ASSAY except that approximately 10
rather than 107 bacteris were used per plate, excess histidine wae present
and no positive indicators were tested. Concentrations of test sample
that were nontoxic and, if possible, slightly toxic were selected for the
mutagenicity assay. The concentrations of test sample per ml of treatwment
medium per plate were calculated with the assumption that the addition of
test sample did not change the volume of sulvent.

PLATE INCORPORATION ASSAY

The assay was performed in the presence and the absence of a rat
liver homogenate activation system (S~9 mix) similar to the method
described by Ames and co-workers (Mutation Res, 113: 173-215, 1983). All
tester strains were obtained from Dr. B. Ames, Berkeley, CA. Positive
indicators and negative controls were included in all sssays. Treatments
without activation {nonactivated) were conducted by adding 0.1 alL of the
solvent or a solution of 1,4~hexadiene and 0.1 mL of an overnight culture
containing approximately 10" bacteria to 2 ml of top agar (0.6% agar, 0.62
RaCl, 0.05 mM L~histidine, 0.05 mM biotin). These components were mixed
and poured on the surface of & plate containing 25 wl of Davis minimal
agar. Treatments with activation were conducted by adding 0.5 wl of §-9
mix to the bacteria/test sample/top agar as described above and pouring
the mixture onto a minimal agar plate. The 5~9 mix contained per aml:

0.3 alL of $~9 diluted to 1.6 mg/mlL with phosphate buffered saline {(PBS),
and 0.7 wl of a cofactor solution containing 8 micromoles MgCl,,

33 micromoles KC1, 5 micromoles glucose«b=phosphate, 4 mictomoies NADP gnd

100 micromoles sodium phosphate (pH 7.4). The §~9 (Sitek Research

Laboratories, Rockville, MD Lot # 871215) was the 9,000 x g supernatant of !
liver homogenate (1 g wet liver: 3.0 mL PES). The livers were obtained
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from 8 to 9 week old male Crl:CD®BR (Charlee River, Kingston, NY) rats
injected intraperitonesally with Aroclor® 1254 (500 mg/kg) 5 daye before
sacrifice. The revertant colonies were counted after the individually
labeled plates were incubated at 37°C for approximately 48 hours.

SPOT TEST IN A CLOSED SYSTEM

A gpot test in a closed system is performed on all nonsqueous 1iquids
to aid in identifying samples with volatile mutagenic components. These
samples are tested by different protocols.

Experiments without sctivation were performed by edding 168 bacteris
(in 0.1 al) to 2.0 mlL of standard mutagenesis top agar, mixing
immediately, and pouring on a Davis winimal asgar plate. Experiments with
activation were performed in the same manner except that 0.5 nl of $~9 mix
was also added before mixing. All components used for this sssay were
identical to the ones used in the plate incorporation assay.

A sterile disk saturated with test compound or solvent control
article was placed in the center of one of two duplicate plates. The
plate with the disk was inverted and the duplicate plate was stacked on
top of it. Both plstes were sealed in & plastic bag and incubated for
48 hours at 37°C, Colonies were counted on the duplicate plates.

STATISTICAL ANALYSES

Doges {concentra:iﬁns), with and without activation, were ranked and
results from a strain were analyzed individually by multiple linear
regreselon. Comparisons were made between each dose/concentration and the

solvent control (0 rank), using the mean gquare error estimaste. A1l
comparisons were at the 95% level of confidence {alpha = 0.05).

CLASSIFICATION GUIDELINES

The guidelines below are used to aid in the classification of a test
sample along with sound sclentifie judgement and experience.

A test sample is classified as a POSITIVE when:

A. The number of induced revertants at one or more of the teegt
sample concentrations studied 1s at lesst two times greater
than the number of revertants in the solvent control.
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AND
B. There i{s & dose-=response relationship.
& test sample is claseified as & NEGATIVE when:

4. The number of {induced revert 1te at each test ssmple
concentration is similar to tue nusber of revertants in the

golvent control.
OR

-

8. There 18 no dose-response relationship.

A test sample is classified as EQUIVOCAL when:

A, Neither of the criteris for a positive or negative is satisfied.

H. RETENTION OF RECORDS

All raw dats and the final report are stored in the archives of
Haskell Laboratory for Towicelogy and Industrial Medicine or in the
Du Pont Records Management Center, E. I. du Pont de Nemours and Co., Inc.,
Wilmington, DE.

RESULTS/DISCUSSION

A gpot test in a closed system was performed prior to toxicity screeuning
to determine the most appropriate testing method. Non-volatile liquids are
tested as solids whereas volatile liquids are tested as gases. The results of
the spot test (Table 1) were neggtive and a standard toxicity and plate
incorporation assay were performed.

