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INTRCDUCTION

¢

Under ceontract to the Food and Drug Administration, Stanford Re-
search Institule is examining the mutagenicity of 14 selected chemical
compounds (Contract No. FDA 71-257). This report describes the results
of Lests conducted on Sorbitol {71-31).

Three methods are used to evaluate the genetic hazards of the test
compounds. These are: (1) Host-Mediated Assay, (2) Cytogenetic Assay,
and (%) Dominant Lethal Gene Test. Methodologies used to conduct these
tests are described in detail in "Compound Report No. 1," January 1972,
The sane procedures were followed in obtaining the information presented
in this report. v

For the compound under consideration here single and repeated
intubations were performed at three concenirations. These amounts were
(1) a maximum tolerated dose or 5 g/kg, whichever was lower, (2) a low
dose of 30 mg/kg or one near the use level, and {3) a level intermediate
between the use level and the maximum tolerated dose,




SUMMARY

Host-Mediated Assay

Sorbitel (?l-jl) did not produce any measureable mutagenic response,
But in the subacute treatment a slight increase was noted in the mitotic
recombination frequency for Saccharomyces cerevisiae in the host=mediated
assay. In the associated 1n vitro tests no mutagenic response was ob-
served for the bacteria, but a slightly 1nureased mitotic recombination
frequency was obtained when 8, cerevisiae was exposed to 5% sorbitol.

Cytogenetic, Assay

Sorbitol (71-j ) exhibits no adverse effect on metaphase chromosomes’
from rat bone marrow at any of the dose levels or time periods tested.
A moderate, dose-related, adverse effect from Sorbitol is exhibited
by WI-38 (humarn embryonic lung) cells grown in vitro and scored at
anaphase,

Dominant Lethal Gene Test

No consistent responses occurred to suggest that Sorbitol (71-31) is
mutagenic to the rat as a result of this experimental procedure, -The
positive reference compound, TEM, a known mutagen, generally produced
mutagenic responses from the first through the fifth weeks of the
experinent, as expected, Statistical treatment of the Dominant Lethal
Gene- data according to the program outlined by FDA failed to show con-
sistent significant differences which could be attributed to an effect
of Sorkhitol,

o




RESULTS AND DISCUSSION

Oral Toxicity

Single and multiple dose toxicity data are presented in Table 1.
Sorbitol (71-51) given -orally as a suspension in water at a dose of
12 g/keg of body weight caused no deaths, No effects, except transient
depression of the rats for a few hours following dosing, were evident,
When given daily at a dose of 5 g/kg for five days to other male rats,
no unusual or adverse effects were observed.

Host-Mediated Assaf

Table 2 presents a summary of the host-mediated assay results for
sorbitol (71-31).  Table 3 contains the data obtained on each individual
mouse, This table is a computer printout of the calculations made on
the data obtained for each mouse. Because of the nature of the computer,
it is necessary to exceed its maximum number of significant figures to
obtain a value as an exponent, For this reason, 12 significant figures
are printed out. However, only three.significant figures are used for
calculations and reporting the results as.summarized in Table 2. Table 4
summarizes. the data obtained in the in vitro tests,

- As can be seen from the results summarized in Table 2, no mutagenic
response was observed for the two Salmonella typhimurium strains tested
when mice were treated with the test compound. The mitotic recombination
frequency of Saccharomyces cerevisiae was slightly increased for the sub-
acute treatment, Table 4 shows no positive mutagenic response in the
1n vitro tests for S. typhimurium but the mitotic recombination frequency
was 5,1k greater for cells exposed to 5% sorbitol than negative control
cells, No lethal effects were observed for cells exposed at this con-
centration, ;

Cvtogenetic Assay
Review of Table 5 indicates that no adverse effect on rat bone marrow
chromosones at any tested dose level or time periocd nay be attrlbuted to

Compound 71~31 (sorbitol).

Table &, however, reveals a progressive, though moderate, increase

.in the percentage of aberrant cells with increased dose level. This re-

sults primarily from the -increased percentage of abnormal cells scored
as "OLher" at all three dose lévels, In these celis, the chromosomes
appear in a relatively neranl anaphase configuratibn, but are very short




y

and fhick and have migrated very unevenly toward the poles. They are
diffcrent than the cells previously scored and reported as "Other.,”" At
the hizhest dose level, a distinct increase in the percentage of cells
having bridges also contributes to the marked increase of aberrant cells
at this dose level, Sorbitol (Tl-jl) thus appears to have a moderately
adverse dose-related effect on WI-38 cells grown in vitro.

Dominant Lethal Gene Test . '

Throughout this entire experiment the biological criteria used to
cvaluate mutagenic effects in the rat showed no consistent responses
which could be attributed to treatment. There wore occassional statistical
differences between control and Sorbitol-dosed groups, but these were
random occurrences without any suggestion of a time or dose-response
effect, )

Table 7 presents swmary data of the implantations per pregnant
female, Table 8 summarizes dead implants per pregnant female, Table 9
sumrarizes dead implants per total implants, Table 10 summarizes corpora
lutea per pregnant female and Table 11 summarizes pre-implantation loss

- per pregnant female,

Appendix A contains the statistical analysis procedures for deminant
lethal gene tests with a description and explanation of the computer
printouts, :

Appendix B contains the computer printouts for the raw data and
statistical analyses,

Careful review and statistical evaluation of the data do not show

- sorbitol to be a mutagen in the rat by the dominant lethal gene test,

Wl Saguell

W. A, Maxwell, Ph.D.,, Manager
Microbiology Program

%’77&%4”(’

G. W. Newcll, Pt —Director :

‘DepurTient of Toxicology i

R 7 I e ST,




ORAL TOXICITY - RAT

Table 1
ra
. '
Compound: Sorpitol :
FDA NO: 71-31
Single Dose LDSUa > 10 g/kg
Multiple Dose Toxicityb > b g/kg T

2 Five nale, Sprague-Dawley rats, welighing 200-250 g each, were
fasted overhight and then given oral doses of the candidate comnound,
prepared as a suspension in water, '

Five nonfasted Sprague-Dawley male rats, were intubated daily
for five days-with specified amounts of the candidate compound,
given as a partial suspension in water,




m Table 2 O

HOST MEDIATED, ASSAY
SUMMARY OF DATA

Conpound No,:

71-31 (Sorbitol)

A, Acute
. . Organism ] 4
Salmonella Saccharomyces
Treatment GL& TA 1530 D-3
MFt MFt RFt
MF MFc MF MFc RF RFc
. 8 <8 -3 | -t
Max imum 3.682 X 10 3.37 1.29 X 10 0.68 1.30 X 10 1.11
Intermediate 2.94 X 10"8 1.77 1.65 X 10-° . 0.87 1.10 X 10~% 0.9k
Low Level 1.50 X 1079 0.84 | 1.93 x 10-" 1.02 | 1.68 x 10=% | 1.4
Control (+) 1.51 X 109 90.96 |5.9% X 1077, | 31.43 | 1.05 x 1075 | 8.97
Control (-) 1.66 x-lO"ﬁ 1.00 1.89 x 1078/ 1.00 1.17 X 10"ﬁ/ 1.00
B. Subacute
Organism
Salmonella Saccharomyces
| Treatment GL6 TA 1550 D-%
MFL/ MFt / RFt/
MF MFc MF. MFc RF RFc
Max {mum 9.50 x 1009 0.51 |4.89 x 107 1.62 | 3.1k x 107% | 2.39
B . 4
Intermediate 1.47 x 108  0.79 1.77 X 107° 0.59 |.2.12 X 107 "1.61
Low Level 8.36 x 1079 0.45 }|2.33 x 107° 0.77 | 1.66 x 10=%* | 1.27
Control {-) 1.86 X 10-3 1.00 |3.02 x 1079, 1.00 1.31 X 107 1.00




. Mouse,
No,

Compodnd No,

Organism:

Table 3

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

71-31 (Sorbitol)

G-46

Treatment :

CONTROL (+)

OO0 sl Ll B b

A. Acute
Ave., No, Mutant
Mouse Colonies or Recom- Ave, No. Colony Mutation or Recom~
No. hinants/ml Forming Units/ml bination Frequency
14041 6666665ex 04 .109000000000ex 10 .128822629968ex~05
«116000000000ex 04 . 130000000000ex 10 .892307692307ex~06
.113333333333ex 03 . 816666666665ex 08 .138775510203ex-05
«121916666656ex 04 .160000000000ex 10 .761979166662ex-~06
«130416666666ex 04 . 805000000600ex 0Q° «.162008281572ex-05
191666666666ex 03 » 950000000000ex 08 .201754385964ex~05
.159750000000ex G4 «118333333333ex 10 +135000000000ex-05
.100166666666ex 04 . 667500000000ex 09 .150062421971ex-05
«916666666665ex 01 «333333333333ex 07 +274999999999ex~05
»150761323951ex~05
B. Subacute

. Ave, No, Mutant
Colonies or Recom=-

binants/ml

Ave. No. Colony
Forming Units/ml

Mutation or Recom-
bination Frequency

A




Table % (continucd)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No. : 71-31 - (Sorbitol)

Organism: G-46

Treatnent: CONTROL (-) : . -
A. Acute

Ave, No. Mutant

Mouse Colonies or Recom- Ave, No. Colony © Mutation or Recom-
No. hinants/ml Forming Units/ml bination Fregquency
1 .400000000000x 02 .250000000000ex 10 . 160000000000ex~07
2 . 81666€666665ex 02 + 3400000000002 10 «240196078430cx~07
3 .1666666666662x 02 .211666666666ex 10 +787401574802ex-08
4 +208333333333ex 02 +123666666666ex 10  ,168463611860ex~07
5 »13333333332Zex 02 +753333333330ex 09 «176991150442ex~07
6

.916666666665ex 01 +533333333330ex 09 «171875000000ex~07

.166044333035ex-07

B. Subacute

Aveé, No, Mutant
Mouse <Colonies or Recom=- Ave, No., Coclony Mutation or Recom-
No, - binants/ml Forming Units/ml bination Frequency

«333333333333ex 01 .801666666665ex 09 .415800415800ex~08
«583333323330ex 01 .323333333333ex 09 .180412371133ex~07
.833333333330ex 01 .188333333333ex 09 «442477876105ex-07
+2666666666660% 02 » 385000000000ex 09 .692640692638ex~07
+166666666666ex 01 »350000000000ex 09 - ,30303030302%9ex-08
.666666666665ex 01 .703333333330ex 09 »947867298580ex-08
+333333333333ex 01  ,8016666656665ex 09 .415800415800ex~08
«333333333333ex 01 .636066666665¢ex 09 ¢523560209424ex~08
. 500000000000ex 01 «503333333330ex 09 «993377483450ex~08

- RN T IR e

.186163839162ex~07




Table 3 {continued)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No., :

71-31 (Sorbitol)

Organism: G-46
Treatment @ MAXTMUM
A. Acute
Ave, Ko, Mutant
Mouse Colonies or Recom- Ave, No. Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency
» 50000000000 %ex 01 . 150000000000e;; 10 «333333333333ex-08
+391666666666ex 02 »128000000000ax 10 +305989583332ex~07
. 6666665666665ex 01 +630000000000ex 09 10582010581 9ex~-07
+258333333333ex 02 . 205000000000ex 09 - ,1260162601622x-06
. 200000000005ex 02 +106166666666ex 10 .188383045527ex~07
«541666666665ex (2 .861666666665e.x 09 +628626692455ex~07
+125000000000ex 02 « 835000000000ex 09 +149700598802ex~07
+381716565838ex~07
B. Subacute
Ave. No, Mutant
Mouse Colonies or Recom- Ave. No. Colony Mutation or Recom-
" No, - binants/ml Forming‘Units/ml hination Frequency
+583333333330ex 01 «738333333330ex 09 . 79006772008%ex-08
.833333333330ex 00 +118333333333ex 09 « 70422535211 1ex-08
+833333333330ex 00 + 160000000000ex 09 «520833333331ex~08
« 300000000C00ex 01 +433333333333ex 09 «115384615384ex=-07
« 500000000000ex 01 «658333333330ex 09 +759493670889%ex~08
«66606666666652x 01 « 355000000000ex 09 «187793427229ex~07
« 750000000000ex 01 .673333333330ex 09 »111386138614ex-07
.490000000000ex- 09 .680272108842ex-08

00 ~F O i B L0 b

SO S W N

«333333333333ex 01

- 9500667496902x-08




6'§ Table 3 {continued) ("3

Sorgd

HOS'T MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

1-31 (Sorbitol
Compound No, : 7 3. ( )

G-46

Organism:

INTERMEDIATE
Treatment:

A, Acute

Ave, No, Mutant

Mouse Colonies or Recom- Ave. No, Coiony . Mutation or Recom-

No. binants/ml Forming Units/ml bination Frequency
1 .33333333333%ex 01 .135000000000ex 09 . 246913580246ex~07
2 «133333333333ex 02 .153333333333ex 10 . 869565217391ex~08
3 .458333333333ex 02 .131500000000ex 10 «348542458808ex~07
4 366668 ‘ Q2 ol HB6H666% 10 «275344180226ex~07
5 l151008888000ex 02 127383355553 0% 10 . 122287004103ex-06
& .33333333333%ex 61 .6483333334330ex 09 .514138817482ex-08
g .83833'33333Qex 00 « 300000000000ex 09 «277777777776ex~08
- .016660666665ex 01  .124333333333ex 10  .737265415550ex-08

«294443122887ex~07

B. Subacute

Ave, No. Mutant

‘Mouse Colonies or Recom- Ave. No, Colony Mutation or Recom-
No, binants/ml Forming Units/ml bination Frequency

1 .333333333333ex 01 ,168333333333ex 09 .198019801980ex~07

2°  ,833333333330ex 00 .173333333333ex 09 .480769230768ex~08

3 .166666666666ex 01  ,298333333333ex 09  ,558659217875ex-08

4 ..500000000000ex 01 .135000000000ex 09 .370370370370ex~07

5 . 500000000000ex 01 . 595000000000ex 09 «840336134453ex~08

6 .416666666666ex 01 . 200000000000ex 09 .208333333333ex~07

7 . 250000000000ex 01 +388333333333ex 09 +643776824034ex-08

.147011092351ex-07




CH\ Table 3 {continucd)

. " HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No. : 71-31 (Sorbitol)
Organism: - G-46

Treatment: 1OW

A. Acute

Ave, No. Mutant

Mouse Colonies or Recom- Ave, No, Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency
« 250000:000000ex 01 .112833333333ex 10 .221565731167ex~08
.116666666665ex 02 .107333333333ex 10 .108695652173ex~07
+141666666€56ex 02 .558333333330ex 09 »253731343283ex-07
. 300000000000ex 02 . 170500000000ex 10 .175953079178ex~07
. 750000000000ex 01 . 765000000000ex 09 .980392156862ex-08
«2333333333%3ex 02 «151833333333ex 10 . ,153677277716ex-07
« 250000000000ex 01 .107333333333ex 10 +232919254659ex-08
. 25000G000000ex 02 146665666666~% 10 .170454545455ex=-07
+233333333333ex 02 .916656666665ex 09 «254545454545ex~07

OO LN

.140060562956ex-07

B. Subacute

Ave. No. Mutant

Mouse Colonies or Recom=- Ave, No., Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Freguency

1 416666666666ex 01 «485000000000ex 09 .859106529208ex~08

2 « 250000000000ex 01 .216666666666ex 09 .1153846153B4ex~07

3. .1606666666666ex 01 »398333333333ex 09 +41841004183%ex~08

4 . 500000000000ex 01 .48500000000Nex 09 .103n52783505ex~07

5 «583333333330ex 01 . 735000000000ex 09 .793650793646ex~08

6 «333333333333ex 01 . 640000000000ex. 09 .520833333332ex~08

7 .5383333333330ex 01 . 640000000000ex 09 .911458333328ex~08

8

+333333333333ex 01 +333333333333ex 09 »100000000000ex-07

.836029127526ex-08

Tm - T ;
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Table % (continued) (2)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No.: 71-31 {Sorbitol)

Organism: TA-1530
Treatment: CONTROL {(+)
A, Acute

Ave, No, Mutant

Mouse Colonies or Recom- Ave, No. Colony Mutation or Recom-
No. binants/ml Forming Units/ml " bination Frequency
1 «288333333323ex 03 .606666666665&# 09 47527472527 5ex~-06
2 .795833333230ex 03 «791666666665ex 09 .10052631578%ex~05
3 » 7675G0000000ex 03 .756666666665ex 09 .101431718061ex~05
4 + 319000000000ex 03 +495000000000ex Q9 L64544444048004ex-00
5 .1316656666666ex 03 .905000000000ex 09  ,145488029465ex~06
6 .203333333223ex 03 +733333333330ex Q9 .277272727273ex-00
»593676710823ex=-06
B. Subacute
Ave. No, Mutant
Mouse Colonies or Recom- Ave. No, Colony Mutation or Recom-

No. * binants/ml

Forming Units/ml bination Frequency
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{n\ Table 3 {Continued) (R>

HOST MEDYATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No.: 71-31 {Sorbitol)}

Organism: TA-1530
Treatment: CONTROL (=)
A. Acute

Ave, No, Mutant

Mouse Colonies or Recom-— Ave, No, Colony Mutation or Recom-
No. binants/ml Forming Units/ml ~ bination Frequency

1 «216666666666ex 02 .106666666666ex 10 «203125000000ex~07

2 .166666666666ex 01 LA16666666666ex (0B «39999999999%ex~-07

3 .241666666660ex 02 «151000000000ex 10 » 160044150109e%x~Q7

4 . 18000C000000ex 02 164666666666ex 10 109311740891 ex~07

5 «16666£666666ex 02 .633333333330ex 09 «263157894737ex-07

6 .1333333333.3ex 02 «771666666665ex 09 - L172786177105ex~07

7 .183333333333ex 02 .102333333333ex 12 .179153094462ex~08

.189477181752ex=07

B. Subacute

Ave, No, Mutant
Mouse Colonies or Recom- Ave, No. Colony Mutation or Recom-
No. binants/ml - Forming Units/ml bination Freguency

1 »833333333330ex 01 »241666660666ex 09 «344827586206ex-07
2 .916666666665ex 01 .636666666665ex 09 . 143979057591 ex-07
3 .141666666666ex 02 »500000C00000ex 09 .283333333332ex-07
4 +141666666666ex 02 »615000000000ex 05 .23035230352) ex~07
5 s 666666606665ex 01 .213333333333ex 09 «312499999999%ex~-07
6 .833333333330ex 01 .343333333333ex 09, ,242718446601ex-07
7 .191666666666ex 02 «343333333333ex 09 «558252427183ex-07

.302280450631ex-07
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(ﬂ\ Pabie 5 (continued) ﬂna

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No.: 71-31 (Sorbitol)

Organism: TA-1530
Treatment: MAXTHMUM
A, Acute

Ave, No, Mutant

Mouse Colonies or Recom- Ave, No, Ceolony Mutation or Recom-
No. binants/ml Forming Units/ml ~ bination Frequency
1 « 325000900000ex 02 . 855000000000ex 09 «380116959064ex-07
2 « 200000000000ex 01 +346666666666ex 09 «576923076924ex-08
3 «916666566605ex 01 .851666666665ex 09 «107632093933ex~07
4 «17000C000000ex 02 «11816G6666666ex 10 «143864598026ex-07
5 »133333333333ex 02 + 246666666666ex 10 « 540540540540ex-08
6 «158333333323ex 02 +180000000000ex 10 - ,87962962%627ex~08
7 +116666666666ex 02 »160000000000ex 10 «729166666662ex=08
«129177091771ex~07
B. Subacute
Ave, No., Mutant ‘
Mouse Colo¢nies or Recom- Ave, No. Colony Mutation or Recom=-
No. binants/ml ' Forming Unitq/ml bination Frequency

.125000000000ex 02 +508333333330ex 09 » 24590163934 5ex~07
«250000000000ex 01 «255000000000ex 09 +980392156862ex-08
. 250000000000ex 01 . 900000000000ex 08 «277777777777ex-07
.170000000000ex 02 «750000000000ex 08 +226666666666ex~06
+333333333333ex 01 + 350000000000ex 09 +952380952380ex~08
+116666666666ex 02 «336666666665ex 09  ,217391304347ex~07
. 800000000000ex 01 +365000000000ex 09 .219178082191ex~-07

~ b B N e

.488598968745ex~07




Table % (continued)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

. 71~31 (Sorbitol)

TA-1330

INTERMEDIATE

T #ute

-l pinants/ml

.2 Ave. No, Mutant
M¥lonies or Recom-

Ave, No, Colony
Forming Units/ml

N

Mutation or Recom-
bination Frequency

141666666666ex 02

0R00000000Nex 0L
6666566666ex 02
[000C000000ex 01
I c66566656ex 02
108333333323ex
15666666666ex 02
BE666666665ex 01
5000000000ex 02

binants/ml

02

= Ave, No, Mutant
. Colonies or Recom-

.108166666666ex 10
.633333333330ex 09
.113500000000ex 10
«741666666665ex 09
+563333333330ex 09
«728333333330ex 09
+866666666665ex 09
« 330000000000ex 09
«686666666665ex 09

Ave, No. Colony
Forming Units/ml

«130970724191ex~-07
«789473684214ex~08
+190895741555ex~07
+121348314607ex-07
«295857988166ex-07
«148741418764ex-07
.134615384614ex-07
»202020202019%ex~07
»182038834951ex=~07

«165048441918ex-07

Mutation or Recom-

50000000000ex 02
000000C00ex 02
W5000000000ex 01
£0000000000ex 01

¥ . 165666666666ex 02
-

+481666666666ex 09
+718333333330ex 09
+761666666665ex 09
. 790000000000ex 09
«806666666665ex 09

bination Frequency

«311418685121ex-07
«222737819026ex-07
+820568927791ex-08
«632911392405ex~08
»206611570247ex~07

«177223221282ex~07




(”} Table 5 (continued) ﬂ:)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No, : 71~-31 (Sorbitol)

Organism: TA-1530

Treatment: 1OW
A, Acute

Ave, No, Mutant \ . _
Mouse Colonies or Recom- Ave, No. Colony - Mutation or Recom-~

No, binants/ml Forming Units/m} bination Frequency

1 .191666666666ex 02 +935000000000ex 09 » 20499108734 3ex~(7
2 +258333333333ex 02 .870000000080ex 09 +296934865900ex~07
3 +91666€666665ex 01 +763333333330ex 09 .120087336244ex-07
4 « 100000900000ex 02 »941666666665ex 09 +106194690265ex~07
5 .133333333333ex 02 <143166666666ex 10 ' ,918484500575ex~08
6 »500000000000ex 01 »393333333333cx 09 «127118644067ex=07
7  2400000C0000ex 02 «560000000000ex 09 «428571428571ex~07
8

+100000000000ex 02 » 585000000000ex 09 «170940170940ex-07

«193335834172ex~07

B. Subacute

Ave., No. Mutant

[ ME R N S

Mouse (olonies or Recom- Ave, No. Colony Mutation or Recom~
_No. binants/ml Forming Units/ml bination Frequency
«100000000000ex 02 «355000000000ex 09 « 28169014084 5ex~07
+833333333330ex 01 »588333333330ex 09 «141643059490ex-07
«333333333333ex 01 .916666666665ex 08 »363636363636ex~-07
«375000000000ex 01 «216666666666ex 09 «173076923077ex-07
« 500000000000ex 01 »335000000000ex 09 . ,149253731343ex~07

« 500000000000ex 01 +171666666666ex 09 +291262135923ex~07

+233427059051ex~07




[

Compound No, :
Organism:

Treatment:

i e e R e R

HOST MEDIATED ASGAY

INDIVIDUAL MOUSE DATA

71-31 (Sorbitol)

D~3

CONTROL (+) -

A. Acute

R L L oF o I LR

Table 3 {cont!lnued)

