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Preface 

A two-generation reproduction/teratology study (B85-0319) of GO539;02 vas 
started using doses based upon a tvo-week pilot study done‘ in adult rats. These 
doses vere 0, 50, 250 and 500 mg/kg/day. Eovever, an error vas made during the 
randomization procedure which resulted in 36 male rats receiving the vrong 
treatments during the first two days of the study. Although ve believed that 
this vould not compromise the study scientifically, it was decided to abort the 
study and start again, as it vas intended as a regulated study. 

horeover 3 it became quickly apparent that the high dose was very toxic to the 
young post-weaning animal - aore so than vas observed in the pilot study. 
Therefore, it vas decided to use lover doses in the restarted study. 

The same DRD, protocol (but vith different dosing levels), and lots of test sub- 
stance vere used for the restart, but a nev study number vas assigned. 

The data for this short, aborted study are contained in Notebook #YE-885. None 
of them will be included in this report. 
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summary 
CO539.02 vas dosed to Charles River rats of both sexes continuously in the diet 
at doses of 0, 50, 100, and 300 mg/kg/day, in a proposed tvo-generation 
reproduction/teratology study. The 300 mg/kg dose vas highly toxic to both 
males and females, although the male vas more susceptible than the female, 
killing all males and 13/25 of the females by the 16th Qeek of the study. Only 
one of the remaining females conceived vhen mated to untreated stock males. The 
100 mg/kg dose vas not overtly toxic to adult animals, but vas lethal to 
neonates. These events resulted in the study being aborted after the P 
pregnancies of the first generation. Some scattered effects, such as reduce ‘i 
conception rate, and a lover viability index (a measure of neonatal death) vhich 
cannot be adequately explained as random events, indicate that a no-adverse- 
effect-level (NOEL) has not been established. 

Clinical chemistries, hematology, and histopathology indicated that the toxicity 
was ,caused by severe hypochromic, microcytic anemia due to dietary iron 
deficiency, and that effects secondary to this parental state are produced in 
the fetus and neonate. Hovever, G0539.02 is not frankly teratogenic. 
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Objective 

This study vas intended to determine the chronic administration of CO539.02 on 
reproduction and teratogenicity in tvo generations of rats. Bovever, beckuse of 
unexpected toxicity, the study vas aborted at the end of the first generation. 

The rat is an acceptable model for both reproduction and teratology. The major 
route of exposure to 60539.02 in the hu+an is topical, but the oral route vas 
chosen in order to maximize systemic exposure and to bypass technical problems 
accompanying long-term topical exposure in the rat such as unknovn oral intakes 
from grooming. 

The study vas conducted in the Biological Testing Facility at: 

The Procter & Gamble Conpany 
Miami Valley Laboratories 

P. 0. Box 398707 
Cincinnati, Ohio 45239-8707 

Study No.: B85-0460 

DRD No.: BYCRO428 

TSIN: G0539.02 

Notebook Nos.: YB-862-I) YB-862-11, YE-1083, YB-1084, VE-6007, and 
VIZ-6008 

In-Life Initiation: 10/17/85 

In-Life Completion: S/1/86 

Study Director: G. A. Nolen 

Methods and Materials 

Two containers of GOS39.02, veighing 1545 and 1585 g, respectively, vere 
received from the Sponsoring Division on 9124185. The samples of test substance 
vere stored at room temperature until used, and the remaining portion vas 
returned to the Divisional Toxicologist. 