1,4«Hlexadiene was tested for cytotoxicity i{n Selmonelils typhimurium strain
TA98 with and without activation. The results of the cytotoxicity experiment
are listed in Table II. I,é4~Hexadiene exhibited toxicity to strain TA9B
without and with activation st levels of 1000 ug/plate (Table 1I). Based on
these results, 1000 ug/plate without and with asctivation was chosen sz the
highest dose for the mutagenicity ssseys.

1,4~Hexadiene was tested for mutagenic activity in Sslmonells typhimurium
strains TAI1535, TAY97, TA98 and TAIO0 with and without sctivation. Results of
the mutegenicity trials are shown in Tables III through X. No mutagenic
asetivity was detected in any strain either without or with activation &t
levels up to 1000 ug/plate. Under the conditione of this assay, 1,4<hexadiene

ig negative.
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EYMBOLE USED IN TABLES III-X

1] Serandard devistion.




MUTAGENIC ACTIVITY IN SALMONELLA
1,4-HEXADIENE IN A EPOT

rabl

¢ 1

Du Pont HLR 418-88

TYPHIMURIUM STRAINS TREATED WITH

TEST IN A CLOSED SYSTEM

fevertants
Dige* Chemical** Activation®#®# Ta1535 TAST THOE TALD0
- Sample w/0 32 1358 33 126
* Sample w/0 32 136 31 132
- Solvent w/0 31 1258 25 171
+ Sglvent w/0 43 128 27 146
- Sample W 27 134 39 162
* Banple W 28 145 25 159
- Solvent w 25 134 40 142
+ Solvent W 19 145 34 164

L 3
o o &

+ and - indicate the presence and absence, respectively, of

the disc

sample = 1,4-Hexadliene;
w/0 and w indicate the absence and presence,

of 5-% activation

Hi9338 = 1,4-HEXADIENE
MR 8418-001

Solvent « DHSO

w1 -

respectively,




TABLE 11

Du Pont HLR 418~B8

CYTOTOXICITY OF 1,4-HEXADIENE IN SALMONELIA TYPHIMURIUM STRAIN TASE

Concentration Colonies/plate Colonies/plate
{ug/plate) Without Activation With Activetion

0 1574, 1600 1642, 1621
i0 1580, 1300 is801, 1787
50 1762, 1820 1771, 1815
100 1663, 1600 1713, 1684
500 1271, 1286 1385, 1369
1060 748, 704 371, 452
5000 105, 18 46, 60

B-17,328 = 1,4~HEXADIENE

MR 8418-001




TABLE 11l Du Pont HLR 418~88

MUTAGENIC ACTIVITY IN BALMONELLA TYPHIMURIUM ETRAIN TA153%
TREATED WITH 1,4~-HEXADIENE WITHOUT ACTIVATION

Concentration sdjusted P-value
{ug/plate) Trial 1 Trial 2 Average SD Mean

O 1 I U0 e SO O I 0 0 o T WD S T 0 U SIS I BR8N S N R 5 K S 00 W 0 G Y O O Y O B 0 S o s G e e G W e o . s S o

0 le, 20 13, 18 16 2 16 -

10 26, 31 15, 24 24 5 24 0.0185%
50 18, 28 ig, ¢ 17 6 17 0.3979
100 21, 21 20, 11 i8 0 18 0.24%7
500 21, 21 23, 22 0 22 0.0453
1000 25, 21 15, 17 20 2 20 0.145

NAAZ-2 631, 684 8633, 681 659 33 - -

o e o o 4 S5 i KN Gt YOS N 0. 0 PO N S S WS SO R RS O D SO Sl A O S S o S U R o A Nl S e S U W O W WA W S

© ERROR STANDARD DEVIATION = 3  (DOSE X TRIAL INTERACTION)
o ANALYSIS FOR LINEARLY INCREASING TREND WITH DOSE RANKING
SLOPE = 0.33 +/- 0.63 p < 0.306
95% CONFIDENCE INTERVAL ON SLOPE: -0.82 < 0.33 < 1.5

He17,328 = 1,d~HEXADIENE
MR 8418-001

- 13 «




TABLE 1V Du Pont HLR 41888

MUTAGENIC ACTIVITY IN SALMONELLA TYPHIMURIUM STRAIN TA1535
TREATED WITH 1,4-HEXADIENE WITH ACTIVATION

Concentration Adjusted Pp-value
{ug/plate) Trial 1 Trial 2  Average 5D Mean

0 i4, 14 18, 18 ié 0 16 -
10 14, 23 16, 11 i6 5 ié 0.5

50 17, 25 10, 22 is 7 19 0.2124
100 14, 14 19, 13 15é 0 15 0.3712
500 21, 22 12, 20 18 2 19 0.1917
1000 10, 17 13, 12 13 2 13 0.1726
2AA-2 298, 291 325, 346 315 g - -