CIWO Q0 ~ O U L0

Ave., No. Mutant
Mouse Colonies or Recom- Ave, No, Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency
« 170000000000ex Q5 .185000000000ex 08 «9189189189218ex-03
«1.50000000000ex 05 .468333333333ex 08 «32028469750%ex~03
. 110000000000ex 05 .3166666666606ex 08 «347368421053ex~-03
»150005300000ex 05 .11125000900Cex 08 « 13483146067 4ex-02
»195000000000ex 05 «256666660666ex 08 « 7159740259742ex-03
»150000000000ex 05 - .118500000000ex 08 ' «126582278481ex~02
.170007000000ex 05 «176666666666ex 08 . ,962264150947ex-03
» 210000000000ex 05 «198333333333ex 08 «105882352941ex-02
. 500000000000ex 04 «172500000000ex 07 «289855072463ex~02
« 245000000000ex 05 .3816666606666ex 08 .641921397381ex-03
+105220094311ex~02
B, Subacute
Ave, No, Mutant )
Mouse Colonies or Recom- Ave., No. Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency
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Table 3 (continucd)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No,: 71-31 (Sorbitol)

Organism: D-3
Treatment : CGHTROL (~)
A. Acute

Ave, No. Mutant
Mouse Colonies or Recom- Ave, No, Colony Mutation or Recom~
No., binants/ml Forming Units/ml bination Frequency

+250000000000ex 04 .246666665666ex 08 »101351351351ex-03
- 200000000000ex 04 «176666665666ex 08 +113207547170ex~03
« 200000600000ex 04 +206666666666ex 08 +967741935486ex=04
»1.00000000000ex 04 +712500000000ex 07 +140350877192ex-03
«250000000000ex 04 »129250000000ex 08 +193423597678ex-03
-« 2000000G0000ex 04 «173333333333ex 08 +115384615384ex-~03
. 200000000000ex 04 «171666666666ex 08 +116504854369ex-03
+150000000000ex 04 +903333333330ex 08 +166051660517ex~04
»150000000000ex 04 «103500000000ex 09 «138248847926ex~04
+200000000000ex 04 .«757500000000ex 07 +264026402640ex-03

«117145349017ex~03

B, Subacute

Ave. No, Mutant
Mouse Colonies or Recom- Ave. No. Colony Mutation or Recom-
No, - binants/ml Forming Units/ml bination Frequency

+200000000000ex 04 «311666666666ex 03 +641711229947ex=04
© .000000000000ex 03 +225000000000ex 06 .000000000000ex 00
« 350000000000ex 04 »160000000000ex 08 «218750000000ex~03
« 350000000000=x 04 »126666666666ex 03 «276315789475ex~03
+150000000000ex 04 «166666666666ex 08 .900000000003ex~04
+300000000000ex 04 «118333333333ex 08 +253521126761ex~03
» 200000000000ex 04 «136666666666ex 08 « 14634146341 5ex~03
» 500000000000ex 03 »129G00000000ex 03 +387596899224ex-04
-150000000000ex 04 ,166666066666ex 08 + 9000000600003 ex~04

© .130873243617ex—01
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-4 Table 3 (continved)

N

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No.,: 71-31 {Sorbitol)
Organism: -3
Treatment : MAXTMIM

A. Acute
Ave, No.‘Mutant
"Mouse Colonies or Recom- Ave, No, Colony Mutation or Recom-

No. binants/ml Forming Units/ml bination Freguency
+ 200000000000ex 04 +120500000000ex 08 «165975103734ex~03
» 300000C00000ex 04 +165000000000ex 08 .181818181818ex~03
«350000000000ex 04 «270000000000ex 08 +12962962962%ex-03
»200000000000ex 04 «177250000000ex 08 «112834978843ex~03
» 50000C0000000ex 03 »325000000000ex 07 «153846153846ex~03
»400000000000ex 04 +270000000000ex 08 +148148148148ex~03
+166A66666666ex 04 .151666666666ax 08 «1098901098%02x%-03

"~ »150000000000ex 04 «105500000000ex 08 » 1421800947 86ex~03
» 200000000000ex 04 . 326666666666ex 08 +612244897960ex-04

04 « 275000000000=x 08

OO P W

»250000000000ex «909020909090ex~04

«129645598137ex=~03

B, Subacute

~ oy BN

Ave., No. Mutant )

Mouse Colonies or Recom- Ave, No, Colony Mutation or Recomw
No, binants/ml Forming Units/ml bination Frequency
»250000000000ex 04 +199250000000ex 08 «12547051442%ex-03
. 350000000000ex 04 «1039000000000ex 08 «321100917431ex~03
. 300000000000ex 04 «143333333333ex Q8 »209302325581ex~03
. 100000000000ex 04 «120000000000ex 07 +833333333333ex~03
400000003000ex 04 .188333333333ex 08 .212389380531ex-03
«300000000000ex 04  ,131666666666ex 08 »227848101266ex~03
»250000000000ex 04 «325000000000ex 07 «270270270270ex-03

«31424497760Nex~03
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Compound- No, :

Table %

71-31 {Sorbitol)

(continucd)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

0

Organism: -3
Treatment: INTERMEDTATE
A, Acute
Ave, No. Mutant
Mouse Colonies or Recom=- Ave. No. Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency
. 200000000000ex 04 . 201665666666ex 08 «991735537193ex-04
«300000000000ex 04 .280000000000ex 08 +107142857142ex-03
166666666666ex 04 «147750000000ex 08 .112803158487ex~03
- 150000000000ex 04 «107000000000ex 08 +140186915887ex~03
.100000000000ex 04 .154000000000ex 08 »649350649350ex~04
« 300000000000ex 04 +159250000000ex 08 .188383045525ex=03
- »1500000C0000ex 04 .178333335333ex 08 «841121495328ex-04
«200000000000ex 04 .251666666666§x 08 «794701986757ex~04
.109525867987ex=-03
B, Subacute
Ave. No, Mutant i
Mouse Colonies or Recom- Ave, No. Colony Mutation or Recom-~-
No, binants/ml Forming Units/ml bination Frequency
. 150000000000ex 04 » 760000000000ex 07 .197368421052ex~03
+45000000000Cex 04 «144250000000ex 08 31195840554 5ex~03
« 2000000000002x" 04 .129750000000ex (8 «154142581888ex-03
. 350000000000ex 04 »897500000000ex -07 .389972144846ex-03
. 350000000000ex 04 «.183333333333ex 08 »19090909090%ex-03
. 250000000000ex 04 .286666666666ex (08 .872093023257ex~04
.150000000000ex 04 «990000C00000ex 07 «151515151515ex-03

.211867871151ex~03
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Compound No. :

Table 3 (concluded)

HOST MEDIATED ASSAY

INDIVIDUAL MOUSE DATA

71-31 (Sorbitol)

0

Organism: D-3
Treaiment: LOW
A, Acute
Ave, No, Mutant
Mouse Colonies or Recom- Ave, No, Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency
A00000000000ex 04 .170000000000ex 08 «235294117647ex~-03
+ 500000000000ex 03 .175000000000ex 07 «28571.4285714ex~03
. 250000000000ex 04 .180000000000ex 08 .138888888888ex-03
. 350000000000ex 04 « 265000000000ex 08 «132075471.698ex-03
. 400000000000ex 04 +151666666666ex 08 +263736263737ex~03
.300000000000ex 04 «148333333333ex 08 »202247191011ex~03
. 100000000000ex 04 .165000000000ex 08 . 606060606060ex~04
»250000000000ex 04 « 345000000000ex 08 +72463768115%ex~04
. 250000000000ex 04 .155000000000ex 08 .161290322580ex-03
. 350000000000ex 04 . «280000000000ex 08 «125000000000ex-03
+167731636998ex~03
B, Subacute
Ave, No. Mutant
Mouse Colonies or Recom=~ Ave, No, Colony Mutation or Recom=-
No, binants/ml Forming Units/ml bination Freguency
-1 +450000000000ex 04 .201666666666ex 08 +223140495868ex-03
2 . 300000000000ex 04 » 340000000000ex 08 88235294117 6ex-04
3 .454545454545@x 03 J126666666666ex 07 «358851674642ex-03
4 . 100000000000ex 04 .104500000000ex 08 . 956937799043ex-04
5 L450000000000ex 04 » 335000000000ex 08 .134328358208ex-~03
6 . 3500000N0000ex D4 .238333333333ex 08 . 146853146853ex~03
7 27777777777 7ex 04 - . 124000000000ex 09 .224014336916ex~04
8 .ZSOOOQOOOOOﬂnx'Qé .2624671%1601ex~03

»952500000000ex

a7

.166496421860ex-03




Table 4

HOST~MEDIATED ASSAY
IN VITRO MUTAGENICITY OF COMPOUND 71-51 (Sorbitol)

Salmonella typhimurium G-46

5% w/v TJl=31 . EMS

negative positive

Salmonellas typhinurium TA-15%0
5% w/v fl-31 EMS

negative positive

Saccharomyces cerevisiae D=3

Recombinants/10%
Compound Concentration Survival (%) Survivors © RFt/RFc
71-31 5% w/v - 100 20,00 5.1k
EMS 0.1% w/v - 86 , 289.79 4. 50
Control (-) - 100 3,89 1.00




Table 5

CYTOGENETIC ASSAY

METAPIASE SUMMARY SHEET BY TIME OF SACRIFICE

Compound 71-31 {Serbitol

)

/

Cells
with More

Mitotic Cells with Than Oue
. Index No. of No. of Cells with Rearrange-— Type of Cells with -

Dosoge {mg/keg) Time’* (1} Animals Cells  Breaks (%) ments (%) Aver, (7}  Aaber. (%)
TER {04 mg/kg) 6 0.60 5 250 15.6 1.2 0.8 16.0
Negative Control 6 1.55 3 150 0.7 0 0 0.7

30 mg/kg 6 1.55 5 250 4] 0 0 0

2500 myg/ kg 6 2.30 5 250 0.4 0 0 0.4

5000 mg/kg 6 1.55 5 250 1.2 0 0 1.2
'Negative Centrol 24 0,80 3 150 0.7 0 4] 0.7

30 mg/kg 24 1.40 5 250 . 0.4 0 0 0.4

2500 mg/kg 24 1.15 5 250 0.4 0 0 0.4

3G00 ng kg 24 " 1.55 5 250 0 0 0 0

Negative Control 48 1.25 3 150 0 0 0 0

30 mg/kg 48 1.65 5 250 0.4 0 0 0.4

2500 mg/kg 48 2.60 L) 250 0.4 0 4] 0.4
" 5000 mg/kg 48 1.50 5 250 0 0 0 0
Negative Control SAH® 1.65 3 150 0 0 0 0

30 mg/kg SA 1,10 5 250 0.4 0 0 0.4

2500 mg/kg SA 1.35 5 250 0 0 0 0

5000 mg/kg sA 0.90 5 250 o 0 0 0

* Time of sacrifice after treatment (hours)
#*  gAzsubacute
~



CYTOGENETIC ASSAY

Table 6

ANAPHASE SUMMARY SHEET
Compound 71-31 (Sorbitol)

Cells
Cells with . with More Cells
Acentric Other than One with
‘ No. Fragments Cells with Multipolar (Abnormal) Type Aber, Aber.
Dosage Time¥* Cells (%) Bridges (%) cells (%) (%) (%) ()
Negative Control 24 263 6.1 2.3 0 2.3 1.9 ~B.7
10 ug/ml 24 266 4,9 2.6 0 7.1 1.1 13.5
100 zg/ml 24 - 237 6.3 2.1 e 7.6 0.8 15,2
1000 pg/ml 24 277 6.5 4.3 0 B.7 i.8 17.3
TEM (0,05 pg/ml) 24’ 121 19.8 5.0 0 5.8 2.5 28.1
* ‘Pime of harvest after treatment (hours)
N



DOMINANT LETHAL GENE-RAT

Table7

AVERAGE IMPLANTATIONS PER PREGNANT FEMALE

Compound: Sorbitol
FDA No: 71-31 ,f{
week of Control TEM 71- 31 71-31 71-31
Study {10 mi/kg) (0.2 mg/ke) (30 mg/kg) (2.5 g/kg) (5 g/kg)
AcuteLSiugle Dose
1 236/19=12.4  193/19=10.2* 197/16=12.3 | 214)17:12.6 234/19=12.3
2 220/20=11.0 159/19= 8,4% 234/20=11.7 250/20=12.5 227/19=11.9
3 209/20=10.5 =~ 170/20= 8.5% 212/20=10.6 254/20=12,7%*1 210/18=11.,7
4 230/20=11.5 60/18= 3,3%*  199/20=10.0 239/20=12.0  213/19=11.2
5 214/20=10,7 191/19=10.1 .267/20=13,4%%1 231/20=11.6 202/16=12,6%*1
6 ‘236/20211.8 227/20=11.4 222/20=11,1 234/20=11,7 235/20=11,8
7 239/2u=12.0  230/20=11.5  236/20=11.8 240/20=12.0 238/20=11.9
8 224/20=11.2 213/20=10.7 252/20=12.6*1 219/19=11.5

Subacute-Multiple Dose

164/16=10,3

215/17=12.6

1 242/19=12.7 207/18=11.5
2 195/17=11.5 180/19=10.0 224/20=11.2
3 | 200/20=10.5 = 236/20=11.8  239/20=12.0
4 247/20=12 .4 236/20=11.8 211/17=12.4
5 . | | ’ 236/18=13.1**1 254/19=13,4%*1I 255/20=i2.8**1
6 o 181/17=11.2 246/20=12.3  186/19= 9.8
7 215/20=10,8 212/18=11.8  237/19=12.5

‘Sugnificant at P < 0.05
it Signiticant at P < 0,01
1 1lncrease above control




DOMINANT LETHAL GENE- AT

Table 8

AVERAGE DEAD IMPLANTS PER PREGNANT FEMALE

P n R ey o e g v el

Compound; Sorbitol
FDA No: 71-31
week of Control TEM 71-31 71~ 31 71- 31
Study (10 ml/ke) (0.2 mg/kg) (30 mg/kg) (2.5 g/kg) (5 g/ke)
Acute-Single Dose
1 18/19=0.95 75/19:3.95¥* 20/16=1,25 '18/17=1.06 8/19=0.42
2 11/20-0,55 135/19=7.1 1% 11/20=0.55 6/20=0.30 11/19=0.58
3 18/20=0,90 144/20=7 , 20%* 17/20=0,85 19/20=0.95 7/18=0.39
4 19/20=0.95 58/18=3,22%% 15/20=0.75 29/20=1,45 17/19:0.89
5 15/20=0,75 62/19=3.26¢% 12/2G=0.60 18/20=0.90 5/16=0,31
6 22/20=1,10 41/20=2.05* 16/20=0,80 9/20=0.45 *D  11/20-:0.55
7 24/20=1.20 26/20=1.30 24/20;1.20 12/20=0.60 15/20=0,75
8 11/20=0.55 18/20=0,920 28/20=1.40 17/16=1,06 1}/19=0.58
Subacute-Multiple Dose
1. - 12/19=0.63 9/17=0.53 20/18=1.11.
2 11/17#0.65? 15/15:0.79 11/20=0,55
3 13/20=0.65 14/20=0,70 15/20=0,75
4 24/20=1,20 | 6/20=0.30 26/17=1.53
5 17/18=0,94 11/19=0.58 25/20=1,25
6 19/17=1.12 13/20=0,65 '8/19=0.42
7 20/20=1.00 11/18=0.61 11/19=0.58

Significant at P < 0.05

B Sipnificant at P < 0,01

D Ducrease below control




DOMINANT LETHAL GENE-RAT
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Table ¢
DEAD IMPLANTS/TOTAL IMPLANTS
Compound: Sorbitol
FDA No: 71-31
weck of Control TEM 71- 31 71- 31 71- 31
Study (10 ml/kg) (0.2 mg/kg) (30 ng/kg) (2.5 g/ke) (5 g/kg)
Acute-Single Dose
1 18/236=0;08 75/193=0,39 % 20/197=0,10 18/214=0,08 8/234=0,03
2 11/220=0.05 135/7159=0,85 %% 11/234=0,05 6/250=0,02%p 11/227=0.05
\3 18/209=0,09 144/170:0;85** 17/2,2=0,08 19/254=0,07 7/210=0,03
4 19/230=0.08 58/60 =0,97 %% 15/199=0.08 29/239=0,12 17/213=0.08
E_ 5 15/214=0,07 62/191=0,32 %% 12/257=0,04 18/231=0.08 5/202=0,02
f 6 22/236=0.09 41/227=0.18 16/222=0,07 9/234=0,04 11/235=0,05
éz 7 24/239=0,10 26/230=0,11 24/236=0,10 12/240=0,05 15/238=0,06
:% 8 11/224=0,05 18/213=0,08 28/252:=0,11 17/164=0,10% 11/218=0.05
; ' —
_ 1y )(5
. Subacute-Multiple Dose fl
1 12/242=0.05 9/215=0.04 20/207=0,10
2 11/195=0,086 15/190:9.08 11/224=0,05
3 13/209=0.06 14/236=0,06 15/239=0.06
4 24/247=,10 6/236=0,03 26/211=0.12
5 17/236=0.07 11/254=0,04 25/255=0,10
G 19/191=0,10 13/246=0,05 8/186=0,04
7 20/215=0,09 11/212=0.05 11/237=0,05
L% . e
§ Significant at P < 0.05 ©.
W GSirmificant at P < 0,01
D Decrease-below control
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DOMINANT LETHAL GENE-RAT

Table 10

AVERAGE CORPORA LUTEA PER PREGNANT FEMALE

Compound: Sorbitol
FDA No: 71-31
Week of Control TEM 71-31 - 71-31 71-31
Study (10 m1/kg) (0.2 mg/kg) (30 mg/kg) (2.5 g/kg) (5 g/kg)

Acute-Single Dose

1 252/19=13,3
2 254/20=12,7
3 244/20=12,2
4 260/20:13,0
5 244/20=12,2
6 265/20=13,3
7 258/20=13.0
8 242/20=12.1

Subacute-Multiple Dose
1\

2

[

=]

252/19:13:3
220/19=11,6
247/20=12.4
227/18=12.6
234/19=12.3
253/20=12,7
250/20=12.5

258/20=12,9

216/16=:13.5
257/20=12,9
264/20=13,2

237/20=11.9

 233/17=13.7

277/20=13,9%1

247/20=12,4

248/20=12.4

"260/20213.0

250/19=13,2
210/17=12.4
243/20=12,2

278/20=13.9

247/18=13,7%x]

206/17=12.1%

257/20::12,9

*I

278/20=13.9

271/20=13,6%]

267/20=-13.4
252/20=12.6
270/20=13.5

271/20=13.6

203/16=212,7 .

235/17=13.8

251/19=13.2

265/20=13.3

266/20=13.,3

280/19=14,7%%]

262/20=13.,1

236/18=:13.1

257/19=13.5
244/19=12,8
230/18=12.8
250/19=13,2
210,’16=13.1
253/20=12,7
267/20=13.4

237/19=12.5

235/18=13.1
260/20=13.0

269/20=13.5

226/17=13.3

268/20=13.4
225/19=11.8%

243/19=12.,8

*1

*1

*1

*

E Gienificant at P < (4,01

I Increase akove corniral

Sipgnificant at P < 0,05




DOMINANT LETHAL GENE-RAT
T .

Table 11

AVERAGE PREIMPLANTATION LOSS PER PREGNANT FEMALE

: Compound: Sorbitol
% FDA No: 7131
| week of Control TEM 71~ 31 71-31 71-31
g Study {10 ml/kg) (0.2 mg/ke) (30 mg/ke) (2.5 g/kg) (5 g/kg)
i Acute-Single Dose
1 16/19=0.84 59/19=3,11 % 19/16=1.19 19/17=1,12 23/19=1,21
2 34/20=1.70 61/19=3,21% 23/20=1,15 28/20=1.40 17/19=0.89
! 3 35/20=1.75 77/20=3.85" 52/20:5.60 17/20=0,85 20/18=1,11
;
5 4 30/20=1,50 167/18=0,28%* 38/201.90 28/20=1,40 37/19=1,95
5 30/20=1,50 43/19=2,26 10/20=0.50 *D 21/20=1.65 8/16=0,50
6 29/20=1.45 éG/ZO:l.SO 25/20:1.25 36/20=1, 80 18/20=0,90
7 20/20=1,00 20/20=1,00 12/20=0,60 31/20=1.55 29/20=1,45
8 '18/20=0.90 45/20=2,25 8/20=0.40 39/16=2.44 18/19=0,95
Subacute-Multiple Dose
1 8/19=0,42 20/17=1,18 28/18=1,56
H . . .
% 2 15/17=0.88 61/19=3.21 36/20=1,80
; 3 34/20=1.70 29/20=1.45 30/20=1,50
4 31/20=1,55 30/20=1,50 15/17=0.88
5 11/18=0,61 26/19=1,37 13/20=0.65
G 15/17=0,88 16/20=0,80 39/19=2,05
7 42/20=2,10 24/18=1,33 6/19=0,32

S.gnificant at P <« 0.05
MtoSipnificanty at P o 0,01
I} DBecercase below control
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APPENDIX A

Statistical Analysis Procedures for Dominant Lethal
Gene Tests With a Descripticen and Explanation of the
Computer Printouts :




Statistical Analysis Procedures for Dominant Lethal Gene Tests With

A Description and Explanation of the Computer Printouts

The first stage of the analysis of the dominant lethal tests of the mutagenic
studies on chemicals will be the preparation of punched cards from work sheets,
Each sheet contains autopsy data for the female rats that were mated, two per male,
to 10 males of the same dosage group in one particular week. There are 9 dosage
groups for some of the chemical additives studied, and 8 groups for the others,
The 9 groups consist of 5 l-dose groups and 4 S-dose {multiple treatment) groups,
The l-dose groups are for the vehicle control, 3 additive dosage levels, and a
puositive control (TEM). Each rat in these groups is mated weckly for 8 weeks,

The 95-dose groups are for the vehicle control and the 3 additive dosage levels,
The rats in these groups are mated weekly for 7 weeks. (There will be a deck of
1360 cards for each compound,) '

- R

The second stage is the execution of a computer program ,KLUTE, which performs
the following operations (where each statistical calculation is done once for
each week's data): . : )

1, The data cards are read and stored in central memory while a check is
made to verify that the number of corpora lutea on each side is greater than
or equal tov the number of implants. If any data fail this check, the run
is aborted and the data will be returned for review, The entire set of
input data is printed out.

2. The fertility index (the number of pregnhant females divided by the number
of mated females) is calculated,

3. The chi-square test is done to compare each dosage level to the control on

fertility., Let:
-Ni = no. of mated females at dose level i,

ni = no, of pregnant females at dose level i,

Then the chi-square 2 x 2 tables are of the form:
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and chi-squared (with 1 degree of freedoh) ig:

2 (N0+Ni)(lno(Ni_ni)"ni(No-“o),_(N0+Ni)/2)2
i

X = ra
(6 +n, ) (N =0 +8, B ) (N_J(N,) (corrected for
o 1 c o i1 ° 1 continuity)
where the subscript o represents the confrol gruup,*
} ' : . :
For each dosage group (including the control group and TEM), the folluwing
is printed out: the number of pregnant fegales (N PRG), the number of mated
females (N MTD), the fertility index and X,
4, Armitage's test for a linear trend in proportions is applied to the
fertility index, The formula for this calculation is found on pages
248-248 of "Statistical Calculations’ by Snedecor and Cochran, 6th Editiun,
Iowa State University Press, 1967. Using the notation of (3) above, we
have a 2 x 3 contingéncy table of the form:
dose 1 dose 2 dose 3 row totals
ny n, | ng ] t
. |
{
Nl'nl N2—n2~ N3-n3 T-t
Column
Totals N1 N2 N3 -l
1" Tt 2 2
Armitages' ''chi-square is given as x(C-l)—xl' where C=3 and
2
2. n 2.
2 — =t
o2 . T(TZnx - tyNx) %2 - TN ‘
= 2 2! c~1) t(T-t) °’
e o s 5 S (-t
C n2 c ni2
where ¥Inx stands for ¥ nixi, Zi for ¥ N etc, and the xiare the dosage levels,

1=1 i=11

This calculation will be repeated with x replaced by log x. The Armitage test
will also be applied to the following 2 x 4 contingency table:

*In all tests, the single-dose treatment groups are compared with the single-dose
conlrol group and the multiple-dose treatment groupg compared wilh the mul Liple-
dose control group,




i

-
Control dose 1 ' dose 2 _ dose 3
) n.
[ no n1 , n2' 3
! N ~-n Nlmnl Nz-n2 N3—n3

in this case, C=4,

The printout for the Armitage testis 1nc1uues ‘the number pregnant (N PRG)
and the nunbcr mated (E MTD) for each of the 3 or 4 groups included in the

tests, plus (C—l)' X_l and their difference (labeled ARMTG CHISQ) .,

5., The t-test is applied to determine signifipant differences between
the average number of implantations per pregnant female at a dose level
and the averare for the contrel, Let

n, = no, of pregnant females at dose level 1,

i .
uij = total no, of implantations for pregnant female j of dose i.
Then,
. ni
u =3-—Eu
i n, j=1 ij
M
2 -
S, =% (u ,.~-u)
i 3=1 ij "1

The T-statistic for dose i has no + n1-2 degrees of freedom, and is equal to:

u u
o i
S + S ‘1/2
n+n—.d _—+-l"l-_

The t-test ﬁrintbut gives, for each group: the number pregnant ( N PRG) ,

'

-the mean and standard deviation of the number of implantations, ‘The ahsolute

value of T and the degrees of frecdom (DF) are given for each treatment group
and' lor TEM, '
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6. A regression (it of 12 ~werage number of implanations, Gi' is made
for both the arithmetic and Jogarithmic dose K,i and log Xi) to sce which

is better.