One hundred and twenty-five Charles River CD veanling (21-23 days old) rats of 
each sex, littermates identified, verc received from Charles River Breeding 
Laboratories, Portage, RI on 10117185. They vere inspected for disease 
conditions, veighed and placed in individual stainless steel cages vith 
raised-vire-floors. They vere ear-tagged vith metal tags bearing unique numbers 
and were given access to tap vater and Certified Purina Chov pellets on an ad 
libitua basis. After a ‘t-day acclimation period, the rats vere veighed and 
randomly distributed into four groups of 25 rats of each.sex, but assuring that 
the litterurtes vere evenly distributed among the groups. The rats vere then 
begun on their respective diets of ground, Certified Purina Chov vhich contained 
G0539.02 at concentrations to deliver doses of 0, 50, IO or 300 ag/kg/day. 
Neither the feed nor the vater was analyzed as there vere no knovn contaminants 
that might compromise the results of the study. 
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The animals vere veighed and their feed consumption was measured veekly. $epa- 
rate batches of diet vere made for each se% and the concentrations of G0539.02 
vere changed veekly to allov for grovth and changing feed consumption patterns. 
These concentrations of GOS39.02 vere calculated on the basis of the most recent 
body veight and the previous veekly feed consumption. 

At the beginning of the study, three 100 g samples of diet vere removed from the 
top, middle, and bottom of each diet preparation and returned to the sponsor for 
homogeneity testing. One sample of each subsequent diet was also returned to 
the Sponsor for possible future testing. 

The animals vere maintained on these regimens throughout the study. The first 
13 weeks of the study vas a grovth phase. At the end of that period the rats 
vere mated on a 1:l basis. 

Because of the high death rate among the males given 300 mg/kg/day GQ539.02, the 
females at this dose vere mated with some stock, untreated males. Bovever, the 
death rate among the females increased and the living ones did not conceive. 
Therefore, this group vas terminated and sacrificed. 

Pregnancy vas determined by the vaginal smear technique and the finding of sperm 
in the lavage indicated day 0 of pregnancy. 
reproduction and 

The first pregnancy (FIA) vas for 
the dams bore their litters naturally, The dams were veighed 

on days 0 and 20 of gestation, and their feed consumption was measured for this 
period. 

At about day 17, the dams vere furnished vith a plyvood cage liner and shredded 
paper to make a nest. At birth (postnatal day I) the number of live and dead 
pups were counted and both dams and litters of pups vere veighed separately. 
This was repeated on days 8, 15, and 22 (weaning). Feed consumption records 
were also kept for these periods. Weekly records of body weights and feed 
consumption also vere continued. On postnatal day 4, the litters containing 
more than 81 pups vere randomly reduced to that number to standardize the effects 
of lactation across the groups. Originally it was intended to select the second 
generation breeding stock from these litters, but because of excessive mortality 
in the parents dosed vith 300 mg/kg/day and in the pups at 100 @kg/day, the 
study had to be ended vfth the first generation. 
pups vere discarded at veaning. 

Consequently, all of the PlA 

After a lo-day rest folloving the weaning of the first litters, the females vere 
remated and the pregnancies “timed” as described previously. Again, day 0 and 
20 body velights and feed consumption were recorded. The d&w vere sacrificed on 
day 20 of gestation by excessive ethyl ether, and the ovaries vere removed for 
corpora lutea counts and the uteruses vere removed and incised to remove the 
fetuses and determine the number of resorption sites. 

The fetuses vere blotted of amniotic fluid, inspected for gross external 
defects, veighed and their sex determined. One-half of each litter, randomly 
selected, was eviscerated, cleared in alcoholic KOE and stained vith Alizarin 
Red S for skeletal examinations. The other one-half vas fixed in Bouin’s for 
approximately tvo veeks and then razor-blade sectioned and examined for 
soft-tissue defects. 

All of the rats that vere sacrificed were bled from the abdominal aorta and 
standard hemograms and clinical chemistries were performed (see Appendix 2 for 
complete details). All of the parent animals , excepting one male and one female 
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in Group 4, including those that died vere necropsied and tissues taken for 
histopathology (see Appendix 2 for the list of tissues and the preparation 
methods). At the time of the necropsy, the heart, liver, kidneys, spleen, 
testes, and ovaries vere veighed. The tissues were examined by a Certified 
Veterinary Pathologist. 