0 ERROR STANDARD DEVIATION = 3 {DOSE X TRIAL INTERACTION)
© ANALYSIS FOR LINEBARLY INCREASING TREND WITH DOSE RANEING
BLOPE « -0.25 +/- 0,52 p < 0.29¢
95% CONFIDENCE INTERVAL ON SLOPE: -1.2 ¢ -0.29 < 0.66

H-17,328 = 1,4-HEXADIENE

MR 8418-001
- Tk -



TABLE V Du Pont HLR 418-B8

MUTAGENIC ACTIVITY IN BALMONELLA TYPHIMURIUM BTRAIN TAS7T
TREATED WITH 1,4~-HEXADIENE WITHOUT ACTIVATION

Concentration Adjusted P-value

{ug/plate) Trial 1 Trial 2 Average 8§D Mean
0 100, 121 98, 112 108 12 108 -
10 118, 106 B8, 107 108 1% 108 0.2874
50 86, 131 117, 106 113 14 113 0.1739
100 110, 124 124, 118 i1¢ 6 119 0.0289
500 127, 121 122, 112 121 5 121 0.0194
1000 $0, 122 g2, in1 101 12 101 0.1078

ICR-191~2 1995, 2146 2192, 1870 2076 128 - -

- 0, " V-] "o ", . 7" e s, . G, . s . "

© ERRCR STANDARD DEVIATION = § (DOSE X TRIAL INTERACTION)

O ANALYSIS FOR LINEARLY INCREASING TREND WITHE DOSE RANKING
SLOPE = 0.59 4/~ 1.5 p < 0,351
95% CONFIDENCE INTERVAL ON SLOPE: -2.1 < 0.59 < 3.3

H~17,328 = 1,4~-HEXADIENE

MR 8418-001 f
«.15- §



Concentration
{ug/plate) Trisl 1

0 138, 182
10 138, 143
50 187, 127
100 139, 143
500 131, 118
1000 116, 124
2AA-1 2249, 2165

G - - —_—" ;1o "o o o o e (. YOG S SO O S W O o o

TABLE VI Du Pont BLR 418-88

MUTAGENIC ACTIVITY IN SALMONELLA TYPHIMURIUM STRAIN TAS7
TREATED WITH 1,4~HEXADIENE WITH ACTIVATION

Ad4usted P-value
Triel 2  Average ED  Hean

127, 134 138 7 138 -

126, 132 135 4 135 0.0647
130, 1358 137 9 137 0.3873
134, 132 137 2 137 0.3345
113, 118 120 6 120 0.0001
111, 110 115 2 115 0.0001

1558, 1574 1887 26 - -

S —-” - . ;- - - —.— 7 " —" . " - " "o o W Wl . G D 2090 T o0 o Sl Wl s W0

© ERROR STANDARD DEVIATION = 2 {DOSE X TRIAL INTERACTION}

o ANALYSIS FOR LINEARLY INCREASING TREND WITH DOSE RANKING

SLOPE = -4.5 +/- 0.99 p < 0.001

95% CONFIDENCE INTERVAL ON SLOPE: -6.3 < -4.5 ¢ -2.7

H-17,348 = ¢, 4~HERADIENE
MR 8418-001

w 16 =
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TABLE VIl Du Pont HLR 41888

MUTAGENIC ACTIVITY IN SALMONELLA TYPHIMURIUM BTRAIN 7TA98
TREATED WITH 1,d~-HEXADIENE WITHOUT ACTIVATION

Concentration Adjusted P-value
{ug/plate) Trial 1 Triel 2 Aversge 8D Hean

x«.n—-——uu«m—-um««mm-numm-nmu—mu“—-mwww—mm N S S S - o o T -] ‘o 3o - 0" - 1" - s s - - oo

0 i6, 22 24, 17 20 5 20 -

10 10, 8 ig, 16 13 2 13 0.122¢
50 is, 14 15, 12 i4 2 14 0.1579
100 22, 23 g, 10 i6 1 16 0.2408
500 i1, 17 i9, 6 i3 6 13 0.1224
1000 i5, 8 8, ¢ 11 0 11 0.0599

2NF-25 1778, 1761 1776, 1494 1702 49 - -

mmwmmuuu«:«-umm«wmwnmmnn--«“mnmn-—um«m S S . . d - o]-—-—" ‘" ‘.o - . - o " . w1046 e ot