These two fits include the data from the three treatment groups only.
A third regression using the X, as independent variables, include data tren
the three trastment groups and the control group. For each regres=i.n, the
quantities .computed and printed for this step are: '

N = the number of cbservations
total number of pregnant females,

[}

The regressions are computed as follows:

Let N = the number of observatioans, i.e., the total number of
pregnant females in the groups used in the regressiovn,

X = the value of the independent vafiable {(dose or Yoa dose)
" for the i~th female, :

U = the value of the dependent variable  (number of implantations)
for the i-th female,

Then,
- 1 N
XBAR = X = -\—‘ 2)(1
Ti=1
SD X = standard deviation of the Xi
1/2
1
.'['ﬁ'-—f Ssx] '
. ‘ N -
.where 88, = ¥ (X ,-X)
X i
i=1
. l N
UBAR = U = ® su.,
i
=1
SD U = standard deviation of the Ui

1

1/2
1 gs L
. '[N—l u]' !

. )
where 5$. = © (U -U) ,
Y| io1 i

=

N
N

and B

-X) (U, -\,
N1 (X =Xy U, =t

i1




From these quantities, we compute:

B = estimate of the slope of the regression line x//
= SS /Sb‘(,
A = estimate of the intercept of the regression line,
i
= U - BX,
Also,
VAR U X = va:ianﬁe of U about the regression line
SS =S S
) SxY/ 5
B N-2

and from this is computed,

VARB = variance of the estimate, B
VARV, X

SSX

VARA = variance of the estimate, A

VARU, X [ 1

variance of ﬁ,

VARU , X
N

1]

VARUBAR

and

Cv U coefficient of variation of U,

(W\RU.I’()l/2

-

4]

And finally we have:

T™B = the t—statlatic for testlng the hypothesis that the regrossion
slope is zero

B
AL

DF = number of duegrees of freedom for m,
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7. The preimplantation loss, v, is calculated fof each pregnant female,
3, as the muber of corpora lutes, s minus the number of implantations,
u. .. ‘Then the Freeman-Tukey traano}Adtion is applied to yij as follows:

i
J ST . A
: -1 y1 +1
£ = gin *wmiw + sin i
ij v, +1

Vygtt 13

The t~tezt is then applied to the f's, Let

M
- 1
f == 5 f
i ni j=1 13
n
i
2 2
. s, =2 (f,  =-f)7,
by 1308
where nyo and n are defined above (step 3).
Then - - '
. - fO - fi
i 2 2 1/2
So-c-Si _l_+_1__ i
D +n. -2 |n n
o 1 i

The printout gives, for each group, the number of pregnant females
(N PRG}), the mean and standard deviation of the { . For each -treatment
group and for TEM, the absolute value of t (T), ana its degrees of freedom
{DF) are given,

8, 'The number of dead implants, ziJ' for each female, j, is the sum of the
early and late deaths. The Freeman>Tukey transformation and the subsequent
t-test is applied to the dead implants by repeating step 7 above with =z,

: , ij

substituted for yij'

The printout is the same as for step 7, except that the number of tfemales
(N FEM) 1in each group is printed instead of N PRG.

9, The number of females with one or more dezad implants, m_, is caiculated.
In the printout, the m are referred to as N WDI (i.e., "number with
dead implants"). -

10, The chi-square test and Armitage's test for a linear trend is calculated
for the proportion of females with one or more dead implants,

by }opouting dteps 3 oand 4, above, with ml'suhalltutvd fone n'.
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In the printout, the ratio, p,, is called the "death index", in °
analogy with the fertility index.

11, The ratios, Py computed above, undergo a probit analysis to determine
whether the probit of this proportion is linearly related tv the log dose,
Computer subroutine PROBT, from the IBM System/360 Scientjific Subroutine
pPackage Version III, is used to compute A and B and the X~ statistic for

the regression eguation, :

= * ’
Pi A + B*log xi

where Pi is derived by the program from

o |
/M0, 1)ax = p,.
Pi-5

(Nx(o,l) is the normmal curve, with a mean of 0 and a standurd deviation of t),

12. The number of dead implants, z__, and the number of total implants, u. ,
are calculatec for each female, j. 1 The Freeman-Tukey translormation 1)
and subscequent t~test 1s applied to this data by repeating step 7, above, as
follows:

A : T
_ Sz, - Z. .+1
£ =sin L /A4 gin ﬂ,/ ~d
ij A ou, +1 vou, +1
ij ij
N
- 1 1
f = — ¥ f.
17N o1 i3
N
2 1 2
57 =
z (f 13 f i)
=1
F -1
t _ o i
R 2,52 /2
oti 1 1
N +N-2 [N N, ’
(9} h Y O ‘
e B

The printout for this step is the same as for step 7, exceptl Lthat the number
of Temales (N FEMY in each group is printed inseead of N PRG,
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13. Five one-way analyses.of variance are performed on the control gruups‘

AT L B

data, The five variables analyzed are:

a.
b,
C.
d,
e,

number of pregnant females,

nunmber of implantations per pregnant female,
the pre~implantation loss per pregnant female,

the number of dead implants per female,

the ratio of dead implants to the total implants,

For each of these variables the ANOVA calculations are as follows:

Let R, . = value of one of the above variables for femule j assigned

male k, and

L = no. of females assigncd to male k., -

k

M = no. of males

L
- 1 k
R =-— T 'R .
kKoL o K
M
R =39 R,
Mk:l

Then, the suﬁ-of»squareé-withinnmales = SUMSQ
w

L
= (Rk.—ﬁk)z,
j=r

the degrees-of-{reedom-within-males = DFw

M
= z (L "'1),
k=1 k

-and the mean-square-within-males = MEANSQw =

Siﬁilarly, the sum~of-squares~between-males

the degrees~of-freedom-hetween-males = DFB -

angd the mean-uquare-heotween-miales “ MICI‘}NSQB

SUMsQ
w

DF
w

- -
= SUMSQ, - L i
R I I

M=1,
SUMSQ,
)

I)l-‘“

*

M

k=1




14,

MEANS(
SQB

4

e

Finally, the F-ratio is F = MEANSQ,*

In the printout, these guantities are labeled without the ]
subscripts, but the "within' and "between” quantities are identified
by the page heading. Also, the total-sum-of-squares = SUMSQw + SUMSQF
and its degrees~of-freedom ?

are printed,

The t-test is applied to determine significant differences between
the average number of corpora lutea per pregnant female at a dose
level, and the average for the control, Let

n, = no. of pregnant females at dose level i,

-cij_z total_no._of corpora lutea for pregnant female j of dose i,

Then, "
i
- 1
C,.=— ¥ C
om0 W
ni
2 - 2
S, =% (c, . )
i j=1 ij i

The T-statistic for dose i has n0+ni—2 degrees of freedom, und is cqual
to:

¢ ~C

¢ = o i .
i S2 +S2 \jl/z

o 1 1

« —t e

n +n,~-2.n n, |

.0 i

~ -oad

The t-test printout gives, for each group: the number pregnant (N PRG),
the mean and stondard deviation of the number of corpora lutea, The
absolute value of T and the degrees of frecedom (DF) ure given for each
treatment group and for TEM,
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ChNTRLIY

CNTRL3)

CNTRLI!
CNIHL D)
CNTRLIL
CNTRL3Y
CnTRL 31
CNTRL 3]
CNTRL31
CMTRLI
CNTRLIAL
CNTRL3
enTRLI
CNTRL31
CHTRL 31
CRTRL3]
CNTRL3L
CNTRLIL
CNTRL 3]
CNTRL31

71 = 31

71
71
71
71
71
Tl
71
71
I}
71
71
71
mn
T
71
71
71
71
T1

LI BON DN B D R DN B B B B BN 1

31
31
3t
31
31
3l
31
31
31
3l
31
31
31
31
31
31
3l
31
31

WEEX

N

MNMVNRON NN NNNMNYMRNAIANNNNN N NN NONNON RN

S/w

oy ULEANN N VOV VEVERVLONWVNHR N WBEINWG A

NOSE

000060
c.00(0
0.0000
G.0000
t.ouce
Be0GER
02000
f. 0000
Ge0CCO
0.0000
G.0NC0
D+00C0
00000
00080
Ce000C0
€.0000
8.006C0
0.00C0
0.C0C0
0.0CC0

«033200
«N300
« 0300
o300
o 03C0
«0350
+0300
+0370
-D:CO
20300
«03C0
20300
«0300
s0300
«0300
+0300
#0300
0300
w0300
+ 0300

MALE FEMALE

NO o

DOTEN~NNPORONP & WL — -

NO,

OO AP S DN

105
106
187
108
109
110
111
112
113

114

115,
116
7
118 -
11%
120

PREG .

B R R I B e R I B e e L B e ¢

SORBITOL
IM2LANTS
L R
3 7
a 5
7 9
7T &
2 8
1 1
- 9
5. 8
T 7
& 7
5 9
a8 7
1T 4
3 1
6 5
5 6
5 5
2 &
5 9
0o 1
7 &
T 3
7 &
5 5
6 §
& 6
1 9
4 8
7 6
5 7
7 3
9 5
5 7
¢ &
6 &
9 &
9 4
5 9
7 5
'y B8

EARLY
DEATHS
L R
0 0
0 0
0 0
0 0
1 1
0 0
v} 1
o 1]
0 b}
[t} 0
0 0
1} 1]
0 1]
o 0
0 [
0 0
0 0
G [
.0 1
0 0
2, U
\} 0
0 0
0 9
1 2
1 0
0 0
0 0
1] 0
0 0
0 0
0 o
2 1
0 0
0 0
0 0
0 0
0 0
1 0
0 0

LATE
DFATHS
L R
0 1
1 n
0 0
n n
4] 1]
0 0
4] 4]
[ 1
0 4]
1 2
0 n
13 0
0 0
1] 4}
L1} 1]
o 0
1 4]
0 0
0 [
0 0
0 1
.0 ]
[} 1]
o o
1 0
0 4]
0 1
0 0
] 1
1] 0
0 0
0 0
n [
1] 1]
1 n
0 7]
[} L]
[+] 1}
4] 0
1] 0

PAGE 6

CORPORA
LUTEA

e

Yt

-
PN DS PIPNEPE RNV NRWER ~NDOACGIr Prd D OO OD O~

O

S A T o

s
v a s

[ —




COMINANT LETHAL GENE STUDY OF COMPOUND 71=-31 SORBITOL ’ : PA3E T
EARLY LATE coRPsora g

TEST - MALE FEMALE IMPLANTS DEATHS DEATHS  LUTEA :
MATERIAL WEEK S/M - DOSE  NO,. NOe  PREGS L R L R L 8 L R é
71 - 31 2 S 2.5000 61 121 Y & 10 2 0 o 0 6 10 ;
71 - 31 2 S 2.5000 61 122 Y 5 9 ¢ o 0o 0 5 9 :
7 - N ? S 2.5000 62 123 Y & 6 8 0 ©o 0 8 & :
1 -~ 31 2 & 2.5060 &2 126 Y 5 0 0 0 0o o s 7 '
71 - 31 2 S 2.5000 63 125 Y 7 . 6 6 0 9 0 T 6 ‘
71 - 3N z S 2.5000 63 126 Y 1 1o o 0o 9 0 1 12 :
71 -« 31 2 S 2.5000 64 127 ¥ 9 5 6 0 6 0 9 6 ’ :
71 - 2 2 S  2.5000 ba 128 Y 6 10 0 1 5 0 7 o D
71 - 3 ? S 2.5000 65 129 Y 1p & 0o 0 0 0 10 4 :
71~ 31 2 S 2.5000 65 130 ¥ 8 2 °co 0 0o 0 g 2 :
71 - 31 2 S  2.5000 66 131 Y 5 6 o 0 0 0 5 7
71 - 3 2 S 2,5000 68 132 Y 4 8 g ¢ ©°o 0 5 9
71 - 31 2 5 Z2.5006 67 133 ¥ 8 5 9 ¢ 0o 90 8 .5
71 - 3t 2 § 2.5200 67 134 ¥ 8 1 ' I T S | 8 3
71 - 31 2 S 2.50C0 68 135 Y 17 & ¢ o0 o o 13 5
71 - N 2 § 2,5000 - 68 136 Y 6 6 6 0 o8 5 6
71 - 31 ? S  2.5000 69 137 Y 4 8 9 0 0 3 4 B ;
| T - 31 2 5 2.5000 69 138 Y 8 6 o 9 o6 o 9 8 )
: 71 = 31 2 S 2.5000 TO 139 Y 7T 4. o0 & 0 o9 8 & . :
71 - 31 2 S - 2.50809 70 140 Y 5 48 i o6 1 2 5 8
71 ~ 31 2 S 5.0000 71 - 141 ¥ 3 1o 0o 0 8 0 3 e
. 7Y - 31 2 - S S5.0000 T 142 Y 6 & 0o 1 9. 0 T & N
71 = 31- 2 S  S5.00090 72 143 Y 6 7 6 0 8 0 6 7
i - AN 2 $ S.0000 72 144 Y 8 6 g ¢ 6 0 8 &
71 - 3 2 S  5.0000 73 145 Y 6. & o 0 a8 o 6 &
71 - 31 2 S  5,0000 73 146 Y T 6 ¢ o 6 o0 T s
71 - 31 2 S  5.9000 74 147 Y [ 6 6 -0 n 5 &
71 - 31 2 S 5,0000 T4 148 ¥ 4 8 o o ¢ o 4 8 {:)
71 - 3 2 S  S.,0000 753 149 Y S 8 8 ¢ o o .5 8
71 = 3] 2 S  5.0000 75 150 \ 5 6 06 0 o o0 5 &
71 - 31 2 S 5.,0000 76 151 ¥ T 5 0 .0 o o0 8 5
71 - 31 2 $  S5,0000 -7k 152 N 5 0 0 0 o o 0 0 ,
71 - 31 2 S  5.0000 77 153 Y 6 S 60 0N 2 & 6 5 z
71 - 31 2 S  S.5000 77 154 Y 3 8 g 0 o o 12 1%
7 - 31 2 S  S.0000 T8 155 Y ‘5 6 c 0o o0 0 5 7
71 = 31 2 S  5.0000 73 158 Y 5 3 I | o 0 §- 8 ;
71 - 31 2 S  5.0000 179 157 Y 5 9 o1 1 1 5 93 :
] 71 - 31 2 5 5.0000 79 158 Y 5 4 o 0 o0 o g & f
] 7" - 31 2 S  S.0000 A9 159 ¥ 4 8 0 0 o o0 4 B E
1 - 31 ? 5 540000 80 160 \ 8 3 9 0 o o 8 -3




DOMINANT LETHAL GENE STUDY OF COMPOUND T1-31 SoRRITOL PAGE B -
' EARLY LAYE CORPORA

TEST MALE FEMALE IMPLANTS DEATHS DEATHS LUTEA 5
MATERIAL WEEX S/v DOSE N, NO, PREG. L R L R R L A |

TEM3] 2 s 002 11 21 i s 4 1 1t 2 5 & :

TE%31 2 3 «7002 11 22 \d 3 7 3 6 0 0 ) g E

TEMal 2 s 0002 12 23 v 4 3 0 90 4 3 5 5 f

TEM31 2 S L3002 12 24 ¥ ¢ 4 4 4 n 8 8 &

TEMI] 2 s «09302 13 25 ¥ 4 3 6 0 & 1 5 3

TEMI) 2 s 3602 13 26 Y 4 7 3 6 a0 n 5 3 o

TEM31 2 s e0G12 14 27 Y & 6 & 5 0 9 T 6 i:>;‘-

TEM31 F S «0032 14 29 Y. 4 5 4 & 0 B 4 3 i

TEM3Y 2 3 <0002 15 22 Y 3 7 2 3 a2 @ a7

TEM3L 2 S .0032 15 30 ¥ 5 G s 0 a9 9 3 8

TEMIL 2 S 0002 16 3l Y. 2 2 2 2 n 0 & 5

TEM31 2 s «0%02 16 ‘32 N ¢ ] /] 0 0 0 ] ¢

TEM3] 2 S .0002 17 33 Y 4 5 5 2 3 3 & 5

TEM3I) 2 s 0022 1T 34 Y T 3 R | 1 2 &« 7

TEM3L 2 $ .0002 18 as ¥ & 3 6 3 a2 o 8 4

TEM31 2 5 .0032 18 36 ¥ 4 3 & 3 1 0 r 5

TEMI] 2 s «00C02 19 37 Y & 4 g 0 & 2 6 &

TEM31 2 S .500%2 19 38 Y LI 3 3 o9 0n 5 7 ;

TEM31 2 S «0002 20 39 Y 5 3 5 3 n 0 T 3 :

TEM31 2 S «0092 20 40 Y - i 9 3 9% 8 o I o1n 5

CNTRL31 2 M 0.0000 1 1 Y 3 7 g o0 0 1 3 7 |

CMTAL3L . 2. M 0.0000 1 2 Y 8 5 6 o0 1 o 8 b

CNTRL 31 2 M. 0e.0000 2 3 Y T 9 g 0 o0 9 T 9

CNTRLII 2 M 09,0000 2 4 Y 7 6 6 0 o 2 7 6

CNTARL31 F4 M 0.0000 3 5 Y 2 A 1 1 a 2 8

CNTAL3Y 2 M 5,0000 3 6 Y 1 1 0 0 o o S

CNTaL31 s M 0.0000 4 7 Y 2 9 6o 1 o o0 2 9

curaLil 2 Mo 0.,0000 4 8 ¥ 5 5 I T T 5 7 i:)

ChTRLIL 2 M 0.0000 S ? Y T 7 o © o0 0 T

CNTRLIL 2 M 0.2030 .5 10 Y 6 T p o 1 2 & 7 i

CHNTRLIL 2 M 80,0000 6 11 Y 5 9 8 9 o8 90 5 9 . ;

CMTRL 31 2 M 0,0000 6 12 . Y B 7 o 9 o o 13 11 ;

CNTRLI] 2 M 9,9%00 7 13 Y T 4 0o 0 0o 9 T 4 :

CNTRLIY 2 Mo o8.0000 .7 14 Y 3 11 6 0 o 9 3 1

CNTRLIL 2 M  0.0000 8 15 Y & 5 o 0 o0 o & S

CNTRLIN 2 M 0.0000 B 16 Y 5 & o 9% o0 0 & 6 :

CNTRE3] 2 Mo 00000 9 17 \ s 3 6 8 1 A 5 5 ;

CNTRL3] 2 M 0.0090 9 18 Y 2 S5 c 0 0 9 FE p

CNTRL 3] 2 M 0.0000 10 19 Y 5 9 o t 0 0 3 9 3

CNTRLII 2 M 9.0000 19 20 Y 0o 1 o 0 0 9 5 T :




-DOMINANT ‘LETHAL GENE STUDY OF COMPOUND 71-31 SORRITOL ' PaGE 9
' EARLY LATE  CORPORA

TEST MALE FEWALE 1M

PLANTS DEATHS DEATHS  LUTES
MATERIAL WEEK S/M DOSE  NO, NO,  PREG. Lt R L R ¢ R L q
71 = 31 2 b «D300 41} a1 ¥ 9 4 0 0 0 4} @ 4
71 - 31 2 m <0300 4l 82 Y 7 & 0 0 o 9 7 4 :
11 - 31 2 Y 0300 62 83 Y s 5 I BT B | 5 & :
7L - 31 2 “ «0330 42 84 Y 6 7 o 0 o0 0 & 7 :
71 - 31 2 M L0300 43 85 ¥ 3 3 2 % 8 1 5 7 :
71 - 31 2 2 «N300 43 86 Y & 6 9 ¢ o0 0 & & :
71 - 3! 2 M «0300 44 LY Y Li 5 0 0 ] n 7 3 f) :
71 - 31 2 M «0330 44 83 Y . 4 3 0 0 ] n 5 8
71 =31 2 ! 20330 45 89 Y 5 6 3 6 o 9 a & :
T - 31 2 “ .03180 45 90 Y 4 13 P o 0 9 . &
71 - 31 2 M «N300 46 91 Y 4« 7 0 9 o 1 « 7
71 ~ 31 2 M +0300 46 92 Y & 6 ¢ 1 no0 s 7
71 - 31 2 M «0390 47 93 Y 6 7 o ¢ o o 7 7
1 - 31 2 M 0200 4T 94 ¥ T 3 3 n, 2 B ? S
71 = 31 2 M +N300 48 95 N v 0 6 o o D 0 0
71 - 31 2 M «0300 48 98 A 6 0 6 0 0 0 g 0
71 - 3% 2 " «0300 49 97 Y 8 6 e o o o g8 T
71 - 31 2 M «0300 49 - 98 Y 2 3 2 0 o e 2 9 ,
71 - 31 2 " «0300 59 99 Y 3 11 ¢ 0 o 0 3 1 E
71 - 31 2 M ,0300 50 100 N o 0 0 o0 o0 o 5 90
71 = 32 2 M 2.5000 51 10l Y 3 9 n o8 9o o 3 10
71 = 3} 2 M 25000 S1 - 192 Y 5 3 1 L T | 6 5
71 - 31 2 M 2,5000 52 193 Y 5 7 e 0 90 o 5 7 .
71 - 1 2 M 2.5000 52 104 Y 1 0 1 0 6 0 8 &
7 - 31 2 M 2.5000 53 105 \ ] 1 5 1 n o0 8 6
71 = 31 2 M 2,5000 53 106 Y 5 9 p 1 0 1 6 9
11 - 31 2 M 2.5000 5a& in? Y 3 9 9 0 0 90 3 9
TY - 31 2 M 2.5000 5S4 108 Y 3 8 P 0 o. 9 5 8
o= 3 2 M 2.5000 55 109 Y 3 4 1 1 a0 S 5
71 - 31 2 M. 2.5000 55 118 Y 7T 3 5 0 o o0 7T 6
11 - 3] 2 M 2.5000 56 111 Y 6 8 2 o 0o o 6 8
71 ~ 31 2 M 2,5000 56 112 Y k 9 0 o 9 3 3
71 - 31 2 M 2.5000 57 i3 Y 71 5 n 1L 0 0 a 5
71 - 3 2 M 245000 57 114 Y 7T 6 2 2 o o T 6
71 - 31 2 M 2.,5000 58, 115 N 0 0 6 0o o 0 0 0 ;
71 - 31 2 M 2.5000 59 116 ¥ 9 6 ¢ 0 1 ] 10 & :
71 - 31 2 M 2.5000 59 117 Y 7T 4 6 ¢ 0 9 T 5 :
T -1 2 M 2.5000 59 118 Y ¢ 5 @ 0 o o 4 5
Tt = 171 2 M 2.5000 60 119 Y & b o o o 0 & 6
71 - 31 2 M 2.5000 60 120 ¥ 1 0. 1 > o o 13 10




DOMINANT LETHAL GENE 3TUDY JF COWPOUND 71-31

TEST
MATERITAL.
71~ 31
71 - 31
71 = 31
Ty - 3%
1 - 31
71 - 31
71 - 211
71 -
Ty - 231
I -1
71 - 311
71 - 31
71 - 31
T}y - 31
71 - 1
T - 31
71 -~ 31
71 - 31
71 = 31
71 - 31

aEEX

NMANNNNNNNN AN NN NN

S/

TLTLALXLZXTZTITLXZTEZT XTI L 22X

NISE

54000
5.0300
S5.002%0
5.0000
50070
S.0000
53000
5.0500
5.3709
50000
542000
S.0000
54,3000
55,3000
Se00U00
S5.2000
S«0000
S.0000
5.0000
20000

MALE
ND o

61
41
62
62
A3
63
.18
64
55
65

FEMALE
NO,

121
122
123
124
125
126
127
128
129
139
131
132
133
134
135
13%
137
138
139
140

PREG

-

P R e

S02R1T0L

IMPLANTS DEATHS

L

e

NN WIS D AND== D I2WNAD P

bt (P WAV O DO NP WGP~ D

R

OEODFOOCO MO0 O O

FARLY
L 1
Q
4]

9
0
9
2
]
0
2
0
0
0
2
-9
%
2
0
0
0
0

LATE
DEATHS
L A
0

9

1

0

0

0

0

0

9

8

9

|1

n

1

1

0

0

?

b}

0

DO DI NYNIIDIIDD DD DD I D
.