The continuous data vere analyzed by the Analysis of Variance. Provided the 
Bartlett’s test for homogeneity of variance was not significant, the treated 
groups vere compared to the control group by the least significant difference 
test. If Bartlett’s test was significant, the comparison vas made by Vilcoxon’s 
rank sum test. The non-parametric data, such as the number of fetuses vith 
defects, vere analyzed by Chi-square methods. All of the data excepting the 
blood and pathology data, were analyzed using the Argus software package. The 
blood and pathology data vere analyzed by R. D. Bruce using Program #B8944. 
Because of the deaths and early sacrifice in Group 4, the data for that group 
vere not included in the statistical analyses. 

All specimens, rav data, and a copy of this report vi11 reside in the Miami 
Valley Laboratories’ archives. 

This study was conducted according to the protocol attached as Appendix 1, and 
the Standard Operating Procedures of the Test Facility in accordance vith Good 
Laboratory Practices. There vere no knovm deviations that would interfere with 
the integrity of the study. 

Results and Discussion 

i Tables 1 and 2 show the animal numbers and the initial body veights of the 
animals beginning on study. Vithin tvo veeks for the males and about three 
weeks for the females, toxic symptoms began to show at the 300 mg/kg dose level. 
These incl.uded pale, unformed feces and pale skin and eyes. Later, dermatitis 
and other symptoms indicative of malnutrition appeared, and all of the symptoms 
grev more severe with time. The males vere more affected then the females. 

The animal’s feed consumption in Group 4 was affected in the first week of the 
study and remained significantly lover throughout the study. See Tables 3 and 4 
for the data from veeks 1, S, 9 and 13. Body veight gains in Group 4 were 
significantly lover than controls beginning during the second week of the study, 
and the first animals died during the 15th week (one of each sex). By the 9th 
veek six males had died, and by the 13th veek one additional female, and 11 more 
males died* 

The feed efficiency (body veight gain/feed eaten X 100) of these animals also 
vas significantly lover than the controls, and the extreme changes in body 
veigh t , as vell as the inanition, caused the intake of 60539.02 to be somevhat 
lover (’ 260-290 mg/kg) than the target level of 300 ag/kg. 

The groups fed either SO or 100 mg/kg of G0539.02 were not significantly 
different from controls in any of these growth characteristics, and there vere 
no deaths. Their intake of GOS39.02 vas very close to the target levels of SO 
and 100 ag/kg. 

Since only tvo of the females fed GOS39.02 at the 300 mg/kg dose level had died 
at the time of the first mating (14th veek), attempts vere made to mate them 
vith stock males of the same strain vhich had not received any kind of treat- 
8ent. These females vere transferred to another animal room to prevent any 
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cross-contanination betveen the stock males and the animals comprising the main 
study, although this was unlikely. Eovever , ten females died vithin the 
folloving three veeks, but more importantly only two shoved evidence of mating 
and conceiving by the vaginal smear method. Therefore, the remaining 13 females 
vere sacrificed on February 19, 1986 for blood studies and histopathology. One 
female vas pregnant at sacrifice. 

Table S shovs the results of the P 
significantly lover in the tvo treate groups than in the control group, but 9 

pregnancies. The conception rate vas 

there vere no significant differences in body veight gain or feed eaten during 
gestation. The actual intakes of GOS39.02 during gestation vere very close to 
the target levels, 52 and 101 rig/kg, respectively. 

At birth, there vere no significant differences in the number of pups born; 
neither were there significant differences in the number of pups at 4 and 8 days 
postnatally. Eovever, by day 1S there vere fewer pups in the group treated vith 
100 mg/kg of GOS39.02, though not statistically significant, and by weaning (day 
22) there were only 3.4 pups per litter remaining compared to 7.3 and 7.5 in the 
controls and SO mg/kg group. This led to a highly significant decrease in the 
lactation index, which is simply the percentage of pups surviving from day 4 to 
day 22. 

Although there vere no significant differences in the number of pups alive on 
day 4, several had died in both treated groups shortly after birth, vhich 
resulted in a significantly lover viability index for both of these groups. 