O ERROR STANDARD DEVIATION = § (DOSE X TRIAL INTERACTION)
© ANALYSIS FOR LINEARLY INCREASING TREND WITH DOSE RANKING

SLOPE = ~1,3 4/~ 0,72 p < 0.086
95% CONFIDENCE INTERVAL ON SLOPE: -2.6 ¢ «1.3 < 0.048

MR 8418-001 5

W YT
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TABLE VIIZ Du Pont HLR 418-88

MUTAGENIC ACTIVITY IN SALMONELLA TYPHIMURIL.{ STRAIN TASS

TREATED WITH 1,4~-HEXADIENE WITH ACTIVATION

Adjusted P-value

-

0.0675
0.1408
0.28%2
0.3927
0.1868

{oncentration
{uvgs/plate) Trial 1 Trial 2 Average ED  HMean
0 26, 30 28, 33 29 3 29
10 258, 18 21, 22 22 2 22
50 27, 20 21, 28 24 5 24
100 25, 37 21, 24 27 4 27
500 is, 31 24, 39 8 10 28
1000 22, 19 28, 31 25 s 25
2AA-2 2425, 2553 2654, 2543 2544 B4 -

> ERROR BTANDARD DEVIATION = ¢ {DOSE X TRIAL INTERACTION)
O ANALYSIE FOR LINEARLY INCREABING TREND WITH DOSE RANKING

SLOPE = 0.029 +/~ 0.74 p < 0.485

95% CONFIDENCE INTERVAL ON SLOPE: -1.3 ¢ 0.029 < 1.4

He17,328 = [, 3-HEXADIENE
MR 8418-001
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TABLE 1X Du Pont HLR 418«88

MUTAGENIC ACTIVITY IN SALMONELLA TYPHIMURIUM STRA: ! TALO0
TREATED WITH 1,4-HEXADIENE WITHOUT ACTIVAT.LON

Concentration Adjusted P-value
{ug/plate) Trial 1 Triel 2 Average 5D  Mean

a-—-aa----»mm«wuumnmomumaunm-mmmma—uwuwmmm«w

0 102, 103 101, 104 103 1 ig2 -

10 89, 108 77, 88 93 7 93 0.108
50 89, 110 93, 88 98 B 98 0.2449
100 100, 110 97, 99 102 3 102 0.4437
500 95, 108 86, 102 100 6 100 0.3755
1000 i04, 101 83, 77 81 3 91 0.0773
NAAZ-2 1017, 847 885, 909 915 5 - -

A e 4 Y S D S S O - 1 . 1 4 W o o 7 7 o o e e e

© ERROR STANDARD DEVIATION = 7 {DOBE X TRIAL INTERACTION)

o ANALYSIS FOR LINEARLY IH&EE&&IKG TREND WITH DOSE RANKING
SLOPE = -0.87 +/- 1.1 p < 0.233
95% CONFIDENCE INTERVAL ON SLOPE: -3 < -0.87 < 1.2

H-17, 338 - T, I_HEXABYENE
MR 8418-001
w 18 -




TABLE X

Du Pont HLR 41B-E8

HUTAGENIC ACTIVITY IN SALMONELLA TYPHIMURIUM STRAIN TA100
TREATED WITH 1,4-HEXADIENE WITH ACTIVATION

Concentration
{ug/plate)

W e o i S S o -~ _“- ] o o - - " o " “" - o 4o

0

10
50
100
500
1000

Trial 1

112, 130
139, 121
ile, 122
98, 121

113, 139
143, 111

2079, 2108 2384, 1986

Trial 2

104, 98
128, 113
121, 10%
97, 123
113, 130
101, 102

Average

S Sl Sl i U O O R YO e e Gt T b T O U St S A S O o e o S

BD

7
iz
L]
17
15
4

Adjusted Pp-value

Hean

311
128
118
110
124
114

-

0.0497
0.1913
0.4332
0.0653
0.3322

n—-au“a“wH««m'—m-wm“wmm—uwwnmwm““*w«mwwmmw--mumww-«”“»““w—u-bn*md—nu-wwum““

© ERROR STANDARD DEVIATION = 7

© ANALYSIS FOR LINEARLY INCREASING TREND WITH DOSE RENKING
p < 0.472

SLOPE « 0.11 +/~ 1.5

(DOSE X TRIAL INTERACTION)

95% CONFIDENCE INTERVAL ON SLOPE: -2.6 < 0.11 < 2.8

H-17,325 « 1,4-HEXADTENE

MR 8418-001
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