PAGE 10

CORPORA
LuTER
L A
4 B
a6
5 7
7 6
4 12
2 T
3 5
11 3
1t 4
8 4
8 7
8 7
4 12
2 12
8 5
3 7
5 3
a 3
T 6
5 8

4 i = e - ey

i
1
E

ki




HOMINANT LETHAL GENE STUDY OF COMPOUND 71-31

TEST
- MATERIAL

CNTRL 3
CNTaL3]

CN

TALIY

CNTRLAY
CNTRLIL
CNTRL3L
CNTRL3L
CNTRL3IL
CHTRL3L
CMTRL3]
CNTRLIL
CNTRL3I
CNTRLIL
CNTRLIY
CNTIRLII
CHNTRL3]
CNYRL 3L
CMTRLIL
CNTRL3L
CNTRLI

71
T
A

71

-~

- 3]
31
31
31
11
31
31
3
3t
3l
31
31
31
31
n
3]
3
31
31

t ¢ 41

[ I B B I )

31 .

[PV R FURPIRVORVE SON B I VIS FUTFYRN WY BT P IR VE R PN R VY S VA ]

[P I FYITPVI FY ATV ITVY R TV REWURETS B PR PY RV R DU R LI TRV

-

AV aasninyavaunurnunnnen n Voo nnin,g

M

0.0030
0.0000
J.0000
C+0090
0.0000
0.0000
0.0000
NafH000
Ge0DOD
000460
040000
o.0000
0.0000
40000

« 2300
#0307
« N300
«0300
«7300
«3300

« 2300 .

«0330
40300
e 0300
A0300
« 2300
«0300
«3370
$3390
+0320
-CB')O
« 03320
«0360
« 0300

MALE
KO o

VDO PP~ FE LW N e -

-
(==

O VR R O RV R RV RV RV RN R R RV R Iy )]
QOO LE D =P UL & F W O = -

FEMALE
NOo

L agrs <R e RV LRE R TR

1939
110
111
112
113
114
115
116
117
118
119
120

PREG

[ S B R e R R R R e A

SORAITOL

IMPLANTS

L

DPLOPR LSNPS NNDWLNCNDN POWWEEPRI— gL FDRNRIP N —

F W NSO~ EFE~t~NNANFRNAST N =MD DO WFNNEWE ~HOWN

R

EARLY
DFATHS
L R
0 1
1 L
0 0
¢ 0
0 0
] b
1 v}
1 0
1 o}
0 b}
1 0
0 ]
[+ 0
0 8
0 0
0 0
1 2
1 1
0 0
0 0

P e N e R R~ e = B N S B R e B = = S

RDOMIOODOCOINDIDD =00 D

LATE
DEATHS
L Q
59 0
60
noa
c 0
1 n
1 2
¢ 9
o 9
1 n
0 0
o 0
o 9
0 a
1 n
0 i}
a1
noon
n 0
¢ 0
6 0
1 9
89
8 %
1 1
1 n
0 5
o 0
B9 9
" 9
0 0
01
o 0
|
o 0
0 0
0
LI
o0
1 1
0 9

PLGE 11

CoRPORA
LUYTES
L R
7 &
T 8
4 a
& 5
= 3
A &
B 3
4 8
4 7
& 6
) 8
T ]
9
6 ?
6 7
3 11
3 7
4 6
5 6
4 7
10 E
B 7
3 &
8 -3
) %
3 8
8 5
4 6
4 B
4 9
7 7
3 4
7 7
9 ?
& 9
8 - 7
6 T
8 4
3 5
q 6




DOMINANT UETHAL GENE STUDY OF COMPOUND 71-31

TEST
MATERTAL
Ty - 3]
71 - 21
71 = 31
71 - 31
71 =--31
Ty = 31
71 - 31
71 = 31
71 = 31
71 - 31
T - 31
Ty = 31
7t - 21
71 - 31
71 = 31
T - 321
Tl - 31
71 - 31
71 = 31
71 - 231
71 - 31
71 - 3t
71 -~ 31
TL - 31
T - 21
71 - 31
71 - 31
71 -« 31
71 = 31
71 - 31
71 - 31
71 - 31
11 - 31
71 - 31
71 - 31
71 -« 31
71 - 31
71 - 31
71 - 31

31

¥
. - m

WL I P WL LU WO W WWW W W Ww S W W W www W W e« e 7
o

S/M

MmABmAN RN ABNUO DR NN NNV MUV BBVAARD OV VBLANDV AN

nOSE

242900
25000
25070
245000
245000
25000
245000
2+35000
2.5000
245000
2+5000
245900
245000
245000
25000
245000
245060
2.5000
245620
245000

5.00C0
5.0000
S.0000
5.0000
S.00C0
Se 0000
S.0600
5.0000
5.0000
5.0000
5.00%90
S5.0000
5.0000
S.0000
50000
5. 006GC
S5.0000
5.0000
5.0000
R.0000

MALE FEMALE

NO

61
61

62
L1
63
63
64
64
65
65
&6

NO.

121
122
123
124
125
125%
127
128
129
130
131
132
133
134
135
136
137
138
132
140

141
142
143
144
145
146
147
148
149
150
151
152
153
154
155
156
157
156
159
160

PREG,

PP R R - B I R e e e e e e T T e e e e

SORBITOL

IMFPLANTS

L

WA PN~ ODWEAWWDIN~NNO NN Dd P d P WD OPWNDPENRDHT T

a

-
CONNOS NP IrDONRNP ORI D

SR IO PUNSOVDIRPIENC~NL &0

EARLY

L

- E-E-E o K-E-E-R-W- RN~ = = i O QOO0 MO DHO O DD 00 O

DEATHS

R

OO 000U IODSODRHO O 200000000 ITIOOL

LATE
DEATHS
1 [>]
3 0
[ )
n n
o |
n 4
1 n
0 D]
0 0
Q 0
0 0
h] 1]
1 4]
] 0
0o 0
0 1]
0 0
h] 4]
b 4
0 1
3 1
o n
o 0
o .0
" 4]
9 0
b 0
0 0
0 0
1] 0
0 0
0 0
0 0
0 0
9 1
0 0
0 0
0 0
n c
0 n
0 0

PAGE 12

CORFORA

LUYTESA
L q
5 10
5 &
S 7
5] [i]
5 9
& LY
9 5
5 10
3 9
7 &
g 5
9 g
a T
10 %
7 &
5 T
7 6
b .
7 5
9 4
5 10
5 7
2 0
& 5
7 &
7 -]
9 4
3 7
3 g
) 8
3 9
0 0
9 3
7 5
7 4
& 7
] 9
6 10
2 T
3 g




DOMINANT LETHAL GEME STunr OF COMPOUND T71-3) SORBITOL
EARLY
YEST MALE FEMALE IMPLANTS DEATHS
- MATER]AL WFEK S/M  [DOSE NU. NO, PREG. L R L R
TEM3Y 3 S 5002 11 21 ¥ 2 & 0 0
TE~31 3 5 w082 11 22 Y 4 8 4 8
TE~31 3 5 Jo0u2 12 23 v 6 T 5 5
TEM3 3 s £5002 12 24 Y 4 4 4 4
TEMI 3 s L0002 13 - 25 Y -7 2 0 )
TEV3] 3 5 0002 123 76 Y 8 1 6 1
TEM3Y 3 S 0022 14 27 Y T .3 ? 2
TEM31 3 ] L0032 18 28 Y 5 3 5 3
TEM3] 3 3 S0002 15 . 29 Y & 7 3 5
TEM3] 3 s «0U02 15 3p Y & 9 2 5
TEM3l 3 ) 0052 16 at Y 1 1 1 1
TEM3] 3 5 0002 16 - 32 Y 2 ) 2 0
TEN3) 3 ) Q002 17 33 Y 3 4 3 4
TEM3]) 2 s +0092 17 34 Y 4 9 3 5
TEM3Y 3 ] 20002 18 35 Y 5 4 5 s
TEMI) 3 s «qLCc2 18 36 Y 3 3 3 3
. TEM3] 3 5 COC2 19 a7 Y 5 5 5 5
= TEM3] 3 5 L0002 1% s Y. 3 4 (] 0
- i . TEM3L 3 s 9002 20 39 Y 1 3 1 3
TEM31 3 S 0002 20 &0 ¥ 7 4 s 3
CHTRLIL 3 ™ g.0000 1 1 ¥ i 5 0
CHTRL 3] k] M G.00C0 1 2 Y 7 8 1
CNTHLIL 3 M 0,0008 2 3 ¥ 'y A o
CHTRL3L 3 ™ 0.0000 2 4 Y 6 & 0
CNTRLIY 3 M N.00C0 K] 5 Y ) 3 0
CNTRL3L 3 ™ C.00C0 3 6 ¥ 7 6 0
CNTRL31 3 M Ca0000 4 7 Y 8 2 1
CNTRLI] 3 M 0.00700 4 8 ¥ 8 % 1
CNTRL3L 3 M T.2020 5 9 Y 4 3 1
CHNTRL3) 3 M Ge0D00 5 e Y 4 6 0
CNTRL3I 3 M p.0DED & 11 Y 5 8 1
CNTRL3) 3 M 0.0n30 6 12 Y 7 6 0
CNTRL 3L 3 M 2400900 7 13 Y 1 ;] 0
CNTRL3I 3 M J.0000 7 14 Y 6 & 0
CNIRL 3 3 H n.0000 B 15 Y 6 5 0
CNTRL3L 3 ™ 0e0000 8 16 ¥ & 5 0
CNTRIL3] 3 M 0030 9 17 ¥ 3 3 1
. CNIRL 3L 3 ™ 00000 g 18 Y 3 1 1
CNTRL3L 3 M D000 10 19 Y 6 6 0
. CNTRL31 3 Ly ne 0090 19 20 Y . 6 0

QCQO=NOCOODOLOORIIDIIDOO -

LATE
DEATH

L

OO0 IO OO DO DD

- D MDIDOIODIDDI2IDM D DD

S
R

22PN ODDI

SR TDODDIOINIDO DD

"PAGE 13

CORPORA
LUTEA

L

—
ol PO~ NN RS U P e N~ P

)
N PR NN N OPREFNPWOWARDE R

O

:
k
#

g, v i ] T e AR e R

b AT ottt ol e S



DOMINANT LETHAL GENE STULY OF COMPOUND 71=31 SOPRITOL . PAGE 14

_ : EARLY LATE CoRPoRA
TEST MalLE FEMALF IMPI"ANTS DEATH

§ DFATHS tUTEA
MATFRIAL WEEXK S/M DOSE NO o NG . PREG s L R L R L Q L8 R
. 71-13} 3 M 0300 41 Bl Y 6 5 1 1 0 o 8 5
71-31 3 M «03N0 4] B2 Y 5 2 i} 0 90 0 i 2
71-31 3 M N300 42 33 Y 3 7 0 1 0 4 4 7
71~31 3 M +0300 42 Bé Y A 6 0 0 0 9 ] 4
71-21 3 ™ WH960 43 RS Y 4 9 9 0 0 9 & g
71~31 3 “ N300 43 Rb Y 4 6 0 0 1 .a 5 7
171-31 2 M 0300 44 a7 Y 5 7. 0 1 n 0 6 &
71-31 © 3 M 0300 44 8B Y g 7 0 0 o 0 ) 1 .
71-131 3 Y «0300 45 a9 Yo 6 4 0 0 0 0 6 5 2
71~-31 3 M L0300 45 90 Y & 5 1 0 0 0 b 5 -
7T1-31 3 M 0370 46 91 Y 7 5 o 0 0 0 T 5 :
71-31 3 * N300 46 92 Y 5 8 0 0 1 o 5 13
Ti=-131 3 M 0300 47 93 Y 6 T 0 0 0 0 & 7
71-31 3 M N300 &7 94 ¥ 2 4 0 0 f 6 4 5
71-31 3 M .N370 48 95 Y 3 8 8 n 9 1 4 8
Ti-31 3 ™ L0300 48 96 Y 1 0 1 0 0 n 7 i
7131 2 M «0300 45 97 Y 6 4 ) 1 ) n & 4
] 71-31 3 w L0300 49 98 Y & T 1 0 Y n 1 8
i . 71-31 3 ™ L0300 S0 99 ¥ 7 4 ) o 8 n 7 4 5
71~31 3 * « 5300 50 100 Y « 5 1 1 n 0 6 7 =
T1-31 3 M 2,5000 S1 10l T¥ 5 7 o 0 6 o o7 :
71-31 3 M 2,5000 51 102 Y 5 8 ] 0 0 0 7 5 :
71-31 37 om 2.,5000 52 103 ¥ 6 7 2 0 " 1 & 8 :
11-31 3 M 2,5000 52 104 Y 3 3 1 0 o ] 6 5 .
T1-21 3 M 2.5000 53 115 Y 4 6 i} 0 0 0 5 & :
71-31 a M 2.,5000 53 116 Y 5 & 2 ) 1 3 5 g !
Ti~31 3 M P2.506C 54 in7 ¥ 5 4 o 0 0 0 ) 5 :
71-31 3 M 2.5000 54 108 Y 7 6 1 0 o 0 8 6 _i:) :
T1-31 3 M 2.5000 55 in9 ¥ 7 5 ] 0 0 0 7 s e ‘
71=-31 3 M 2.5000 55 119 Y 7 & 0 0 0 0 7 [ :
71-31 3 M 2.5000 56 111 Y & 6 2 0 ¢ o 7 & :
T1-31 1 M 2.5000 Sb 112 Y 3 10 0 0 9o 0 4 13 :
T1-31 3 ™ 25000 ST 113 Y 8 " 0 0 )] 0 9 4 i
71-31 3 M 2.5000 57 114 Y & 8 0 0 0 0 4 9 :
71-31 3 M 2.5080 S8 115 Y T 7 0 ] ) 1 a 7 :
IAREIE 3 M 2.5080 58 116 4 7 5 0 0 0 6 8 3 ;
. 7)1=~131 3 M P.5000 S9 117 ¥ 9 5 0 0 0 o 5 9 :
o 71-31 3 M 2.5000 59 118 Y 6 & 0 0 0 1 ) 6 :
71-31 3 M 2,5000 60 119 ] 1n 5 0 ] 0 ] 10 5 4
71-31 3 M 22,5000 690 120 Y R 3 1 0 0 o 9 4 :
hN
N
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DOMIMANT LETAAL GEME STUDY CF COMPOUND 71-31

TEST
MATERIAL wE

71~31

T1-31
71~31
T1-31
71-3}
71-31
11-31°
71-231
71-31
S 71=31
71-31
T1-31
71-31
T1-31
Ti=~31
71-31
71-31
71-31
71=31

[PITRP LA IR TN RNV R WO PU TP IS PYRLTVIN P JLUN Su UL T Ry PN TN N SR VLI YRR i

S/M

M
M

rzz

¥ Iz zTTFIXTITLRLIXT

POSE

5.04000
5. 0040
S.2000
S0 000
S.5000
S5:0000
5.0000
Se0000
S+0000
S5.0000
S.0000
5+3000
5.0000
S5.9000
5.0300C
S5.00L0
5.0000
5.3020
Q.9000
5.0000

MaLE

No.
61
31
e
62
&3

63
LTS

b4

65
65
&5
R A
&7
&7
6H8
63
&3
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70
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1] 4]
1 1
0 0
0 0
0 0
0 0
0 0
o] 1]
0 0
9 .0
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1 0
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DOMINANT LETHAL GENE STUQY OF COMPOUND 71-31 SORRITOL PAGE 158 }
' EARLY LATE  CORPORA

TEST MALE FEMALE IMPLANTS DEATHS DEATHS  LUTEA
. MATERIAL H®EEK  S/M  DOSE NU, MD, PREG, L R L R R L " :
CNTSL31 4 S 2.0000 1 1 A\l 5 6 1 ¢ 8 0 B 7 ;
CNTRL3] 4 S f.u030 2 Y 8 7 o 0 & 9 & 7 i
cNTEL 31 4 s (P LT 2 3 Y 3 1 i § 2 2 n 3 1t i
CMTRL3] 4 S g.0090 2 . Y 1 i o 0 0 n x B ;
CNTRL31 4 5  9.0090¢ 3 5 N 4 9 9 2 2 2 4 18 ;
CNT2L 31 4 S 0.9050 3 6 Y 6 3 0 0 1 0 7 ] :
CNTRL3) 4 S  J.0000 4 7 Y 5§ 2 6 5 n 9 & i:) ;
CNTRLII & S n.on00 & 8 A 5 19 o 0 0 = 5 19 ) :
CNTRL 2L 4 S  0.0000 % 9 Y & & 0 o 6 9 6 7 §
CHTAL3IL 4 S  0.0000 5 10 \ 7T 7 o @ 0 1 Tt ;
CNTRLIL 4 S 9.0030 # 11 Y 8 & ¢ ¢ o o -8 & g
CNTRL3Y 4 S 0.0000 6 12 \ 7 5 3 0 0 9 8 5 ;
CNTRLIL 4 S  0.0000 7 13 \ 7 4 o 2 0 9 7T & :
CNTRL3] 4 S  0.0000 7 164 Y 8 6 a0 1 A 8 &
CMTRL 31 4 S  D.gnon B 15 Y 8 o 6 0 o 9 8 &
CNTRL 31 4 S 0.0000 8 1% Y s 9 6o 2 o 2 5 14
CHTRL3I & . S 0a.0000 9 17 Y &6 5 0 0 8 1 T 5
CNTRL3I 4 S n.,0000 9 1% Y T 0 0 o o B & ;
CNTRL 11 4 S 0.0000 10 19 Y 6 7 0 ] o n 6 7 . :
CNTRL31 4 S f.0000 19 20 Y T 3 6 6 o o T 3 , r
71-31 4 5 20300 - 51 191 Y 2 0 ¢ 0 0 o 4 8
T1~31 4 s «n309 51 in2 Y 2 2 e 1. o0 9 12 & .
71-31 4 5 0300 S2 103 Y 5 & o o 0 0 5 8
T1=-31 4 s $ 0300 32 lo& Y 5 6 2 0 o0 o 5 6
T1-31 4 S £ 0330 53 185 Y T 4 ¢ 0 o 0 7 4
Ti-31 4 s #0350 53 106 Y 7T 4 7 0 o 0 T 4
T4-3) 4 5 20300 34 1n7 Y 7T 5 o -0 0 9 T 5 :
T1=31 4 5 « 0370 54 1nA ¥ 5 & 6 0 o0 o0 5 6 i:, i
7T1-31 4 s P0340 55 109 Y 4 6 o o 1 2 s 3 R :
71-11 4 S «0300 &5 119 ¥ 9 4 o 1 o 0 9 4 :
71-31 4 S «£30) 56 i1l Y 2 9 1 B 5 2 2 1o
71-31 4 S +0300 56 112 ¥ 6 5 6 2 1 A & 5
71~31 4 S -n300 57 113 Y 6 5 1 0 0 0 T &
T1=31 s S «n390 57 114 Y 6 6 1 9 o0 0 & 6
71-31 T A S $u360 58 115 Y 1 1 o 0 90 0 & 6
71-31 4 s +0310 S8 1186 Y & 5 6 0 0o o 5 6
T1-31 4 5 2u360 59 17 Y s 7 9 8 1 5 7
T1=-31 4 S «0330 59 118 Y 7 7 0 ] ] 0 7 T
71231 4 5 N300 6] 119 ¥ 5 5 9 06 o0 0 6 5
71-31 4 ] «0300 60 120 Y 3 1 0 0 0 o0 3 8




MATTTT A

TEMIY
1g 31
TEwIY
TE“3)
TEMIY
TEMI
TEM3]
TEM3)
TFM3}
TEual
TEM3Y
TEM31
TEMIL
TEMI
TEM3L
TEMI}
TEMI]
TEMI)
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1.0000
30020

MaL €
N

D3O OVt T OUN S E WA=

—

FEMALE
N

21
22
23
24

25 .

25
27
28
27
3o

31

32
33
14
35
36
ar
38
39
40

Co R e VLR U L

U
)
i)
fat

B R L T T

- I S0 4 S0 B A0 S R e e e e e

1
-

»

NP N PEDDNNDINECERAFR L= WO T NODW~OND ~ D wnywd sy~

IMPLANTS

WNEVCOR PN FNTONLB NP NCNI— DS =N aqiN e N~ N~

EARLY
DEATHS

1
-

DOD W DO O RO )OO

QOO VIoO0CoWDO QOO IO

]

OO0 OIVDODIOODOIDDNIG DTN Dr QD M Nt = (AN NN R D

LATE

DEATHS
w =
1 1
n bl
n b}
0 \]
0 3]
0 n
0 n
n n
n b}
f %
n n
n n
1 a
1 n
0 0
L] 0
[ n
f 0
0 0
2 2
n n
L
2 n
0 n
2 2
1 n
1 n
0 0
0 ]
? 1
o n
0 n
0 n
1 n
0 n
0 F4
n 1
0 0
0 n
0 n

e -

CORPana

LUTEA

-

NP R AP O DI DR APV O AP LW WR D NSO VPP D N E NS s 1 g e b B W

P2

[

—

P

o e |

—

(]
WP VD P HF NS AP FEImy~ NOSDWUPOERN AL D E PGP D

O




DOMINANT LF THal, GENRE STULY UF COMPOUND 71-31 SORAITOL PAGE 19
CARLY LATF CHRPNRA

TEST A MALE FEMaLE IMPLLANTS DEATHS DEATHS LUTEA .
MATERTAL ®wFFK  S/M  DOSE NO, NO, PREGs L R L R L R L ] E

71=-91 a ! +n3c0 a1 81 Y [ ] D 0 0 1 b 3 !