During the lactation phase of the P 
differences in the dam’s change in B 

pregnancy, again there were no significant 
Qdy weight, although there were some differ- 

ences in the amount of feed eaten. The feed eaten by the dams fed 100 mg/kg of 
G0539.02 was significantly lover than controls both on a g/day and g/kg/day 
bases. On a g/kg/day basis, the feed eaten by the SO mg/kg group was also 
significantly lower. Because of the tremendous increase in feed consumption 
during lactation, the dams took in much more than the target levels of GOS39.02, 
100 and lS0 mg/kg, respectively. 

The surviving pups in the 100 ape/kg group vere significantly smaller than 
controls at all periods weighed after birth, and at veaning only, the pups in 
the SO mg/kg group were also significantly smaller than the control pups. 

The results of the P B (teratological phase) pregnancies are shown in Table 6. 
The overall conceptio !i rate vas lover than normal in all three groups, with the 
rate in the tvo treated groups lover than in the controls although the differ- 
ence vas not statistically significant. No significant differences vere seen in 
the weight gains of the drw during gestation, although both treated groups 
gained less than the controls. The dams fed SO mg/kg GOS39.02 ate significantly 
less feed cm a g/kg/day basis, but this difference vas marginal. The intake of 
601539.02 vas somewhat lover than the target levels during gestation, 49 and 91 
q/kg/day, respectively. 

There vere no significant differences in any of the reproductive characteristics 
during this pregnancy. The number of resorptfons vas slightly higher in the tvo 
treated groups, but this was due to a totally resorbed litter in each group, 
which can happen randomly in the rat, and so these are unlikely to be due to the 
treatment. 
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Table 7 show the results of the fetal examinations. There vere no frank 
structural defects in the soft-tissue, but 73 out of the 101 fetuses examined in 
the group treated vith 100 mg/kg/day of G0539.02 had no blood in the heart and 
great vessels. This vas highly significant. In addition, the variation, hydro- 
nephrosis vas significantly increased in the group treated with SO mg/kg/day of 
601539.02. One fetus in this group also had misshaped cerebral hemispheres, but 
this could have been a fixation artifact. 

There vas a high incidence of delayed ossification of sternebrae in all three 
groups t and it vas significantly increased in the tvo treated groups. Hovever , 
there vere no frank defects. 

The pale skin and eyes in the groups of rats fed either 100 or 300 mg/kg/day of 
60539.02 suggested anemia. This was confirmed at sacrifice by the blood data 
shovn in Table 8. The rats of both sexes dosed with 100 ag/kg/day of 60539.02 
had significantly lover RBC’s and values for hemoglo.bin, hematocrit, mean 
corpuscular volume (MY), mean corpuscular hemoglobin (WE), and in the males 
only, mean corpuscular hemoglobin concentration (HCEC), all indicating a 
hypochromic, aicrocytic anemia due to iron deficiency. In addition, the 
platelet counts vere increased in both sexes, while the percentage of 
reticulocytes vere increased in males, and decreased in the female. Additional 
evidence vas also produced in the serum chemistries shovn in Table 9, vhereas 
serum iron vas significantly depressed in both sexes dosed vith 100 mg/kg, and 
in the females dosed with SO mg/kg. Iron binding capacity vas to be done, but 
vas inadvertently omitted. 

Several of the serum clinical chemistry values were significantly different in 
the 100 mg/kg group, as vell as in the females in the 50 mg/kg group (Table 9). 
These will not be discussed individually, but are thought to be due to inanition 
secondary to the anemia (see Appendix 2 for further details and discussion). 

Table 10 shovs the organ weights and organ/body weight ratios of males and the 
pregnant females. There were no significant differences in any of the organ 
weights or ratios in the group treated vith SO mg/kg of GGS39.02. However, the 
livers and spleens of the females dosed with 100 mg/kg/day vere significantly 
lighter than controls, and the hearts of the males were significantly heavier. 
This resulted in significantly changed organ/body veight ratios. These effects 
on organs are probably the result of the anemia. Table 11 shovs the data for 
the non-pregnant females from all four groups, but these data vere not analyzed 
statistically because of the different times of sacrifice and the skevness in 
the number of subjects. Eovever, it is easily seen by inspection, that the 
livers of the rats treated with 300 mg/kg/day of GOS39.02 vare extremely small, 
and their hearts and spleen much enlarged in attempting to cope with the severe 
anemia. 