Ti=-31 4 M 2030 41 82 Y 9 4 0 0 0 2 g 5

71-~31 4 14 W03 a2 83 \ 9 4 ] 0o .0 0 10 [y :

7T1=31 4 7] fMAGH a2 [:23 Y 5 ;] o] 0 0 1] 5 7 :

71-31 4 t L0300 43 A5 ¥ a8 6 0 ¢ 0 n 8 ) ;

71-131 4 m 0390 43 86 ¥ 7 6 0 0 o 7T & ;

71-31 4 " U304 AT Y 5 7 6 0 o @ 6 9 )i:, =

71-11 4 g L0300 a4 RS Y 6 B 9 0 n 1 & 8 " :

T1e31 4 H N300 &% K9 Y 5 a 0 0 0 n 5 :] :

71 =131 4 ™ N300 45 S0 Y 9 5 0 1 0 n Q 5

Tt=31 o M 0300 46 91 Y 7 5 0 0 0 n 8 7

Ti=31 4 M 0300 46 92 Y 6 7 0. 0 0 0 5 7 :

T1-3) 4 Kl 0300 4T 93 ¥ 4 8 0 0 0 2 4 B :

T1=31 4 M 20390 «7 94 Y 1n .5 ] o ) o 10 5

Ti-31 4 ™ 0300 4B 95 Y 0 i 0 17 o 0 2 ;]

T1=-11 4 ™ 0300 @A 96 Y b & o ] 1 n & A

7T1-31 4 1] N300 49 97 Y 6 & 0 [ 1] 1 [ &

T1=31 4 M <0300 89 98 v 7 5 ) 0 o n 7 &

T1-31 4 M L7300 S0 99 Y & I} 1 0 0 1 & 5

T1-31 a {| N300 SO 10n Y. 6 6 1 o S ' 5 12 10

71=-31 4 M 2,5000 S1 191 Y 3 8 o 6 o o & 3

71-31 4 .M 2.5000 51 . 102 Y 7 "6 6 o ©0 "0 T 6

71-31 4 M 2.50N0 A2 103 Y 7 8 K 0 0 0 7 186 -

71-31 4 M 2.5nn0 52 104 Y 2 7 o 0 0 0 1 9

71=31 4 M 2.5c000 53 195, Y o S o i 0 0 7 8

Ti=31 4 M 2.5000 53 106 Y 6 & 0 0 n ) 6 6

71-31 4 Mo Z.5000  5é 107 Y 5 % 0 ] 0 n 5 6

71-31 N M 2,5000 S& 108 Y 5 7 6o 9 o0 0 & 7 3

71«31 s M 2.5000 S5 109 Y & 6 0 0 0 0 6 7 i

71=31 4 M, 2.5000 5SS 110 Y 7 5 0 0 0 0 7 5

T1=-31 4 M 2.5000 56 111 Y 4 9 0 0 0 0 4 9

71-31t 4 M 2,5000 S6 112 Y R 6 0 1 n n 9 7 :

71-31 4 M 2,5000 57 113 Y 8 5 ¢ ] 0 0 8 5 H

71=31 4 Mo 2,000 57 114 Y - 7 0 0 0 ] 6 7

7T1=31 4 M 2.50¢0 S8 115 Y 4 Cl 0 b] 0 1 5 9

71~31 4 M 2.5000 58 116 Y 6 ] 0 0 1 0 6 &

71=31 4 & 2.5000 59 117 Y 2 1 0 1 0 ') 3 1o

71-31 4 4 2.5700 59 118 Y ‘5 8 ) ] o 1 5 8

T1-31 4 M 2.50L0 &N 119 Y 4 9 i} 0 0 [ 4 9

71-31 4 M 2.5000 €9 120 Y 4 & 0 n 0 n 4 7




DOMINANT LETHAL GENE STuhY OF COMPOUND 71-3]

TFST
MATERIAL

Ti=31
T1=731
T1-31
71-31
71-31
T1=-31
71-31
71-31
71=31)
71=31
71-31
71=31
Ti=11
71-31
T1-31
Ti-31
71-31
T1=-31
71=31
T1=31

wFEK

F A A A E T W R TR R N I R

S/M

AL T2 XX L2 X

A A

23232323

MISE

S.,0000
SeUDD
Say0 (D
B.00uN
R.0000
G.0060
S«CN0C
S.NCH
S.0000
S.00060
5.9000
5.0000Q
540100
5.001i0
S.00L0
RaOt3G0
5490C0
5.0000
S.0040
S«0000

MaLE
NU o

bl
&1
62
b2
63
63
[
64
65
65
66
66
67

FEMALE
ND,

121
122
123
124
125

126

i27
128
129

130

131
132
133
134
135
136
137
138

139

140

PREGs

€ €L L LCLLZT XL LALLXZ ZIA <

SORRITOL

IMPLANTS
L R
s 8
& 4
0 9
0 1}
6. 7
T <)
5 8
4 0
5 7
a 4
A 5
0 0
a 4
3 9
S 7
3 9
4 T
8 5
A 5
3 9

EARLY
DEATHS
L B
0 0
1 0
0 )
0 0
0 b
0 0
0 1]
] 0
0 g
0 0
2 0
1] /]
1} n
1 2
0 s]
1 1
0 0
2 n
1 0
1 2

LATE
DEATHS
L R
4]

0

0

0

1

0

0

0

bJ

)

0

0

1

4]

0

]

0

0

3

2

M 3D DI DD DD 00T D

PAGE 20

CDRPARA
LUTEA
T
& B
& 9
¢ o
o 9
& 7
7 8
5 .9
4 19
5 7
B 4
3 5
2 0
8 &
1 9
5 8
& 10
& 7
8. 5
8 5
3 10

O




DOMINANT LETad 5FNE STUDY UF COMPOUND T1-31 SORBITOL pagE 21

' ‘ EARLY LATE CNRPORA ;
TEST MALE FEMALE IMPLANTS DEATHS DEATHS LUTEA _
MATERIAL wEEX 5/M  DUSE NO, NO, PREG. t R L R L 4 L ) H
. CHTRL 3] s 5 0. 000¢ 1 i Y 5 T 0 0 ] 0 7 7
GHTRL 3 G 5 Hen0ON 1 2 A iy 4 ] 0 1 ) 11 4
CUTAL I 5 S N.00Nn 7 3 ¥ 3 ) 4] o 0 0 g 5
CHYHL 3L ] S T« 0NOND 4 4 Y 1 2 0 0 0 e 1 13
CNTRL3)- 5 S C.0060 3 5 Y 5 6 ] 1 ) f 5 6
CNTHL 3L 5 5 NeNLOT 3 & Y T 3 0 n ) ] g8 .3
CHTRL 3] 5 5 O LT T Y 6 6 9 1 1 n 6 T i) e
CNTRL3E 5 5 240000 4 ] Y 2 T 0 0 ) 1 2 to. -
CNTRL2Y 5 s 11,0000 5 9 Y B 2 ] 1 o n B 4
curRU 5 S V. N00N S in Y 5 B 0 1 0 1 5 a3
CHNTRLI 5 S ¢.0090 6 11 ¥ 4 6 0 0 ] n 5 &
T CMNTRLI) 5 s T 0000 6 1e - Y 2 6 0 2 0 0 3 3
CHTRL 31 5 S 2.0050 7 13 Y f 5 0 0 0 ] 6 5
CNTRL3] 5 5 3.0000 7 14 Y 8 3 ] n 1 ] 3 3
CNTRL 3 5 S JeDOBD B 15 Y 4 10 0 h [\ ) 4 10
CNTRL 3t 5 S }e0000 ] 16 Y 5 7 0 0 0 o 5 7
CNTR 31 5 5 n,nono 9 17 ¥ 3 7 0 0 0 0 3 7
i _ CNTHL3L 5 s Te0N00 3 18 Y K 5 0 ] 0 n & 7 )
- ' CHTRLAL 5 S 30900 10 19 Y 9 5 0 b] 1 9 9 5 H
CNTRLIT 5 5 Ge0200 10 26 \ 3 6 D 0 0 1 5 & _
71=-31 5 5 «0300 51 111 Y ! [ A 0 i} [V} n & A :
1=t 5 s 0300 51 102 v 4 9 ¢ 0 9 9 4 9 :
71=31 5 S .0300 S2 in3 ¥ 7 8 ] U] 0 ) T 8 .
T1=31 5 5 “ e300 52 1né ¥ 7 & h] n 1 n 7 Y
Tr=31 5 S 3300 S3 115 Y -] A 0 0 ) 0 8 -]
71=-21 5 ) «1300 53 inb Y 12 S 0 0 n 0 12 % . ;
71-3}) 5 5 1330 54 in7 Y L 5 0 D 0 n 8 5 ;
T1-31 5 S «1300 Sa 1nH ¥ ) 5 0 0 0 0 8 5 i:) :
71=31 5 5 0330 35 119 ¥ 6 19 0 0 2 2 6 lo N !
Ti=11 S S +2300 55 11n Y 7 5 i} 1 o 0 7. 8
Ti=31 5 S «N300 56 111 Y 4 9 0 1 n 1 3 9
71«31 s S 5300 56 112 Y 4 8 1 0 ) ] 4 A i
71«31 5 S 2300 57 113 Y s 7 0 4] 1] [ [ 7 3
T1=31 5 5 «f3ud 57 114 Y 2] 4 0 n 0 0 8 4 H
71-31 5 S «0300 S8 115 ¥ 3 9 0 0 0 0 3 9 :
Ti=31 5 3 «0300 58 116 A\ 8 6 1 n 0 o 8 6 :
. 71-31 ) S «0330 59 17 Y 6 3 o ! 0 0 8 5 :
4 71=-31 5 S «0330 59 118 Y 7 8 0 0 0 0 7 3 2
' T1=31 5 s »1390 66 119 Y 9 & 9 6 0 9 Y ¥
71-31 5 s 0390 &0 120 Y 5 a q 1 0 0 6 8
X j
S !




v, DOInanT LETral GENE STUDY OF COMPOUND 71-21 SURBITAOL PaBE 22
EARLY LATE CORPARA

TEST MALE FEMALE IMP_ANTS DEATHS DEATHS LUTES
MATERIAL WwEEK S/M  ONSE NG, NO, PREG L R L B L R L R ;
. T1=31 5 S . 2.5000 61 121 Y 7 [ 1 1 n 1 7 6 :
. . Tredl 5 S Z.5000 el 122 Y 6 8 ¢ 0 o0 o & 9 3
71=31 5 S  2.5n000 62 123 Y 4 5 0 0 0 1 6 & i
T1=-31 5 g 2.5000 &2 124 Y 6 & 4} 1} 1] 0 & &
Ti~31 5 5 2.5000 63 125 Y [ 8 ] 4] h] n Y :}
Ti=31 5 S Pa5n01 63 126 Y ] R 1] ] 1 .»a & 6
71-131 5 S 2.50010  b6a 121 Y 5 7. 1 ) 0 A" - 5 7
Ti=31 .5 5 2.5000 be 128 Y T 5 0 0 0 n B 6
IATE)! g S 2,5n00 65 129 Y- 4 8 0 i} 0 a 4 ]
T1=31 5 5 2.5010 65 13n Y i) -4 0 2 n 0 4 B
T1-31 5 S 2.5000 66 131 Y 5 4 i 0 0 o & &
71=31 5 S 2.5000 66 132 Y & & 2 1 2 A 3 7
71-31 o] S 2.5000 &7 133 Y 4 4 0 0 1 n 4 5
Ti=31 5 S 25001 67 13¢ Y 4 3 0 [\] 4] i} 4 9
71-31 5 S 2.,5000 64 135 Y 5 7 1 0 ] n 5 7 :
71=-31 5 5 2.5000 68 136 Y 5 7 1 0 0 9 5 8 ;
71=31 5 S 245700 69 137 A 4 7T 4 0 0 0 ) B & p
71-31 5 S 2.5000 69 138 Y 5 9 o 0 0 0 5 g i
T1-31 5 S 2,500 7Tn ‘139 Y ] 5 i 1 0 ] 3 g :
T1=3] 5 5 2.5003 70 lap Y 1n 3 0 o 0 ) 1o 3
Ti-31 5 5 5.0000 71 141 cy T 5 0o o o 0 r 5 f
7131 5 S S.on00 7) 162 Y & 9 o 0 o0 = 4 9 :
T1=31 "S5 G,0nnp T2 143 Y 6 5 o 0 2 o0 7 5 :
71=-131 5 S: S5,0000 72 lés ¥ 6 8 0 ] 0 o & B
. T1-13] 5 S  S.anpo 73 145 ¥ 7 7 0 0 o n b 7
Ti=31 5 5 S.0000 73 146 N ] 0 0 ] 0 0 0 i}
Tr=31 5 S S.0000 T 147 Y 9 5 0 b 0 5 g 5
T1-31 S S  5,0000 Té 148 v & B 0 0 o n & 8 i:)
T1-31 5 S S.foun 75 149 ¥ & 7 0 0 0 0 T 7 :
Ti=31 5 S5 5.9090 75 150 Y 4 8 0 1 o o 5 8 ;
Ti=31) 5 S S.0080 TH 151 Y S 9 0 0 0 0 6 9 3
71=-31 5 S S.0000 76 152 N ) 0 0 0 ) 0 0 0 :
7T1-31 5 S Benang 77 153 Y 7 5 o 0 0 0 T s 5
T1=-31 5 S  S.0und 17 154 Y 9 3 o 0 0 0 9 4 :
T1-31 5 S  S.nn60 78 155 Y a s 0 8 0 0 8 5
71-31. S 5 S.00010 78 156 N 9.0 0 0 ] 0 0 0
T1=131 S S S.o006 79 157 N 0 n 0 0 ] o 0 0
Tl1=31 5 S S.pony 79 158 Y 5 & o 1 0 0 5. 8
71-31 5 S  S.0n00 80 159 Y 5 6 ] 0 0 0 5 14 :
T1=31 5 S  S5.n000 8¢ 160 Y T S 0 1 0 0 T 5 H
N
P

3
3
i

T U K e e o T




DOMIHANT LETHAL GENE STUDY OF COWMPOUND T71=31 SORRITOL PAGE 23
' EARLY  LATE  CORPORA ' -

TEST . MALE FEMALE IMPLANTS DEATHS DEATHS LUTEA X
MATERIAL WFEK 5/M  DOSF MO ND, PREG . L R L R L R L R :
TEM31 5 S «On92 11 21 Y 7 9 0. 0 ] 0 7 9 :
CTEMIY 5 5 0002 11 22 Y 6 5 1 1 80 ¢ & 5 :
TEMIL 5 B3 N0u2 12 23 ¥ 5 5 0 0 1 i 5 5 :
TEM3] 5 s -0002 )2 24 Y S 2 2 0 9 & 7 :
TEM3Y 5 5 0002 13 25 Y 4 i} 2 0 ¢ 0 g 3

TEM3] 5 5 0002 13 26 Y 5 4 ] 0 1 ) 6 4

TEM31 5 5 062 146 27 Y 2 & 0 0 o 1 3 9 -

LTEMIY 5 5 L0002 18 28 Y 5 5 0 3 0 0 5 6 )
TEM3 5 5 0002 15 729 ¥ 7 3 ] 0 2 2 7 3

TEM3] 5 5 L0002 15 ap Y ] 5 0 0 1 1 8 5

TEM3I 5 8 L0002 16 31 ¥ ) 4 2 3 ) 0 & )

TEM31 5 Y L0032 18 32 N o 0 0 0 0 ] G 0

TEMA] 5 s L0002 17 33 Y 7 & 3 3 1 1 8 6

TEM31 5 ] o002 17 34 ¥ 4 7 2 4 n 9 7 8

TEM3) 5 s 0002 18 35 Y 5 3- 2 o 0 1 7 4

TEM31 5 5 0002 1B 35 Y 6 5 0 1 3 1 7 5

TEM3} 5 5 «0002 19 37 Y 4 6 1 1 f 0 s 7

TEM31 s 5 0002 19 38 Y 4 8 0 1 2 4 & 8

TEM3] 5 S L00uP 20 - 33 Y 5 & 1 0 n 1 5 7 5
TEM31 s 5 <0002 20 40 Y 5 10 1 2 0 0 5 19 7
CHTRLAL ) M N. 0000 1 1 Y 5 7 9 0 0 0 7 7

CNTRL3L 5 M Neno0N 1 2 Y 11 4. ] 0 1 6. 11 &

CHTRL3IL 5 M n,p0060 2 3 ¥ 5 [ 0. 0 0 ) 5 6

CNTRL3} S M fe ONEN 2 4 Y 1 2 0 0 L} 2 1 13 . :
CNTRLIL 5 " a.0000 3 5 Y s 6 s 1 n 0 5 & :
CHTRI.2 5 M D PONG 3 b Y 7 3 ] ¢ ) ] 8 3

CHTRLIL . 5 M n.ga0n 4 7 Y & ) 0 1 1 n 6 T

CNTRL3I1 5 M 0.0000 4 8 ¥ 2 7 0 0 ) 1 2 10 g
CNTRL31 5 M N.0000 5 9 Y 8 2 0 1 0 0 B 4 {:)
CHTRL3] ) M Ue0000 5 19 Y 5 B 0 1 n 1 5 8

CHNTALIL 5 M -0.0000 & 11 Y 'S 6 0 0 o 0 s 6

CNTRLIL 5 M D000 [ ie Y 2 6 0 2 n 0 3 9

CNTRLI] 5 Mo A,ONCH 7 13 Y & 5 0 ] 0 n [ 5

CHTRL3} 5 M 0.0000 7 14 Y B 3 ] ¢ 1 o 9 3

CHTRL3] 5 M a.0000 ] 15 Y 4 1o 0 (] ] 0 4 10 :
cHTALI 5 M 0.0000 ] 16 Y 8 7 (1] 0 0 0 5 7 !
CHTRL3] 5 M 1.0060 g9 17 g 3 7 0 0 0 0 3 7
CHTRL3Y 5 M n.0000 9 iR Y 4 5 0 ] ) 0 & 7

CHNTRL21 S M Ge.C000 10 19 Y 9 5 0 0 1 0 g S

CHTRLIL 5 M %.0000 10 20 Y 3 6 0 0 0 1 5 6




DOMIMANT LETHAL GENE STURY OF COMPOUND 71-31

TEST
MATERTAL WwWEEK S/M DOSE
T1=31 5 H «0300
T1=31 S " «0300
T1=-31 5 M «0300
71«31 5 M « 0300
Tl1=31 S M «0300
Ti=31 5 L 0360
Ti1~31 5 M +0300
T1=-31 5 M 0300
T1=31 5 M «0300
T1=-31 S M «0300
Ti~31 5 L] «0300
T1=-31 5 L] +0300
Ti1=31 S M «0300
T1=31 5 M «0300
Ti-32 s b 0300
71-231 5 ™ «0309
Ti=31 5 H L0300
Ti1=31 5 M «0300
Ti=31 5 M «0300
Ti=31 5 M «0300
Ti-31 5 M 2.5000
‘Ti=31 5 " 2.5000
71-31 5 14 2,50200
Tle3} 5 M 24,5000
T1~-31 1 M 2.5000
Ti=31 5 M 25000
Ti=31 S M 2.5000
71-31 S M 2.5002
T1=31 9 M 2.50006
T1=-31 5 M 2.5000
Tl-31 5 M 2.5000
T1=31 5 M 2:5000
Ti=31 5 M 2.5000
Ti=-31 5 H 245000
Ti=31 5 # 2.5000
T1=-31 S M 2+5600
T1=31 & M 2+5C00
Ti=31 S M 25000
T1-31 S M 2.5000
T1=31 .5 M 2.5000

MALE
NO,

41

41
42
42
43
43
4é
'Y
45
45
46
46
47

FEMALE
NO,

8l
82
83
R4
85
85
87
A8
a3
90
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96
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DOMINANT LETHAL GEME STUDY UF CUMPQUND 71-31

TEST
- MATERIAL

71-31
T1=31
71=-31
Ti=31
7131
1=31
T1=31
T1=31
71=-31
‘Ti=31
71~31
Ti-31
i=31
T1+31
Ti=31
T1~31
T1=31
Ti=31
T1-31
T1=31

WEEK

s

gamumanumaau Ao

S/M _nnSE

H S0000
t4 S5,40000
M S.p00n
M S5.0n09
H H.000D
A S.0000
M S5.0000
14 S.0000
M S5.0000
H 5,000
M S.0000
H 5«0000
M 5.0000
+ S.0006
M 5.0000
™ H.0000.
M 5.,0000
M S.0000
H S. 0000
M S.01n0

MALE FEMALFE

MO 4

NO .o

121
122
123
124
125,
126
127
128

- 129

130
131
132
123
134
135
1356
137
128
139
140

PREG»

P T T T Y

SORBITOL

EARLY

IMPLUANTS  DEATHS
L R L R
R B 1] 0
7 4 0 4]
& 8 1] o]
8 7 4] 0
7 ] 2 2
3 B 4] 0
6 9 G 0
4 ;] i} 0
4 5 I+ 1
4 10 n 1
4 8 0 0
] & 0 0
8 S 1 n
7 B 1 0
7 7 [} 0
6 8 ¢ 4
2 A 2 o
T 8 1] 0
T 6 G 0
6 7 0 0

LATE
DEATHS
L R

o020V I0DIIITIOOIIIIDOD
NOIODD =IO DI D D O

PAGE 25

CORPORA
LUTES
L R
B8 8
7T 4
& 8
g7
7 9
3 n
6 3
& 5
. 5
5 10
4 B
6 &
11 5
T s
7 8
& 8
zZ 8
7 7
7 6
77

Z
3
i
i

3
i
(3
[}
&
i
4
I




DOMINANT LETHAL GEME STURY OF COMPOUND 71-31

TEST
. MATERTAL

CHTRL3I

CRNTHL 3]

CHTRLAL

CHTRLIN

CHTRL3L

B : CNTRLAL
- CNTRL31
CNTRLI1
CHTRL3L
CNTRLIL
CNTRL 31
CHTQL3L
CHTRLIL
CHTRLIL
CHTRL.31
CHTRL.31
i : CHTRLIL

- CNTRL 31
- o, CHTRLAY
CNTRL3L

T1=231
Ti=31
T1-31
T1=31
Ti=31
Ti~31
7131
Ti-31
T1=31
Ti=31
T1=-31
7T1-31
T1-31
T1-31
T1=-31
Ti-31
T1=-31
= T1=31
T1=31
71=31.

WEEK °

fs . e . e e B s e B R s S S s e T R . = (e = s S N e A R (e (Y A ol B i s e i

S/M

wr

W nuAaALvLIVEENnNENAAEarnTun.a

W

BrrrTrstanAAA AN YA TR R NN

DOSE

e NOID

L DL.0050

V. 0006N
e DHLE
Q«0000
C.0070
D.0000
N+006GD
B2 000G
T«0000
nN.0n00
Je0000
Y0000
DG LY
GeQOOO
h.nnen
C.0000
00000
N 00N0
00000

«0300°

0304
+ 0300
« N300
« 0300
.(1300
« N300
« 0300
« 3300
+ 0300
w0300
N300
0310
L0300
0300
« 0300
0300
«030h
» 0300
0300

MALE
HO .

—
DT OEEN~NNOPONNDTF WU N = -

(R ECRT RV UL T R YU
TN & & Wi NN - -

(LY
>

57

FEMALF
MO,

[
DAL NP WY e

-t
[P RV

[
F)

b sttt et
LB ST

240

1nl
162
1n3
inae
105
1ns
1e7
108
169
110
111
112
113
11e
115
116
117
i18
119
120

RREG

P R R T I -

P T T T T

SURBITOL
IMPLANTS
L R
& 5
a9
& 11
1 2
s 8
5 &
5 3
T 5
6 10
7 &
6 6
4 8
i 9
s 8
A6
& 8
6 6
T s
6 6
a4
2 1
7 3
6 3
g8 4
7 5
7T &
5 3
2 3
5 6
. 9
6 7
1 1o
5 10
s B8
8 4
5 8
& 5
3 8
7T 6
5 . ¢

FARLY
DEATHS
L R
0 0
o 1
0 1
b} 0
0 7
0 0
0 n
0 0
0 1
0 i)
4 0
0 1
0 0
0 0
0 0
0 n
-0 .0
o 0
1 n
0 1
0 n
0 1
0 i
0 0
1 o
1 9
¢ g
1 Y
¢ 0
0 1
0 0
¢ 0
0 9
0 0
0 0
0 1
¢ 0
0 o
0 0
o 1

LATE
PEATH

L

COQOoOIDPODIINNDITOAIDAO Q SO0 O0O0IWHOOoOINDIIIDIO

S
R

DO DIADDDINDTIODIIDIOD D DD DANDIIDION DI I DO D
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CORPOMA
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el

—

—
N NOVPr PO N O~NWODrNFFWW SFPR~NDOODO0 DRPVON Y D J




DOMINANT LETAl GENF STuDY OF COMPOUND 71-~31 SORRITOL PLGE 27

g . ‘ EARLY LATE  CORPORSZ
TEST MALE FEMALF IMPLANTS DEATHS DEATHS  LUTEA

i
%
j
1
%

MATER1AL WEEK S/M DNSE MU, NO. PREG, L R L. R L R L R
71-31 6 S 2.5000 61 121 Y 7 & 0 0 0 1 7 6

T1-31 6 & P.5000 61 122 Y 5 1 0 0 9 0 5 7 -

“Ti=31 6 S 25000 62 123 Y 3 9 ¢ . 0 f 1 3 10 H
71-31 . 5 2.5000 62 124 Y B 6 0 0 0 0 9 3 ;
71-31 é §  2.5000 A3 125 Y 4 7 0 9 ] o 4 B

T1=31 & S Z.5000 A3 126 Y 3 7 0 ] 0 0 3 10 :
Ti=31 a S P.5700 64 127 Y & 7 o 0 o o 10 7 i:) /
71=31 & S 2.5%°00 b& 128 \ 4 2 ¢ 0 o 0 & 7 * 3
71«31 6 s 2,5080 65 129 Y 9 s ) L] 0 ) 2 ) :
71-3] 6 S 2.%5060 &5 130 Y 6 7 0 i} 0 03 I3 ? :
71-31 6 S 2,5000 b6 131 Y 4 8 0 0 0 0 4 8 :
71-31 6 5 2.5000 &k 132 Y ° 5 ) ] g 0 7 5

71-31 f 5 PJ.50B0 6T 133 \J 5 & 0 ] 0 0 5 8

71=3} 6 S 2.50G0 67 134 Y 2 .8 ] 0 0. 0 3 9

T1=31 H S 2.5000 &5 135 Y 8 6 ] 0t ] 8 7

71~31 s S 245000 68 136 Y 9 5 0 0 0 'y ?F 5 _
7121 6 5  2.5500 b9 137 Y 3 1o 0 0 0 1 3 3o :
71=21 6 5  2.54500 69 138 Y 7 4 0 6 0 0 7 5 B
71-3) 6 §  2.5000 7N 139 ¥ 5 T 1 0 0 0 T 7 H
T1-31 6 S 25000 7D 140 Y. 6 B 0 6 2 2 & 9 :
713} [ 5  Ss.o0un Tl 14t Y 6 1 0 9 0 0 3 7

7131 6 s S.0000% T1 . laZ Y 5 ) 1 0 9 0 5 8

71=: 3 S  g.n00n 72 143 Y 5 7 BT B B 5 7 ®

71=31] ) S  S.000n0 T2 146 Y 6 3 L} ] ¢ 0 7 3

7i-3) 6 S S.p000 73 145, Y 5 9 0 0 i 1 5 G

71-31 6 5 S.G004 T3 146 Y & 6 0 ] 0 0 6 8

T1~3] f S  B,0nprc T4 147 Y 5 7 ] 0 0 o 5 7

71-31 5 S 5,0000 T 148 ¥ & 5 0 ©0 0. o0 & 6 :)
71-31 6. 5 S.0000 7% 149 Y 4 7 2 1 0 ) 4 8 '

T1-3] 6 S  S.0000 1% 150 ¥ & b 0 0 0 0 6 &

T1=31 & S  5,609C0 T6 is1 ¥ 7 & 1 0 ] o T &

7i=31 6 S S.0000 76 152 ¥ 6 ) o n 0 0 6 9

71=31 ﬁ 5  &.0000 77 153 Y 8 5 0 -0 1 n :] 5

71-31 6 S  &.0000 77 154 Y A 0 ] 2 o 8 &

T1-31 [ 5 S5.0n0n T8 155 Y 4 7 0 n 1 n & 9

71-31 S S  S.p000 18 156 Y 6 7 1 ] ¢ 0 6 to

T1=31 6 5  S.0000 79 157 Y & & ] h} 0 fn 8 4

Ti-31 6 S  S5.0000 79 158 Y & 2 ] ] 0 0 9 4

71-31 6 S  5,00n00 89 15% Y 6 4 0 0 0 0 5 4

71+31 6 S 5.0000 3ap 160 v & 6 0 0 0 ] ] )




DOMINANT LETHAL GFME STuDY OF COMPOUND T1-31

TEST

MATERTAL WwWEEX S/M DOSE

TEMT)
TE+31
TEM:
TEM3)
TEM31
TEMI]
TEMI]
TEM3])
TEMI)
TEM3LS
TEMIL
TEM3]
TEM3L
TEM3
TEMI
TEM3)
TEm3]
TEMI)
TEM3L
TE#M3}

CHTRLIL
CHTRL31
CHMTRL3]
CHNTRLI]
CLTRL3L
CHTRL3]

CHTPL3T -

CNTRL, 31
CHTRL 31
CMTRL.31
CNTRL3I
CHYFL 3]
CNTRL.31
CNTRLID
CHIRL3L
CMYRL 3L
CMTRLIAL
CMNTRL3L
CNTRL I
CNTRLAIL

PIFOPFITITIIIPPIPRIIFTIOITI PRI IFPICIIIDIRITTIDL

ZXTZTXIT T vunninutrurnanansannn s nw N

z

TELZIXTZRTZZZTT 2

0002
HON2
«0ne2
P Iatry
0002
3002
0002
0092
L0002
NC2
«QONnzg
-00'}?.
0002
« 0002
0002
e QN2
Su02
« 0002
« 000

N.0000
d.0000
G.0000
D.006G0
B.000GN
N. 0000
0.0000
00060
J.0000
C.0000
J. 0000
T+ 0000
0000
G«0000
Q0000
C.000C
3. 0000
G000
T.u0on
B.0000

MALE
N,

11
J1
12
12
13
13
14
l4
15
15
16
16
17
17
18
is
13
19
20
20

DO O LRP NN CARNE F DWW =~

[

FEMALE

NOI

21
ee
23
2%
25
26
27
78
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a7
38
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DOMIMANT LETHAL GENE STHUY OF COMPOUND 71=31

TEST
MATERIAL

T1-31
7131
T1-31
71-31
71-31
71-31
71-31
71=11
71-31
71-31
71+31
71=31
T1-31
71-31
71-31
7)=31
71-31
71-31
71-31
71=31

71=31
71-31
71-31
71-31
731=31
71=-31
Tre3}
71-11
71-31
71-31
71=31
71-3)
71-31
71-31
713}
71-31
71-31
71+3)
71-31
71-31

wFER

e

PP IrFRTITPITPITOOIIFPTTIITT T PRI DIIPIIFIPIPCOITIIPIPIOOOTR

S/H1

]
2]

A XZTX2TXx22 2 Zx

=XxT2 I

M
M
[A]

M

M

M

M

M

M
“

M
M

M
M

NOSE

« 0300
sG300
«D3NY
L300
20300
G300
«0300
«N300
e300
«0300
L0300
+03010
L0300
030N
«N30N
-03(]0
L0300
0300
«G3IND
L0300

2.51°00
2.50%0
2.5000
25009
25000
2.b010:N0
250060
2.50010
2.50060
2.5000
25000
245000
25000

Z2+5000

2.5000
25000
2457000
2,5000
2. sond
2e500U

MALE

MO,

4]
41
42
42
43
43
44
bk
45
45
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47
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5r
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31

51 -

S5
T
53
53
54
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55
56
56
57
s7
St
58
59
59
17
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NO W

A1
A2
R3
B4
as
86
a7
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A9
90
91
92
93
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36
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1a7T
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LATE
DEATHS
L
0
3
N
0
0
0
0
0
0
0
0
0
0
2
0
0
1
0
LA
n
1
0
0
]
1
0
o
n .
0
0
0
0
0
1
0
1
o
0
0
n

DSODLFODIMIIDDIIIOSODIAINND

O D222 D0QO0O0CIIIIIIIOPDD M

PaGE 29

CORPORA
LUTEa

L

- .
POV NVPONNEO NN WUWIFEIRTC D NDPEWOOEFPWEIP®N OSSN ~T

FOPF N RROCOVIRAP N~ EONY TV EFEPOO DD DN E~NLW IO P

s

i
£
i
¥
%
]




DOMINANT LETHAL GENE STUDY OF COMPOUND 71-31

TFST

MATERTAL wEEX S/M

71=3]
71-31
T1=31
T1=31
T1-31
Ti=1]
T1-31
71=31
T1=-31
71«31
71=31
71=-31
T1=31
Tt=31
T1-31
T1=31
T1=31
T1=-3}
71-31
71-31

FPFTIOPOTFCOOTIPITITPOOTTRITOD

bl |

b - 4

DOSE

S.cou0

. Sen0un

Se0000
S.0000
Se0000
S 0000
5.0C00
S+0000
S0
HBe010y0
S.0000
S.0N00
S.0000
S.00rN
S.0G00
S.000"
SN0t 0
S5.0008
5.0000
S. 00010

MALE
NO-

FEMALF
NO.

121
122
123
124
125

126
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128
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130
131
132
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135
136
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138

" 139
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PR R Rr e e R L L T
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Lo T e,

COMINAMT LETHA| GEME STuDY UF COMPOUND 71=3]

TEST

MATERTAL .

CHTRL3] -

CHTHL I
CHTHRL3)
CHTRLAL
CMTRLY)
CNTRL 3}
CNTRL 3]
CNTRLI
CHNTRLI]
CHTRLIY
CNTRL3Y
CNTRIL3]
CNTRL3}
CHTRL I
CHTRLII
CHTHRL 3]
CHTRL3]
CHTRLI
CNTRL31
CHTRL 3L

Ti=3]
T)1=-3}
T1-31
71-31
Ti=31
71=31
Ti=331"
T1=-31
71=31
71-31
T1=31
Ti=31
71=-31
T1-31
7)+-31
T1=31
Ti=31
71-31
71-31
Ti=3}

WEFHK

7

T
7
T
7
7
7
7
‘T
7
»
v
7
7
7
T
T
7
7
7
7
7
T
7
7
7
7
7
7
7
T
7
7
7
7
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7
7
7
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0309
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«0300
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SORATTOL
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8
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L R
0 1
0 4
0 o}
1 1
] 0
1 2
0 0
0 0
0 0
0 0
0 0
1] n
0 1]
1 1
2 0
1 n
4] 0
] J
11
0 b
. n 1
0 g
0 0
4] 1]
1] Q
Q 0
0 0
0 0
0 0
4] o
" 1
Q [+]
0 0
0 0
o 1
1] s}
1 o
0 0
a0
2 1

LATE
DFATHS
L R
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6 2
9 9
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CORPORA
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DOMINAMT LETHAL GEME STUDY OF COMPOUND 71-31 SORRITOL PAGE 32

: EARLY  LATE CORPORA !
TEST - MuLE FEMALE IMPLANTS DEATHS DEATHS  LUTEA ¢
_ MATEHI&L wEEK  S/M  DOSE  NO, NG, PREG. L R P R L R L R ) -
71-31 7 & P,50N0 61 121 Y 3 8 o 9 2 1 4 B
T1=-31 7 5  2.5000 61 122 Y 4 4 1 2 o n & ]
T1-31 7 §  2.5000 b2 123 Y 2 12 0o o n 2 2 12
T1~31 7 S P.5N00 62 12% Y 3 8 9 o6 6 0 3 8
71-31 7 5 25000 63 125 Y o 8 0o 0 1 n 11 8
Ti1~231 7 s 25000 &3 126 Y 2] 4 0 0 0 1 9 6 :
73=-31 7 L 2.560N 64 127 Y 9 4 n b D 0 1o & ,i:,
71=3] T 5 7.5000 64 128 Y 7T 4 6 9 o8 0 7T 7 e
71-31 7 5 2.5008 65 129 Y 2 1 6 0 o0 9 11
AT H 7 §  2.5000 65 O 130 \l 5 9 0 1 P 5 9 :
71-31 7 ) ?.5000 66 131 Y 1 1 ] L v} 0 7 5 ;
71-31 7 S 2.5000 bp 132 Y 6 5 D 6 o 0 T 5
Ti-31 7 8  ?.5000 67 133 Y S 9 1 T T 5 9
T1-3i ’ S L5006 67 134 Y T 7 6 92 0 0 T 7
T1-31 7 5 2.5000 6A 135 Y a8 3 6 0 0 0 9 6
T1-31 7 S  2.500n 68 138 Y 5 & 0 o 0 o 5 8
T1-31 7 $  2.5060 69 137 ¥ & b 0o 0 0 0 & 6 .
| T1-31 7 5 Z.H000 69 138 Y T 6 0 1 n 0 s :
] Ti-31 T s 2.5000 J0 139 Y 2 v 2 ] 0 L] 2 10 . ¥
T1«31 7 §  Z.5000 70 140 Y 6 7 6 0 1 0 g 3 :
7T1-31 7 5 S.0000 71 0 141 Y & 8 ] 8 06 0 & 8
71~31 7 S S.0000 T1 142 Y 6 8 0 0 .0 0 4 9 .
71-31- 7 S 5.0000 71 143 Y S & | 0 o 5 8
T1w3} 7 S 5.00r0 71 144 Y 5 & 1 o o0 o 5 6
71-31 7 5  S5.00C0 72 145 Y .2 9 ¢ o 0o 0 T 9
71-31 7 S  S.0000 72 146 ¥ n o3 8 0 0 o 8 5
71-31 7 5 S.0000 73 167 s T 4 0 1 o o 8 & _
T1=-31 7 $ 5,000 73 148 i 3 8 (I SR T 3 8 O
71-31 7 5 5.0000 Té 149 \ 6 6 ¢ ¢ o 1 [ ‘
T1-31 7 S 5.0000 T4 150 Y 4 11 ¢ 2 o 90 4 11
71-31 7 S  5.0003 75 151 Y 2 B8 | 6 0 3 9
T1=31 7 S S.0000 75 152 Y 7 7 0 1} 0 0 7 T
71-31 7 S B.0000 T6 153 Y 9 7 e o o 1 g 7
71-231 7 S 5.0000 T6 154 ¥ T 9 6 0 o0 o 8 9
71-31 7 S  5.0000 77 155 Y 4 8 P 0 8 0 & 9
T1-31 7 S 5.,ann0 77 156 A\ & 5 » o ¢ o0 6 - 5
71-11 1 %  S5.00040 7H 157 Y T 5 e 0 1 9 5 !
4 73=31 T §  5.0000 78 158 \ S 6 o 0 1 o 9 6 H
T1=-31 7 $  5.0000 &0 159 Y & 3 1 3 0 9 & ¥
T1-31 7 S 5.o00n 80 1690 Y 6 4 0 9 1 0 8 5 :
- i




ot INaMT LETHa GENE STURY OF COMPOUND T1-31

TEST
MATEHIAL

TEm3L
TEMIY
TEM3]
TEMIT
TEW3]
TEM3]
TEMI)
TEM3]
TEMD]
TEM3]
TEMIL
TFEM3)
TEM31L
TFM31
TEw3]
TEMIL
TEM3L
TEM3]
TEM31
TEM3I

CHTRL 3
CMTRL AL
CHTRL 3L
CNTRLAL
CHTRL3I
CHTRLIY
CHTRL3I
CHNTRLIN
CNTHL 3L
CHNTRL. 31
CHTRLI
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CNTRE 31
CNTRL3]
CHTRL3I
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CHTHL3L |
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13
14
14
15
15
16
16
17
17
18
18
19
1%
2o
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n
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SORRITOL
IMPLANTS
L R
7 4
& 6
5 7
7 6
6 6
5 B
5 4
7 &
4 )
4 7
5 6
a &
7 5
& 6
5 -]
5 7
T 5
6 6
7 5
2 1In
7 T
4 C
6 5
4 7
4 8
A =
6 5
2 11
7 6
6 8
9 4
3 10
n 2
8 7
4 7
6 3
< 9
& S
B 7
3 7

FARLY LATE
DEATHS  DFATHS
L R L R®
0 o L}
0 0 0
1 o 0
1 a n
1 n 0
1] 0 0
V] N 1
0 i 0
0 0 1
0 0 1]
0 2 0
0 0 0
0 0 1
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o 0 o
Q 0 n
0 1] q
o) 0 ]
o] 0 7
0 1 0
0 1 "
1] 2 0
0 "0 0
1 1 n
0 0 0
H 2 1
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DDHIN&MT'LETHuL GEME STUDRY NF COMPOUND T131

TEST
MATERIAL

T1=31
71=31
7131
7Tt=131
Ti1=31
T1=-31
T1-31
73-31
T1-31
71-31
Ti=31
Ti~31
Ti=31
71-31
Ti=31}
Ti=31
T1=31
T1=31
T1=-31
T1=-31

71-131
71-31
Ti=31
Ti=31
Ti+31

71-31 -

T1=-31
T1-31
71=-31
71~31
T1-31
T1-31
7T1-31
71=-31
71=-31
71-31
Ti-31
Tt=31
T1-31
T7i=31

R kL R R R R R R R I B I B R B e e B R e R R P R

S/

M
M
M
I
"
]
H
M
M
8]
M
M
M
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L0300
T
N3N
L0300
N3N
0300
0300
0301
«NArG
N3N0
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«0300
L0300
NNA0D
0800
0300
«0300
«N3C0
«N3C0
N300

2.5010
2450060
245000
2+5000
2.5000
23000
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Z2.5000
250140
S50 0(0
rA- 10|
25000
245000
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T2a500N
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2450640
eSS0 30
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EATET ]
7131
Ti-31
71=31
T1=3i
T1+31
AL}
=3
71-31
Ti=31
Ti=31
T1-31
T1=31
71=-1)
71=-31
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Ti-31
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71-31

~

B T L R R R R

v
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DONMTHANT LETHAL GENF STUDY UF COMPOUND Ti=31

TeE<T
MATERIAL

CHTRLR]
CNTRL 3]
CNTRL 3]
CHTRL2L

CNTRL3L

CHTRL3L
CHNTRL31
CHTHLAL
 CHTRLIY
CHTRL3L
CHTRLIL
CHTRLIL
CHNTRL31
CNTRL3]
CHTR{LA1
CCNTRL3Y
CHTRL31
CHTRL3Y
CHTRL 31
CHTRLIL

71=-31
71=-131
7!731
71=31
T1=-31
71=31
7T1=31
T1=31
T1=31
71=-131
T1=13]
Ti1=~31
7T1-31
71-31
- T1=31
T1=21
T1=31
71=31
71 =31
71=-31

#EER

PBTEITRITIILZIP»DPIIIIIFIFETD 2 RFTIPEXITPBDIETTEFIDIRIIDEIX X

S/M

nunaAanAsTNnNAVLALIBOABNVAVA N VLOBMEADNALCUALVNANALUULGL N
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¢.0020
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0. 0000
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G070
Q. 00UD
N OtiEh
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G000
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00000
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N300
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0300
0320
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$ 0300
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«0N300
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« 0300
+0300
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MALE FEMALE
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BOHINANT LETHAL GENE STUDY OF COMPOUND 71-31

TEST
MATERTIAL

‘T1=31
71=-231
T1=31
71-31
T1-31
T1-31
T1=31
T1=-21
T1=-231
T1=31
T1-21
71-31
71=31
‘71~31
T1-31
Ti-31
7T1-31
71=31
Ti=31
T1=-231

71-31
T1=31
T1=31
71=31
Ti=-31
71=31
T1=31
Ti-31
Ti=-3}
T1=31
71~31
T71=31
T1-31
T1-31
Tl-31
T1=31
71-31
- T1=31
T1=3)
Ti=31

uE;

PO BT DPRRCTONCPOIIDOD X

PRI PIOETRNID®IR

S/M

MUunuvwuunenoonaanunLNnn L (LR RU RV RO RO R R R R R R N R R N N7 N Y]

DOSE

2.5000
2.5000
Z2+5000
25000
2.5000
2.5000
245000
2.5000
2+5000
2+5009
2.5000
225000
2.5000
25000
2.500n
245600
2.5000
245000
245000
245000

S.0000
S5.06000
S5.0000
S.0000
S5.0000
5.0000
5.000N0
S5.0000
5.00n00
5+.0000
S.00u0
S.0000
5.0000
S.0000
5.0000
50000
5.0000
S.0000
5.0000
S.0000

MALE FEMALE

NG,

61
&t
62
62
63
63
64
64
65
65
&6
66
67
67

ND.

121

2z

123
124%
125
126
127
128
123
130
131
132
133
134
135
136
137
138
1339
140

141
182
143
146
145
145
147
148
149
150
151
152
153
154
155
156
157
158
159

1640

FREG.