Hicroscopically, bone marrov hypercellularity, decreased hemosiderin in the 
spleen, hyperccllular splenic red pulp, and inflammation of the intestinal tract 
vere seen in Groups 3 and 4, vith the symptoms being more severe in Group 4. No 
symptoms were seen in Group 2 rats. These are further signs of anemia (see 
Appendix 2 for further details). 

In conclusion, G_gliZe92_JWLextremely togc to rats at_thk.$@ mg/kg/daycJose 
..l,eyel --$a..-&& diet, pm&&nk_a severe iron deficiency-anlquia. -&-the 100 mg/kg 3% d&&Ia------&ms-.. -aeve.r.e. anemia w&@&%d?&&%~~%o t l.e &$$ .i< adul ~%iiZiG~XJ- 
but was to.. young neonates l Amgugh GOs39.62 -Gas not f iC@%g teraioikiiic there .- I -?... __ ,. ” _.__ 
vere secondary effects on en+~j@i%iiijFfe‘t~~~e~ fi~ a tesult’df &-dam’s anemic 
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state. Furthermore, although the effects were not pronounced, there vere -- scattered effects at the SO ag/kg/day dose, such as a lovered conception rate, 
and viability index, which vould preclude a no-adverse-effect-level deterai- 
nation. 

-G, A. Nolen 
Study Director 

GM41063 : cv 
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ueek3 
Q.h g 190.7*16.2 199.4i27.4 192.7226.1 151.3+,2l.W 

-9 g/w 20.&1.2 2o.kl.7 20.3s2.3 17.5&1.w 

-4 gww 94.6+_3.0 93.1k3.3 95.225.1 %.7*5.0 
Fe!d ExficierK!y, xl l5&0.9 L5&1.3 sLQg.2 l3.7+1.4* 
Intake Go539.02 lqgkghy 0 x).8&.0 lol.3g2.2 310.3@.3 

WBekd 
-9 g 22l.&20.6 232.&33.0 227m4s35.4 161.6iU.W 

kd g/drclgy 20.~1.2 ?n.7*1.7 20.&2.3 18. i&W 

-4 Mw9 85.722.8 86.2k3.6 e6.4&.0 89.4&s.* 

peed Bfficieocy, x' U.oyO.8 12.g1.0 K&o.9 9.8&l.pr* 
IntdoeG10639.~, qllc@day 0 5l.W.5 106.7$5.8 295.5Q9.3 

No. Alive 
IkdCl 25 25 25 25 

a&s 25 25 25 24 

ueE?k9 25 25 25 24 
bkl3 25 25 25 23 

lpBedeffici encydodyueight@wfeedQsmlxlm. 
&ll data are aselatiye up to tie time idicetd. 
3 * I sig&hntly different fraB am-Is; p s 45. 
4 ** * si@ficaltly diffemmt fms antrols; PL .ol. 
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Table 5 

The Reproductive and Postnatal Performance During the 

PIA Pregnancies of Rats Ped GOS39.02 (aean~@D)~ 

Group No. 
60539.02, q/kg/day 

No. Alive 
No. Pregnant (X) 
Body Veight, Day 0, g 
Body Veight, Day 20, g 
Veight Gain, Days O-20, g 
Pee;i Eaten, Days O-20, g/day 
Feed Eaten, Days O-20, g/kg/day 
Intake G0539.02, Days O-20, @q/day 

No. Litters Born 
Hean Pups/Litter 
Dam Body Veight , 
Dam Body Veight, 
Dam Veight Gain, 
Peed Eaten, Days 
Feed Eaten, Days 
Intake GOS39.02, 

Alive 

Day 1, 8 
Day 22, g 
Days l-22, g 
l-22, g/day 
l-22, g/kg/day 
Days l-22, mg/kg/day 