R A R R R R R R T T T Y Yy,

IMPLAN

L

DPLDLIVEANRRNYICPUNIDIWENT &+ DO NLPS—~ DI NDIPOT IS -

SOR3ITOL

Ts D
R

FWFPIS PR HFUEN~NNF®E~WN CHNONCGOPFURNOPNG & NSO DO

EARLY
EATHS
L R
-0 0
o0 0
0o o
1 1
] 0
o 0
1 0
] 0
0 0
1 o
1 0
0 0
0 0
1 1
¢ 0
¢ 0
o o
0 0
1 1
0 0
0o 0
0 ¢
9 9
3 1
o 0
0 0
0 0
0 1
00
¥ 6
G ¢
p 0
¢ ]
2 0
0 0
0o 0
a9 0
0 o
1 0
0 1]

LATE
DEATHS
LR
0 n
o 0
¢ [}
0 9
D0
1 3
"0
0 0
0 0
o6 6
0 n
D 0
2 2
nooon
"6
O
1] 8
0 90
o 0
9 0
8 0
o 9
9 o0
9 0
0 1
09 o
0 0
0 0
noon
0 0
1 0
0 o
1 0
0 o
0 0
0 0
0
9 0
9 0
0 0

RAGE 37
CORPNIA
LUTER
L 2
4 9
g &
¢ 0
6 -3
7 &
« 9
I
T 4
1 s
7 2
7 6
87
9 .6
8 5
e o
4 7
a3
0 0
6 7
o o
& 7
& 7
T A
6 6
6 5
8 3
5 7
6 7
& 6
8 5
& 4
a 5
11 4
8 &
5 9
0 0
9 &
9 &
8 3
9 &

b w1

4
3
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DOAINANT LETHAL GFNE STINY OF COMPOUND 71-3] SORHITOL PAGE 3

]
EARLY  {ATE  CaRpoma .
TEST ) MALE FEMALE IMPLANTS UDFATHS DEATHS LUTEA i
MATERIAL WFEK S/M  DOSE NG . NO, PREG L R L R I ] L R ;
TEM3) 5 (0962 11 21 \ 37 "o 0 3 8
TEMIY A 3 0002 11 22 Y 2 11 0 0 0 n KIS :
TEM3Y B H 0062 12 23 Y 7 5 ] 0 F-d o 7 6
TEM3} ] 5 L0602 12 24 Y 7 7 0 ] 0 n 7 4 ]
TEM3} f s «2002 13 25 Y 5 5 0 ] 1 n a 5
TEM3L 8 5 20002 13 26 Y & 5 3 3 0 n ] [ ]
TEM31 f S «0002 14 27 Y T 6 ¢ 0 o0 a 7 6 {3 ;
TEM 3L H 5 L0062 s 2u Y 4 8 0 ] g 0 4 8 R 3
TEM3) A 5 0002 15 29 ¥ 8 4 ® 0 ¢ o 8 & :
TEMI) A s N00N2 15 0 Y n 3 V] U} 0 n 9 3
TEM3Y - A 5 «0PN2 1k 3t Y 5 A 0 1 n 1 5 8
TEM3] A 8 0062 16 32 Y 5 6 1] 0 L] 0 5 6
TEM3] A 5 H05G2 1T 33 Y 2 1 ¢ 0 i o 13 2
TEMIY H 3] «0002 17 34 Y 3 10 0 0 0 0 4 11
TEMI) H 5 0052 18 35 Y 6 8 0 0 -0 o 6 a
TEM3) a K} 202 1A 36 Y 9 3 1 ] 0 0 9 3
TEMIL a S L0002 19 37 Y 5 7 ¢ 0 ¢ 0 7 7
TEMIL R [ QB2 19 38 Y 7 5 0 ] 1 1 7 5 1
, TEM3} “ 5 f0NG2 20 . 39 Y * ﬁ 2 0 0 0 7 S <
i TEM31 H § L0002 29 4n Y & . 4 L T s :

FINSTRRP T

o A ks vk A e

T T e e e e

JO O A A M % £ e g D D e e




DO TMANT
WELK
]
PEG
3 i9
g 21
3 20
4 z2n
] < 20
-k 70
7 29
B 20
1 19
2 20
3 ]
4 20
= 5 20
A 20
7 20

LEV1HAL GEME STUDY OF COMPOUND -71=31 SORBITOL PagE 39

CHI-SUGUARE TEST OF THE FERTILITY INDEX {1 DEGREZE 0OF FREEDOW

VEHICLE CUONTROL 71=31 03 GIKG 71=31 2+5 G/KG ‘ 71*21 S.0 G/KG

—————— Vo e - P I L L R okl hdd -y o Sy b - e O R W o e AR

6§ FFUT, M N FERT. N N FERT, N N FERT,
MYo  THDEX  CHISW PRG W7D  INDEX CHISE PRG MTD INDEX CHISD BPRG MTD  INOIZX  CHISR

- - D ——— - mewen e - - LT m——m - -~ -

’ SINGLE TREATMENT

2o .95 (.00 18 20 B0 W91 17 20 .85 .28 19 20 .95 .53
20 1.nn nado 20 20 1.00  0.00 20 20 1.00 0.00 19 290 W95 000
20 1,00 @00 20 20 1,00 0,00 20 20 1,00 0.00 18 20 .90 .33
20 1.60 0.00 70 20 1.00 0.00 20 20 1.00 Q.00 19 20 95 0400
20 1.00 .00 20 20 1.00 0,00 20 20 1.00 0.00 16 20 .80 2,59
20 1.00  0.n0 20 20 1,00 .00 20 20 1,00 0.00 20 20 1,09 0400

29 1.50 n,on 20 29 1.00 0.00 20 20 1,00 V.00 20 20 1.00° 0,00

20 1.00 0439 20 20 1.00 Q.00 16 20 B0 2,50 19 20 %5 0,00
MULTIPLE TREATMENT

an 95 n.00 19 -2n «395 +53 17 20 +85 28 18 29 90 0,00
2a l.n0 0.00 17 20 »85 le.té 1% 20 +95 t.00 20 20 1.00 0,00

20 1.00 Q400 20 20 1.00 0.00 20 20  1.06 000 20 20 1,00 0.00

&9 1,00 0,00 23 20 1,00 0,00 29 20 © 1,00 0,00 17 2o L85 1,64
2c 1,00 2.0 18 20 90 +53 19 20 +95 0400 20 20 1.00 0.00
20 1,90  9.00 17 2n 35 1,46 20 20 1,00 0,00 19 20 .95  0.00

20 1.00  G.00 20 20 1400 0.00 18 20 .90 .53 19 20 295 0,00

WB WOAED

P PR Y LU B St L

TEM
TR
PRG WT3
19 20
19 20
20 20
18 20
1% 20
20 20
20 20
29 - 20

Frate

N T
)
95 03
85 0480
1,00 0,00
50 <53
S5 0.0
1,00 0,00
1,00 . €.00

it o s Sbins e R

R B e i B e T




DOMINAMT LETHAL- GEMNE STUDY OF COMPOUND 71=31 SORBITOL PAGE 40

ARMITAGE TEST FOR A LINEAR TREND IN PROPORTIONS FOR THE FERTILITY THNDEX

t] DEGREE OF FREEDOM) B8ABED IN THE J0SE LEVELS i
« 03 GIKG 2e¢5 G/KG 5.0 G/KG
H N M N N N CHISW CHISQ@ ARMTG
HEEK PRG MTD PRG MTD PRG “Tp (C~1} (11 CHISQ

SINGLE TREATHMENT

) 16 20 17 22 19 20  2.02 1,95 07
2 20 20 20 29 19 20 2,03 1,53  ,5n
3 20 20 20 20 18 20 4.i% 3,12 1.02
4 20 20 20 29 19 20 2,03 1,53 «50 3
5 20 20 20 20 16 23 8,57 6,45 2,12 :
6 20 20 29 20 20 20 06,0 0,00 0,00
T 20 20 20 20 20 20 0,00 0.00 . 0,00 "
A 2n 20 & 27 19 20  S.867 32 5,35 ‘
MULTIPLE TREATMENT X : Q ji
1 19 20 17 20 18 20 1,11 .27 «B4
2 17 20 19 29 2y 20  3.75 3,61 W14 {
3 20 20 20 20 20 20 0,00 0,00 0,00 :
N 20 20 20 20 17 20 6,32 4,76 1,56
5 18 20 19 29 20 20 2.1 2.1 .00 = t
6 . 17 =20 20 20 19 20 3.75 1,59 2,16 ' ‘
7 20 20 18 21 19 20 2.11 e52  1.59 §




DOMIMNANT LETHAL GENE STUDY OF COMPOUND 71=31 SO0RRAITOL PAGE 41 -

AAMITASE TEST FOR a LINEAR TREND IN PROPORTIONS FoR' THE FERTILITY INDEX

(1 DEGRFE 0F FREENM) BASED ON THE LOGARITHMS OF THE DASE LEVELS
’ L3 G/KG 2.5 G/KG B.0 B/KG ) !
. NN NN N N  CHISO CHISG ARMTG }
WEEK PRG MTD PRG ATH PRG MTD (C=1) (1)  CHISa - : ) f:) L
- - e -—— =mw- [ — -ww e PR [y . i ] §

SINGLE TREATMENT

: 1 16 20 - 17 29 19° 20  2.02 1,49 .62

2 20 Py 20 29 19 ‘20 2,03 74 1,29

3 . 20 20 20 2n 18 29 4,14 1,51 2.63

4 20 20 2n 24 12 29 2.03 o Th 1.29 %

5 - 20 23 20 23 14 2np 8,57 . 3,13 5,44

6 2% 2u 20 20 7 29 20 0400 0,09 0.00

7 200 20 20 20 20 20 0,00 0,00 0.00

a 20 20 16 29 19 20 S.67  2.03 3.64

MULTIPLE TREATMENT ' ‘ i:)

) 19 20 17 20 18 20 1,11 .71 L4 ;

2 17 29 19 20 20 20  3.75 3,59  L1s ;

3 20 20 020 20 20 0,00 0.00 0,00 E
‘ s 27 20 20 2n 17 20 6.32 2,31 4,01 i

s 1% 2?n 19 20 20 20 2.11  1.79 .32 :

6 i7 2a 2n  2n 19 2o .15 3.0l T4 é

? 20 20 18 20 19 20 2.1t 1,38 .77 AN ?

L e ey T At PN



DOMINAMT LETHAL GEMNE STUDY UF COMPOUND 71-31 SURBITOL PAGE 42

ARMITAGE TEST FUR A LINELR TREMD IN PROPORTIONS FOR THE FERTILITY INREX

%
El
H

t? NEGRFES O0F FREEDOM) BASED ON THE DOSE LEVELS AND INCLUDING THE CONTROL GRDUP
) ; CoMTRAL " GAKG 7.5 G/KG 5.0 G/KG
. NN N N O N N CHISR CHISQ aARMTG : 8
WEEK PRG MTD PRG MTD PRG MT PRG MTD  (C=1}) (1) .CHMIS@Q i
-———— e e —-—— Smaws - ma. o mE ' - - - - - 23 bl 5'1
SINGLE TREATMENT

1 19 29 16 2v¢ - 1T 29 1% 2¢ 3.38 + 95 2,43

2 27 29 2n 20 .20 24 19 20 3,04 2,99 ,ﬁ&
3 2y 29 20 20 20 290 18 20 6,15 6,06 .00
4 21 29 20 20 20 20 19 20 3,04 2499 04

. .5 20 20 2o 20 20 2n . 16 2n 12.63 12,45 .19
6 20 20 2 20 20 2o 20 20 0.00 0,00 0.00 ;
7 20 20 20 20 20 20 20 20 0,00 0,00 0,00 ﬁ
8 20 aé 20 20 16 28 g 20 9.17 01 9,16

MULTIPLE TREATMENT

O

1 19 2o 19 20 17 24 18 26 1,72 L5 1,57

!
4 an 2o 17 20 19 2p 20 20 6,32 1,50 4,82 -
3 20 20 . 20 P0 20 20 20 20 0.00 0,00 0.00 :
o 20 20 20 20 20 20 17 20 9,35 9,21 .14 ’
1 _ 5 2o 20 18 20 19 2n - 2o 29 3,81 1,02 2,79 §
‘ 6 20 20 17 20 20 20 19 20 6,32 .02 6,29 :
7 20 2o 20 20 1A 20 19 20 . 3,81 .33 3,48 N

LT T




O0UINANT LETHAL GEME STUDNY CF COMPOUND 7F-31 SORAITOL PAGE 42 -

T=-TEST OF THE NUMBER OF IMPLANTATIONS TN PREGNENT FEMALFS,

HEEX CINTROL. 71-31 .03 G/KG 71=3} 2.5 6/KG 71-31 5.0 G/KG TEM o2 MG/XO :

e erd  mrmmae n e e - e W W S S ) D e S S o D D B e g T D i A R O e R T Y v i A O o o D ¥
N sTo N STD N sTp N 570 N 570 . i
PRG  MEAN DEV  PRG  MEAN DEV DF T PRG MEAN DEV ©F T PRG MEAN DEV ODF T PRI MEaN DEY 3P T ;j:> ;
T moSss pmAMEE AR ERerw wRnmE mE Al USaEl Hed LTSS SATEEE RE HEFoeonE AEE wenSAE e maw B RS PN MATE sene s B e R e

SINGLE TREATMENT

1 ek B v b

1 13 12,62 1,80 16 12,31 2,73 33 «141 17 12,59 2,03 34 «261 19 12,32 1,%2 3s 174 19 10416 4,18 3 Zol67
2 20 ll.90 3.9% 2n 11,70 2,30 38 .691 20 12,50 2,50 34 1.446. 19 11.95 1,39 37 798 19 8437 2419 37 24575
220 15.45  2.58 20 10,60 3,47 38 155 20 12,70 1,69 38 3,259 18 11.67 2,06 3% 1,593 20 8,50 3,35 39 22002
4 20 11.50 2.95 20 9,95 3.36 38 1.550 20 11.95 3.55 28 +435 19 11,21 3,22 37 «253 18 3,33 1,91 35 Ig.010
. 5 20 10,79 2.60 20 13,35 1,69 3R 3,82% 20 11,55 2.74 38, 1,006 16 12.62 1,15 34 2,751 1% 10,05 3,24 37 B9
‘6 20 °11.80 2.75 2r 1l.1p - 2.8% 38 « 797 20 11.70 2.49 38 <121 26 1175 1.77 38 '_.oee 20 11435 1,69 38 26528
"7 25 1i.9% Z.84 2¢ 11,B0 1,54 38 +«208 20 12.00 3,06 38 .05¢‘ 20 11.90 2,95 35 «055 20 11,50 1,24 38 ; 085
8 20 11.20 2.21 Pr 12.65 1,35 38 24412 16 10.BT 3,26 34 «355 19 11,53 1,65 37 520 20 11.10 3.02 38 o11%
MULTIPLE TREATMENT
: 1 19 12,53 1,90 19 12.74 1.{0 k] «419 17 12.65 1,80 34 «1%5 18 11.50¢ 2,19 s 1,314 g:)
220 11.00 3,891 17 11447 2,27 35 _e#437 19 10.00 3,94 37 795 20 11.20 3,58 38 2169

3 20 10,45 2.58 2n 16,45 3,00 38 0.000 20 11,80 1,99 38 1,851 20 11,9% 2,95 38 1,11
4 2?0 11.5n 2.95 2n 12.3%5 2.A5 38 «927 20 11.80 2,19 38 ;365 l} 12.41 11,00 35 1,215
S 20 19,70 2,60 1R 13,11 1,68 36 3,357 19 13,37 1,86 37 I.6T0 20 12,75 2,060 38 2,798
& #0 13.B0 2,75 1T 11.24 1,56 35 «T50 20 12,30 1.53 38 +712 19 9.79 3,66 37 1,947 ;

T 20 11,95 2.B4 20 10,75 3,37 38 1,218 18 11,78 2,18 3¢ «208 19 12,47 1,28 37 738
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;

FESWESSION FITS OF THE MUMBER» U OF IMPLANTATIONS ON 1} DOSEs AND 2) LDG 0OSE, i

{ PREGICTED U = A » B#x | CONTROL GRNUP EXCLUSED M

wWiFk x M XBER shox ugar s0 A [ 8 DE vany,.x vy u VERD Niah YASUSAR ]

- SINGLE TREATMENT
1 BLESS 52 2.65 2.05 12,40 2.19 =03 12,411 =, 018 590 4,B904 1783 WOF2T 2341 LY ]
L08 ANSE B2 1% 2.25 12,40 2.19 .021 12,4058 .149 %9 4,8882 L1782 .013% L0987 J0940
¢ nnsp e 2.a7  rune 12,05 2412 L052 11,924 L375 57 4, s650 S7T3 - o199 L1079 L0TTS
LGG POSE b0 -, 3b 2.29 12,05 2412 .098 12,0R% «809 87 4,5255 1765 +0189 8 Th8 W78
3 hnsg 54 2,82 2a03 11,6FR 2465 «225 1t.110 1,308 86 &,7158 2258 + D283 « 2978 21182
LOG DOSE His -39 2430 11.66 2,65 «311 11,778 2.098 56 6,80T3 22295 «RE20 1173 W1129
-4‘ NNSE 53 2.4T 2al4 11,023 3,43 257 13,399 1,168 57 11,684] ME13].) 91311 +4827 L1920
1.0G6 DOSE 5% - 35 7.29 11,03 .43 . «323 11,150 1.667 57 11,4077 « %061 0313 21962 1533
5 DosE 56 2.33 2enn 12,50 2.13 =168 12.891 =1,173 54 4,5147 1708 0205 1923 L0005
LCG DUKE 86 .47 2130 12,5¢ 2.13 =,253 12,382 -2,085 54 4, 2842 1636 LOIAT 1 07T 3TA5
& nOSE 171 2.51 2.05 11,52 2,38 +131 11,189 .8362 58 5,5885 2087 00229 239 -1 1%
LOG ROSF &0 -.33 229 11,5F 2.28 139 11.55% «961 S6 5,8511 «2054 8133 «OREL Yy
? nonst 60 2.5} Z.0% 11,90 2.57 e 020 7 11.85p 121 58 6.7121 +2177 0272 $283) 1119 f
LOG DOSF 60 .33 229 11.90 2.57 029 11,909 . +195 58 6,T094 « 2177 «0218 s1142 w1113 -

H fNSE 55 2ed7 2411 11,73 2,24 -,21% 12.26T =1.534 53 (LTS 1885 «0201 W212% 0530

LOG NGSE S5 L) 2435 11,73 2,24 =269 11,606 =2,134 53 4,7569 21859 20158 «05B8 5171

. MULTIPLE TREATMENTS
] DAsE 54 2446 2a08 12,30 2405 = 24T 12,906 =1, f6s 52 4,0245 1831 20176 L1816 <0745

LOG DOSE . 56  n,41 2,32 12,30 2,05 ~el8% 12,229 ~1,365 52 4,1449 J1656 © o148 .0792 »D788
2 NSE 56 .64 2.03 10,87 3,28 ~.038 16.977 ~.1Tp 54 11,6257 « 3135 «0511 W I5AY 2476
LOG itsE BB .18 2.2¢  1n,87 3.3a o lok 10,849 =715 54 11,5227 #3121 D630 £ 2071 2028 H
3 oose 60 2,51  2.u5 11,40 2,73 «301 10.6as 1,766 58 7,1719 L2389 . g20g 3025 11155 :
LOG DOSE =10 =33 2429 11.40 273 297 11,497 1,961 58 7.0885 22335 «223p 12086 +1181
& posg 57 2,38 2.02  lz.18 2,18 L0068 12,181 <043 55 4 8407 L1807 0213 +205% YY)
LOG POSE 57 =,43 2,30 lz,1% 2,18 =043 12,157 =.335 55  4,8310 +1808 0183 20278 20848
5  onsE 57 2,60 2,05 13,07 1.8 “.076  13.268 “ 623 S5 3,248 (1818 0146 1537 NITH
LOG POSE 57 .24 226 13,07 1eBd - =027 13,064 =, 245 55 "3, 44587 e1623 20121 5811 o 0559
6 unsE 56 . 2.80 2.0l 11,172 2,65 =e307  11.922 1,757 54 5 _vg38 2338° L0208 $3258 $1243
. LO6 ROSE 56  =,19 2,23 11,12 2,65 "0395 11,107 ~.588 54  7,1p50 2395 L0260 1278 o259 :
T onsk 57 2,47 z.nT 11,85 2,52 fI4T 10,793 2,213 55 5,965 +2090 10236 +2538 J1040 i
LOG NOSE 57 -.a6 2,32 11,85  2.52 W300 11,771 2.134 5% 5,9608 +2096 «0198 L1078 J1848




DOMTaarT LETHAL GENE STIRY. OF COMPOUND 71+31

onst
f10%¢
POSE
nsE
masSE
HaSF
nnse

nasE

nAgE
"ASE
DNSE
rSE
" NSE
1ASE

HASE

71
19
T8
19
76
H{
HY

1%

74

R

17
76

T

SORAITOL

PAGE 45

WEGRESSION FITS OF THE NUMBERs Us OF 1IMPLANTAT
{ PREDICTED U = A& + H¥X ) LANTATIONS ON DQSE,

S ¥

2ed1
Palth
Cerh
2a0%
2a00
2.0A
2.08

2.11

Pef9

2e1n
2.n8
2.02
Z.1n
Car 7

2e19

UBAR

-

12,41
1i.78
11.3%
11.15
1z.n3
11,59
11.91
11,59

sSp U

B

A

SINGLE TAEATMENT

2.08
2.70
2.87
3,30
2,38
2etb
2.62
2,23

-2 004
154
299
135
.083
« 063
<009

=102

12,436
11,501
10,808
10,903
11.884
11,469
11.89¢6

11,771

MULTIPLE TREATMENTS

2.00

=206

- h4l "

323
+08}
2219
-.292

219

12.731
10.9R8
10.5%5
11,887
12,033
11.862

11.327

CONTROL GROUP INCLUDED

8

-

=1,848
-.213
2,259
«593
1,770
-1,998

1,558

oF

69
77
76
tad
Té
78
78
73

T1
Té
78
7%
75
T4

75

VAR, X

- -

4,3935
7.2655
6,8202
10,9628
5,7282
&,1029
6,9533

4,9968

3.8801
12,4026
6,9658
5.8128
5,1334
65,8729

56,5173

Cv U

-

21689
« 2287
«2303
2959
«19%¢
w0132
2214
+1%2%

« 1594

«3229

+ 2364

2009
+1819

2187

¥

ARE

-

0140
0219
0212
«0231
0191
«G17%
0204
«0151

+0124
«0375
«GR04
0187
D154
0214

«0199

VARA

1189
s 1664
+156%
+ 2510
+1316
+13%8
#1391
_ell6l

«0946)
+3055
« 1596
21334
«1235
» 1688
+1517

VARLBAR

- o

0519
« 0920
. 0875
«1338
«OTHS
«0753

« 0862

+« 0666

o5
L1832
L2871
« B7TEE
2 Q05T
.0904

0854

D

2

FYTT R

heE B §

H*ww*wmn%oumm:m:

PN
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DOMINANT LETHAL GEME STHDY CF cuvpnuyo 71=31

WEFK

H

PRE
139
? o2
3 20
4 o
5 an
6 2
T 2c
8 po
1 18
2 ean
3 pr
4 70
L ooze
6 20
7 2n

COMTUOL

. -

HEan

289

- 73
.65
o7
N-x}

54

&N
[J1 8"

-

N

PRG

SORBITOL

PAGE 46

T-TEST TEST OF THE (TRANSFNRMED) PRE-IMPLANTATION LOSSES TN PREGNANT FEWA{ES,
(LOUSSES TAKEN AS A SUBSEY OF THE SET OF CORPORA LUTEA)

71-31

MEWM

16

2n

an

en

20

Zn
26

(48

19
17
F4
2r
1R

17

B0
» SR
289
270
vel
o3
49

A7

3 GAKS
sTD
DEV  DF T
.38 133 722
+42 38 o432
.53 38 l.D48
6T 38 262
«25 3R 2,124
+46 38 018
2?5 38 445
.22 38 l.nég
.20 36 904
"« 39 35 BR2
«51 38 «Z11
+56 3R 256
«25 36 1.8%9
.29 35 «505
.59 28 1,331

T1=31 2.5 G/KA

N 571

PRG MEAN OEV DOF T
SINGLE TREATMENT

17, .58 L33 34 «609
26 63 .39 38 «137
20 .48 L33 38 1,921
26 .61 .59 38 232
20 .56 .47 38 L7186
20 o714k 36 563
20 .66 L9 38 870
16 .72 .57 3% 1.206

MULTTPLE TREATMENT

17 461 .30 3% 1,249
19 .90 .71 37 1,167
20 .67 . L35 38 o454
20 .59 .39 38 430
19 .56 36 37 .825
20 .89 .31 38 1,1M
18 .63 L4l 3% 598

o P P e T D gy

N
PRG

19
19

18

16
29
20
19

18
20
20
17
20
19
19

71=31

MEAN

-—

62
b
+59
+T6
45
«54
. 165
56

69
73
1]
53
47
13
39

S G/KG

STD

DEV  DF T

«31 36 1,085
«36 37 1,233
36 35 1,035
+52 37 B84
.22 34 1,851
33 38 ..732
.49 33 581
31 37 +316
46 35 1.629
+5B 38 421
+52 38 827
+32 35 .823
«25 38 1,639
o72 37 +521
.20 37 1,333

TEM e2 MO/XO
N STy
PR3 MEaAN  OFY DF T
13,95 .58 3% 2,552
19 1.0% .49 37 2e189
20 1415 457 38 2,379
18 2,01 «38 35 9,219
19 .83 .56 37 097
20 o686 430 38 272
20 .53 L34 38 ‘121
20 #8955 38.  1.088

B LR et

- e e

H
H

1 et e

M akrem e e




DONIKANT LETHAL GELE STUUY OF COWPOUND T1-31

s

W N

-~

N
FEm

-

20
20

2o
20
20
Zr
20
a9
2n

CONTROL
530

MEAN DEV
83 L
47 «27
«5A « 31
S =31
254 » 25
59 =13
33} 306
.Qa .29
«53 30
T +27
+58 31
-T2 o
54 «25
«59 o 34
-1 « 36

71=31

SORBITOL

PAGE 47

T-TEST OF THE (TRANSFORMED} NUMBER OF NEAD IMPLANTS,
{DEAD IMPLANTS TAKEN AS A SUBSET OF THE SET OF CORPORA LUTgay

+13 G/KG

Ak 0

2]
FEM

4]
21

2n
20

a0
20
2n

20
20
20
en
2u

2n

MEAN

- -

56

STD
DEV

52
26

36

.28

DF

T

3R
38
k1.
38

k2

k1

ae

s

38’

aa
38
38
38
kL]

1.318
171
+633
2084

1130
«530
«010

1.056

14045
1.212
618
» 138
+ 780
1,003
+382

FEM - MEAN

2«5 BrKG
57D
DEV DF T.

SINGLE TREATMENT

20
20
20
20
20
20
20
20

.67
« 34
+52
59
+56
Wbl
a7

.78

+52
«23
+35
+31
«32
25
«25
+51

k1)
a8
38
a8
s
3R
38
38

MULTIPLE TREATMENT

20
20

20
20
20
29
20

oH0
-1
+4B
«39
b8
oh7

lsg

ohT
37
29
17
«37
26
ohl

3z
3n
k1.
38
38
38
a8

N
FEM

71=31

MEAN

284
1,637
2557
1,460
263
2,031
1.437

2,396

238
«9502
14355
1,574
o500
T 1,294
o162

20
20
20
20
20
20
20
20

20
20
20
20
20
20
20

045
49
oS3
.80
62
Y
053
.52

«70
45
+51
.80
«58
+49

«53

S.0 G/KG

$TD

DEV OF T

.34 38 1,798
o83 38 .098
.41 39 131
40 38 T2
.52 38 .626
24 28 1,434
.23 38 529
.37 38 556
.44 38 .532
.25 38 L3M5
.28 38 SThé
.50 38 1,985
«36 33 L4580
.30 38 .893
«33 38 .534

A i A kb oy S e S A ol e O oy e e S O A Uy oy

TEM v2 MNEING

N ST

FEM XEaN DEV  OF T

20 1412 +30.3B 3,735
23 1.78 .32 38 18,007
20 1474 .60 38 437
20 t.16 L3738 5,74
20 lell #3738 3,732
20 LE2 L35 23 2,076
L20 <62 %0 38 ei¥
20 %8 .35 38 T3

»

Ve s

£ b b bl o ikl s s
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CHi«-SQUARE TEST OF THE DEATH INDEX (1 NEGREE OF FREEDOM}

El X4 VEHILLE COMTROL 71=-21 «03 G/KG Ti-31 2.9 0/KG Ti=31 5.0 G/X3 TEs W2 WOSKG
SN N REATH N B DEATH N N DEATH N N DEATH N N DEATH
Wt MTD  INDEX  CHISW  WDI MTD  INDEX CHISG MDD MTD INDEX CHISQ  WOI MTD INDEX CHIS2  WDI MNTD INGEX  CHISO ,)
e - - - - e ——— L kel - - ——— - - - Tk v ey - - M mAE  Smae®r SR i K

.SINGLE TREATHMENT

1 16 Pn 70 ©.00 9 2n .45 1.66. 6 20 .30 4,90 S 20 .25 6.82 16 20 80" .13 :
2 & 2w L80 0,00 8 20 Y .10 3 20 W15 2,01 4 20 L20 1,07 19 20 495 11,40 N ' ;
2 11 20 «55 0,00 8 20 50 + 40 9 2o 4% W10 & &p «30 1,66 . 2o 2¢ 1.00 9,1§
3 19 20 «50 0,00 ] + 59 .10 18 20 «T5 1.71 0 2¢ .50_ +10 18 20 ) 5,53
5 11 20 .55 0.0 B 20 460 w40 11 20 485 ilo 4 20 .20 2818 20 .80 A4S, :
6 11 20 .56  0.00 10 20 .50  0.00 6 20 .30 1.64 8 20 .40 .80 1T 20 .86 2,98 g
© 7 31 20 .55 M.00 10 20 .50 C0.00 9 20 <45 L1012 20 .80 0.00 11 20 .39 .10
g 1 23 35 - 0.00 8 20 .40 0,00 8 20 .40 0.00 © T 20 L35 LIl 9 26 A5 L1

MUL TIPLE TREATHMENT

1 14 20 <70 0,00 T 20 .35 3,61 6 20 430 490 11 20 .35 .43 ‘ i::’

2 A 20 .40 0,00 s 20 «25 Y 9 20 45 0.00 T 20 «35 0,00

3 11 20 .55 0.0 11 20 .55 L1008 20 .60 .40 10 20 .50 D0.00 :
«. 10 20 (50 0,00 11 20 .55 0.00 & 20 .30 .96 10 20 %0 .10 ;
5 11 20 .55  0.00 B 20 .40 %0 6 20 30  1.66 10 20 50  0.00 ;
6 11 20 .55 0.00 T 20 .35 W91 8 20 40 .40 s 20 .25 2,66 :

7T 11 20 A55 0400 9 20 45 +10 8 20 Y »80 9 20 265 ol0 o ;
H
}




DOHINAHT. LETHAL GEME STUDY OF COMPOUND T1-31 SORBITOL PAGE 49

ARMITLGE TFST FOP 4 LINEAR TREND IN PROPORTIONS FoRr TUHE DEATH INDEX
{1. NEGREE  OF FREENOM) BASED ON THE DOSE LEVELS

L03 G/KG 2.5 G/KG 8.N G/KG

- -y v - - -

HOOM NN N - N CHIS® CHISG ARMTG

WEEX WUI MTD whl MTD WDI MID  (C=1) (1}  CHISQ
SINGLE TREATMENT

1 9 2n & 2r 'S 20 1,95 1,80 .15

2 AP0 3 20 4 2A 3,73 2,12 1.8}

3 B 20 9 2r s 20 .99 .43 .56

] 4 e 20 15 2¢ 1o 20 3,43 $00 3442

5 820 11 2o & 26 S.22 1,71 3.51

6 10 20 6 20 A 20 1467 o6} 1426

7 10 20 9 2¢ 12 20 .93 .40 53

A a 2o 8 20 T 20 eld T L11 .03
MULTIPLE TREATMENT

1 7 2o 6. 20 11 20 2492 ll.6B  1.24
2 5 20 G 2 T 2o 1,76 .43 1,32
3 11 20 6 20 iIn 20 +93 o10 +Ba
4 11 2n 6 2n 10 29 2,83 o 2,73
5 #o2u 6 2n lo 29 1.67 242 124
6 1 2 R 2n 5 2o 1.05 o45 .60

7 g 20 B 20 9 2n 216 «00 eld

-y



BOMINANT LETHAL GENE STUDY OF CUMPOUND T1-31 SORRITOL PAGE S50 -

ARMITAGE TEST FOR A LINEAH TREND IN PROPONTIONS FOR THE DEaYH INDEX

3
3
%
i
H

(1 DEGREE OF FREENDM) BASED ON THE LOGARITHMS OF THE DOSE LEVELS é

' i

.03 G/KG 2.5 G/KG 5.0 G/XB i

e mr——— m kMG AW mEm———— ] i

NN NN N- N CHISG CHISO AaRMTG . §

WEEK Wiy MTD W1 MTD WDI MTD (C=1) (1)  CHISQ 5:, i

SINGLE TREATMENT

1 3 20 & 2n 5 29 1.95 1,92 «03
2 a 2o 3 a2n a4 27 3.73  3.37 .36
3 A 2n 9 20 6 20 99 «09 +89
4 o 20 15 20 lo 29 3,43 .52‘ 2,9) .
5 a 20 11 2n 4 2hn 5.22 © 422 5400 : :
) 19 20 6 20 R 2p 1,67 1,96 .61
r 10 2v 8 20 12 2o .93 09 .54 \
8 A 20 8 24 T ei 1% L05 £ 09

MULTIPLE TREATMENT . ‘ ';:) :
1 7 2n 6 23 11 20 2.92 L5T 2.3 ;
2 5 20 9 29 7 2h 1,78 1,12 N1
3. 11 29 8 20 10 20 .93 Y .52 :
s 11 20 6 21 10 20 2.83 .87 1,96 5
5 Ao2n 6 29 ic 20 1.67 .03 1,64 _ .
6 7 20 3 20 5 20 1,05 .10 .95 . |

7 9 2y A 29 9 20 ol .02 W12




DOMINANT LETAAL GEHE STUUY IF COMPOUND Tl-3]

SURKITOL

AUMTITAGE TEST FOR A LINEAR TREND IN PROPORTICNS FOR THE FERTILITY INDEX
12 BEGREES OF FREEQOW

¥EEK

~ o wn

CONTROL
NN
Wnl MTY
14 20
a8 20
11 20
10- 20
11 20
11 29
11 20
T 29
18" 20
8 20
1" =20
10 20
it 29
11 20

11 20

« 13 G/KG
N N
W1 MTHD
9 29
8 20
8 20
10 20
8 2¢
10 20
10 20
8 21
7 2)
5 20
120
11 2¢0
B 20
T 20
e 20

2.5 G/KG
N N
wDI MTD
620
3 2a
9 2n
15 20
11 2o
6 20
3 20
a 2
6 20
e 20
A 20
6 20
6 20
B 20
B 20

BASED ON THE DO0SE LEVELS AND IMCLUDING T+E CONTRIL GRIUP

]

0. 3/KG

N N CHISG CHISQ
WOl MTD  (C=1} (1)

- - - 'y -

SINGLE TREATMENT

5 20 10,03 4,86
& 20 5,06 2,48
6 20 2.66 1,73
100 20  3.81 03
.20 6,75 4,70
8 2n  3.00 oS7
12 2o 1,00 o0
T 24 +21 .03

MULTIPLE TREATMENT

11 20 8,22 .22
7T 20 1.89 .03
10 20 1l.20 .06
10 20 2,97 .00
10 20 3.00 12
5 20 3,35 2,27

9 20 «96 «09

ARMTS
cHISa

$.37
2,58

+93
3,78
2,05
2.43

«60

«18

8.00
1.87

1.14
2,97
2,88
1,68

«87

DAGE 5}

Vet et n TSRS Lt

O

S

O T SRR
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ey

PROSIT ANALYSIS OF THE PROPORTION OF FEMALES WITH 1 OR MORE DEAD IMPLANTS
PROAIT = A + B{( LOG DOSE )

3
3
P

WEEK B a cHIsa  OF

- . - e - - - -

SINGLE TREATMENT

1. -2 232 4.526 Nk 1

2 =-a316 4.250 ‘»39 1

3  =enH1 4,696 .91 1

4 »1183 5.228 2.98 1

5 -aN79 o641 5.11 1

6 ~s179 4.720 «h3 1

T N4y 5.089 «85 1

8 -oN38 446458 09 1

ML TIPLE TREATMENT

N 1 «127 4,763 2,29 1 i
. 2 «185 4,634 +63 1 ,
) 3 -2 1016 4,743 B2 1 .
& -e154 4,852 2.N0 1 é
6 -+ 054 4.5nl 97 1 . :
7 -aN24 4,829 .12 1 :
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T=-TEST OF THE (TRANSFORMED} NUMBER OF BEAD IMPLANTS.
(DEAD IuMPLANTS TAXEN AS A SUBSET OF THY SET OF IePLANTS)

et e T T A

HEES CONTROL 71+31 13 GALE 71=31 2.5 BIKG ' 71-3} 5.0 G/KS5 TEM o2 MGIXG
N sTa o 51D N S$Tn N STn N 81D
FEY. 454N DEV  FF4  WFAN  DEV  OF T FEM MEaM DEV DF T FEM MEAN ODFv DOF T FeEW  MmELN  DEV DF T

ee moemm mmmme mE4 Eeem= mmeas =& eSsswSeR Sew enSso e o= meReammEE A s ES wEmew e EERAmeke WE e BESSS - ———— j:,

SINGLE TREATMENT

1 27 -] 31 20 P .52 38 1,381 20 «T1 .55 38 +379 20 o7 .34 38 1,817 26 1,29 «30 38 4,534
2 21 32 L - 8 +26 3B +467 2D 436 .22 38 2.0A7 20 A9 «43 18 JESYL 20 2,35 48 38 1&,7??
3 2n .65 .39 29 .52 L6 38 .249 20 .54 .36 33 ,907 20 .55 .41 28 JT94 20 2,43 4T 38 12,938
4 29 «59 +33 2o P31 .31 38 «119 29 T4 «27 38 1.427 20 w72 +50 38 JA8Y 2D .44 »34 38 1Fat01
5 2a ,62 L3922 Lah .26 32 1.51% 20 .56 54 3B L2715 20 « &3 .52 38, L0711 20 1,31 «53 38 4. 710 :
& 20 "abb 03 Z) « 58 +33 3% 557 20 .43 oh 38 2.036 20 o7 «25 38 1.642 20 «87 +37 38 10815 %
7 20 J66  L3T 21 .62 .41 38 .68 20,50 .26 38 1,367 2o 5T .24 38 JT82 20 W87 ,58 38 174 ?
é ea. Y] 29 23 N.Y] a9 38 «9%8 20 | +BB «53 13 2.575 20 oSk .?8 38 «+5%5 20 %11 36 38 ‘110246 %

MULTIPLE TREATHMENT

1 2n 55 S22 32 .38 38 1:.145 20 62 «4T 38 26T 20 oTH ohs 3B 2633

2 20 .52 J2T 217 .e6 L5418 1.036 20 .79 .67 38 1.640 20 .50 ,28 38 L2 ;::’
3 20 . .65 .39 20 .66 .48 38 L093 20 .52 433 38 1.1T4 20 56 .32 38 .803 ' "
L 59 L33 2y - .63 38 60T 20 Y-, 22 38 1,567 20 .82 +30 38 1,729

§ 29 .62 <39 20 .64 .46 38 L156 20 .50 .38 28 L982 20«50 ,38 38 L187

& =h .66 .43 23 75 .55 238 L582 20 .49 L3138 1,370 20  «57 .41 38 L568

T 20 64 37 ? 68 +59 28 «29% 20 .61 +«40 38 «263 20 58 .33 38 2326

i

b i
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7 CONTHOL GROUP AMNVA FOR THE NUMBER OF PREGNANT FEHALES

BFTWEESN HMALES WITHIN MALES TovaL

- T 0 e A T e - - -

WEEK SUMSQ nf MEANSD SUMSQ oF MEANSG SUMSQ oF F

- -——— - P L - P e ' eeswSmeme - P

SINGLE TREATMENT

1- «4510) 9 -050 «S500 10 «050 «950 19 1.000
2 0,000 9 n.000 0.000 10 04000 0,060 19 1
3 fa009 a 0,000 0,000 10 0.000 0,000 19 1
4 8,090 9 0.000 0,000 10 04000 0,000 19 1
-] 5 2,069 9 n.200 0.000 10 0,000 o.000 19 !
6 7,300 9 0,000 - 0.000 10 0,000 0,000 19 1
1 0,000 9 0,000 0.000 10 0.000 0,000 19 1
8 9.000 9 © 0,000 0,000 10 04000 0,000 19 1

MULTIFLE TREATMENT

1 450 ? <050 «S500 10 «050 » 950 12 14000
2 0.000 4 8,000 0,000 10 04000 0,000 19 - 1
3 1,009 o 5,000 0.000 . 10 04000 0,000 19 o
. 0,000 9 0,000 0,000 10 0.000 © 0,800 19 Y
5 0,000 9 0.000 0.000 10 24000 © 0.000 19 1

] 6 0,000 9 0,000 0,000 10 0.000 0,000 = 19 A 1
7

V.00 g 0,000 0,000 10 0.000 0,000 13 S §

+
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WEEK

1= [ B

»

N N e w N

CONTROL GROUP ANOVA FOR THE NUMBER OF IHPLANYAT!ONS.PER PREGNANT FEMALE

BETWEEW MALES

SUM3T

- -

42,147
154,000
Sd 455
43,000
65,200
81,200
45,450

26,206

46,247
154,000
58,450
43,000
65,200
41,200

45,450

nF

~

- - -

MEANSG

4,603
17.111
6,494
“,778
Te240
4,578
5.050
2,911

5.13%
17,111
6,654
4,778
Ta.264
4,578

5.050

SORRITOL

WITHIN MALES

SuMs0

-

16,500
136;000
68,500
122.¢000
63.000
102,000
1g7.500
67,000

pF

MEANSD

SINGLE. TREATHENT

9
10
10
19
10
10
}0
19

1.833
13,600
64850
12,209
6e300
10.200
10.750
6.700

MULTIPLE TREATMENT

18,500
136,000

68,500

122,000

63,000
102,000
107,500

9
lh
10
1¢
10
10

i0

2.056

13,800
6.850

12+200

64300
10,209
10.750

-

PAGE 55

TOTAL

L L L L T DV e ey

SUMS0

-

59,647
290,000
126,959
165,000
128,200
143,200
152,950

33,200

64,747
290,000
126,950
165,000
128,200
143,200
182,954

. of

18
19
19
19
19
9
19
19

19.

19
19
19
1e
19

¥

2354
1,258
« 348
+ 332
1153
T at49
2479

L34

3

Al

bbb

T,
o
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WEEK

® ~N P A s W N e

~ o S W N e

SORAITOL

PAGE 58

CONTROL GROUP AﬁOVA FOR THE PRE=-IMPLANTATION 1055 PER PREGNANT FEMALE

BETWEEN MaALES

5UMSGQ

Ta027
72,200
51,250
36,000
45,000
47,450

37,000

23,800

8;188
72,200
51.250
35,000
45,000
47,450
3T.000

oF

-

O L4 0 W0

L] 0 W0

v W 0 W

0

- o g 9 A Y P Y A

MEANSO

.781
8.022
5.694
4,000
5.000
5,272
s.111
2,644

+910
8,022
S5.59%

4,000

S5.000
5,272
4,111

WITHIN MaLES

SUMSQ

11.500
130,000
64,500
63,000
76,000
69,500
49.060

32,000

of

-

ToTaL

SINGLE TREATHMENT

9
10
10
10

10
19

10
10

. MULTIPLE TREATMENT

9.500
130,000

64,500
63,000
16,000
69,500
49,000

]
10
10
10
10
10
10

MEANSQ SUMSQ
memrane e
1.278 18,527
13,000 202,200
64450 115,750
6,300 99,000
74600 121,000
€,950 118,950
€.900 B6,000
3,200, 55,800
1.036 17.687
13,000 202,200
6,450 115,750
6,300 99,000
T.500 121,000
6,550 116,950
44900 86,000

L 2t

cF

18
19
19
19
19
19
1%
19

18
19

is
i
19
19
19

¥

.

»B11
o+ 017
+B83
v 533
+538
+« 780
839
«B825

« 852
617
«8383

638

458
739
o839

£
Kl
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CONTROL GROUP ANOVA FOR THME NUMBER DF GEAD IMPLANYS PER FEMALE

BETWEEN MALES

P L D A A 8 e A A o

WEEK  suMsa
1 7.800
2 5,650
3 13.800
4 11,450
5 S.250
6 21.800
T 20.200
8 10,450
1 7.800
2 5,450
3 13,860
. 11,480
s 5,250
6 21.800
T 20,200

DF

0w 9 9 VW 9w e

e o

W 9 © 0 © v o

MEANSQ

LT T T TPy

+867
1806
1,533
1.272
+583
2,422
2e244
1.181

+ 867
2606
‘145122
1,272
.s83
2,422

2.244

WITHIN MALES TOTAL
SUMSQ DF HEANZO SUHsE DF
mremeate e weseTeses Cmvesemey  eme
"'SINGLE TREATMENT
8,000 10 800 15,800 19
7.500 12 2 780 12,95 19
5,000 10 +600 19,800 19
21,580 10 2,150 32,954 19
6.500 10 650 11.756 19
8,000 10 «890 29,800 19
21,000 10 2.100 41,200 19
8,500 10 «8%0 18,9354 19
MULTIPLE TREATMENT '

8.000 10 +800 15,800 1%
7,500 10 © W750 12,9%0. 19
6,000 10 2600 19,800 19
21,500 10 24150 32,959 ig
8,500 10 + 650’ 11,750 19
8,000 10 «800 29,800 19
21,000 10 2.100 19

[

41,200

r

LA L L L T T

1,033
WB07
2556
+ 592
+897
3,028

1089

14385

1.083
«807
245588
1592
«897
3.020

1.06%

MRV rs-ur s s p s

TR

Ot of feut %

* B 2 s i e e stz
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CONTRO|, GROUP ANOVA FOR THE RATIO . OF DEAD iMPLANTS TO TOTAL IMPLANTS PER FEMALE

BETWEEN MALES . WITHIN MALES ToTaAL

YY) - LT T L L LYY T T

e T - - -

WEEX “sumMsa oF MEANSD 5UMSa DF MEANSQ sUMSR . OF F ;j:" 7

L L L LT ] L L) -y T - - - - - - - - - - P Y TEry . ]
Y

SINGLE TREATMENT

1 3131 9 «005 . e04s 10 1.0 + 085 19 1.048
2 041 9 2005 «05% 10 «005 +095 19 «835
3 «291° 9 «032 .072 10 +007 .362 19 4,512
s W078 9 «009 »132 10 «013 o218 19 + 556
5 W175 9 $G19 288 10 .027 L4453 19 aT28
6 .318 % ¢035 204 10 » 020 .522 19 1T
7 +200 9 . w022 a3 10 013 « 336 19 1,651
8 .089 9 010 L0681 10 .008 170 19 14226
MULTIPLE TREATMENT '
1 o041 9 +005 2044 10 +004 +085 19 1a044
2 L041 9 «005 L054 10 « 005 .09% 19 T
3 «291 9 «032 072 10 +007 2362 19 4,512
& .078 9 009 132 10 0013 .210 19 558
5 175 9 2019 . 268 10 027 - 443 19 ' 726 %
s ,318 9 ,035 2204 10 020 .522 19 1.733 ?
7 «200 9 «022 e134 10 «0}13 »334 19 14851 g
RN
PN

A R e



M
A A/ i i "

, -3 LISy
Wt e copate 11-31 .03 B/K3 Ti=31 245 G/ND “_-\.......“..\..........,e...,_,“- et i s e R
o - - s o 0 e P itttk
) . N SR u STh
™ N STD N 570 v e atl ned LE
,-ﬁu by AN cs»ro.w ran Mmran Dy DF T PRG  MWEAN TEV DF T pAG  wEaAN DIy DF v Piy wpad Y .
SINGLE TREATMENT
H L] -
1 13,26 2.13 16 13,50 2.5} 33 301 17 12,71 1.7TE 24 W &F5 19 13.53 1,54 2% 435 s P .
2 20 12470 3,29 20 12.8% 1.1 18 183 20 13,9 . = LA 18 12276 199 34 q
' 13.%0 2,00 38 1,398 19 12,94 2,43 37 L1593 19 11,58 1,92 37 1.2%%
: AR ’ .
L T A T R R A L L 109 23 0L LT L0 RN LT M S0h T 12008 1,3y 3 v2ut
& 73 13,00 1,85 2o 11,85 1,35 38 2,562 20 13,35 1,31 38 T332 19 13416 1,85 3T LEB88 1B 12,61 B.ET 38 o BID
5 20 12.79 1.40 20 13.85 1,50 38 3,602 20 12.60 1,31 38 932 16 13,13 JIE 38 P,P53 1% 12,22 137 37 o235
6 20 13,25 .43 20 12,35 1,59 38 1,826 20 13,50 1,57 38 512 20 12,65 1,57 3% 1,274 20 12487 1,8% hJ:] 1.22%
T 2o 12,95 1.28 20 12.45 1,35 38 1,322 2o 13,55 2,24 38 . 1.062 20 13.50 1,76 238 1,130 20 12.59 1.%6 3% 850
r8 20 12.10 1.33 20 13,00 1,08 e 2,349 16 12,69 1,30 34 1.327 19 12,47 1,%8 37 891 20 12,90 1,23 39 1. 897

MULTIPLE TREATMENT

19 13.26 2.13 19 12,16 1,21 236 «187 17 13,82 1,55 34 853 18 13,08 1,30 35 +255%

1

2 20 12.70 3,28 17 12,35 1,41 3% 405 1% 13.21 2.?@ 37 523 20 13,00 1,97 38 .15

3 20 12.20 2.14 20 12.15 2.28 38 «0T2 20 13.25 1.45 38 1.817 20 13,45 1,590 38 2.135‘
4 20 13,00 1,49 20 13,90 2.29 38 1,473 20 13,00 1,62 38 0,000 17 13.81 1,18 35 -, %22

5 20 12.20 le%0 18 13.72 1.99 36 2.Th6 19 14,74 2,98 37 3,505 20 13.460 2.11 30 2.118

& 20 13,25 1.41 17 12.12 1,65 38 2249 20 13,10 1,48 38 328 19 11.84 1,286 37 3,288

T 20 12.95 1.23. 20 12,85 2.06 28 «185 18 13.11 1.08 36 +418 19 12,79 1,23 37 +400