No. Pups/Litter Alive 
Day l2 
Day 4 
Day 8 
Day 15 
Day 22 

Viability Index, X3 
Lactation Index, X4 

Pup Veights, g 
Day 1 
Day 4 
Day 8 
Day 15 
Day 22 

1 
0 

2 3 
so 100 

23 (;:.O) 14 ::6.0, 19 (::.a) 
307*21 3&28 312i36 
425*40 410&4 436*64 
118~34 9St52 124mS4 

24.9i2.6 24.6i2.6 25.2k2.6 
67.1i6.1 65.7~t6.4 65.8iS.O 

0 52.4k6.9 100.8~15.4 

23 
12.8k3.7 

354i26 
34oi37 
-14k24 

50.057.6 
145.0+25.1 

0 

12.4k3.8 13.4i2.7 12.3k3.9 
12.3k3.7 12.593.1 11.5*3.7 

7.4kl.2 7.9*0.3 7.4il.S 
7.3kl.3 7.610.9 6.222.5 
7.3kl.4 7.SkO.9 3.4*3.S** 

99.0 93.6** 93.2** 
96.0 94.6 44.5** 

6.1*0.8 6.2kO.6 5.8iO.5 
8.8*1.3 8.3il.2 7.4&1.6** 

16.4k2.9 14.7j.2.6 13.1*3.x** 
33.2iS.2 29.4*3.1* 21.8&6.4** 
51.9k8.9 47.2&4.7* 33.9*9.5** 

14 18 
13.6k2.7 13.3*3.0 

355&34 367*42 
362k35 353k48 

8i28 -13*23 
45.4*4.9 36.8*8.6*5 

127.2ktS.O* 104.6~24.7**~ 
99.9kl2.3 149.6k39.2 

1 Group 4 dosed vith 300 mg/kg/day aborted because of deaths and low conception 
rate. 

2Litters vere standardized to 8 pups per litter where there vere more than 8 
pups in a litter. Veights shovn here are pre-culling. 

3Viability index I No. alive at 4 days/No. born alive X 100. 

4Lactation index - No. alive at veaning (day 22)/No. retained at day 4 X 100. 
5 * II significantly different from controls; p 5 .OS. 
6 ** = significantly different from controls; p L .Ol. 
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Table 6 

The Reproductive and Teratological Performance During the 

FlB Pregnancies of Rats Ped CO539.02 (meansk:SD) 

Group No. 

GOS39.02, mg/kg/day 
No. Alive/Pregnant (X) 

Body Veight, Day 0, g 
Body Veight, Day 20, g 
Veight Gain, Days O-20, g 
Feed Eaten, Days O-20, g/day 
Peed Eaten, Days O-20, g/kg/day 
Intake 60539.02, Days O-20, mg/kg/day 
No. Corpora Lutea 
No. Implants 
No. Resorptions 
No. Live Fetuses 
No. Total Resorptions 
Fetal Veights, g 

Hale 
Female 
Total 

. 

0 

25119 (76.0) 

344i24 

488k46 

145k27 

27.9k2.5 

69.7k2.9 

0 

17.3i3.4 

15.6k3.7 

1.621.7 

14.Ok4.7 

0 

3.3kO.4 

3.1*0.4 

3.2kO.4 

2 

50 

25117 (68.0) 

36lk42 

502&50 

135*29 

27oSk2.0 

66,4&5*1 

44.6k3.2 

18.Ok3.5 

16.324.4 

2.1*1.5 

14*2*4.9 

1 

3e420.3 

3.2kO.2 

3.3*0.2 

3 

100 

25116 (64.0) 

367k45 

497i67 

128k33 

28.022.9 

67.6~3.8 

91.4k7.5 
18.Oi3.2 
15.8k4.3 

3.Ok4.2 

12.8t5.5 

1 

3.2~0.2 

3.1&0.5 

3.2kO.4 

&* t significantly different from controls; p 5 -05. 
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Tablt 7 

The Effects of 60539.02 on tht Morphological Devtlopment 
of Rat Pttuses (P,, Litttrs) 

Croup No. 
G0539.02, u&kg/day 

No. Fetuses/Litters 
No. Fetuses with Defects 
No. Fetuses with: 

No Blood in Heart’ 
Misshaped Cerebral Hemispheres 

No. Fetuses with Variations 
No. Fetuses with: 

Hydronephrosis 

No. Fetuses/Litters 
No. Fetuses with Defects 

No. Fetuses with Variations 
No. Fetuses with: 

Unossified Sterntbrat4 
Rib VariationsS 

1 2 3 
0 50 100 

Soft-Tissue Exaenination 

136119 126116 101/15 
0 1 73** 

0 0 73 
0 1 0 
1 8*2 2 

0 7* 2 

Skeletal Examination 

130118 116/16 103115 
0 0 0 

9s 1O1**3 94** 

94 98* 94** 
3 4 7 

1 
*Not a true morphological defect in tht usual stnst. 
2 * = significantly different foor controls; p 5 .OS by Fis.htrs Rxact Test. 
3 ** I significantly difftrtnt from controls; p s .Ol by FiBhtrs Exact Test. 
‘Includts all sterntbrae, but primarily consisted of unossifitd 5 and 6 

sttrntbrae. 
SIncludts suptrnumtrary and wavy ribs. 
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Ihe Effects of Oi1539.02 Amdnfstemd in tb Diet m the 

Bemtolqgy of &de ad Prqgmlt Faale Rats (praanyllr;e) 

8.92a.03 

l5.8@.2 

46.1jg.4 

51.8$0.7 

17.8jQ.2 

34.4&.4 

8.97g.S 

la24 

2.3g.l 

6dl&l2 

u.6@.2 

35.74.6 

59.W.6 

19.3g.2 

32.7&0.3 

6.55dI.3 

w@ 
3.18.1 

9.05&0.x2 

l5.8&0.2 

45.w.6 

50.&0.7 

17.cyO.2 

34.7g.5 

8.6310.4 

lc?2&31 

2.4&.2 

Felmle 

6.05&U 

11.619.3 

34.8jjI.8 

57.6gI.7 

19.2&Z 

33.24.5 

6.6M.4 

927*38 

2.3&l 

7.76&.B2 

9.4!&6m 

25.0&~ 

3l.ryl.pht* 

l2.Qto.5*n 

38.6!@.7* 

8.5ejtp.9 

2X&249- 

6.4&.7* 

FBIElle 

6.9&0.2tW3 

9.5$,&56n 

2&7*1.4* 

41.4&1.4* 

x3.8&.5- 

33.24.3 

6.34iO.4 

1073&46 

1.7&w+ 

+hlycnemaleadl3fm3lesweresacrific.dinGmup4; thirdatamtsbm. 

2signifiantly different frm carol; p 5 a. 

3sigdficalily different hn carol; p ,( .an. 
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Table9 

1 
0 

232.2ill.8 107&6.0 
M&U.6 17.2fi.8 
0.7&Ol o&&cm2 
6.6&l 6.&&l 
4.1&W 3.9&c% 
2.?&0.05 2.03gI.06 
1.68&.06 1.9&0.04 

ll7.1klO.6 93.k9.3 

155.3&42.9 x2.9&15.9 

93.Qt35.8 61.M.2 
93.7i5.1 95.223.3 
89.0&z 518148 

0.~.02 
l&o.3 
a.m.3 

n.c8&.14 
6.474.11) 

l66.ti9.6 

842y53 
79.4114.7 

o*lz$fJm? 
14ljg.5 
6.43jQ.2 
9.9!4M7 
4*Q$M9 

X20.&17.2 

67W9 

66.w.7 

2 
Y) 

Female 

221.7il5.4 107.ti3.9 
u.4;to.s 14.7&W2 
0.7&.Ol 0.6&*01 
6.7&l 5.sig.l 
4.2a.05 3.9&.09 
2.49@.05 1.95&0.05 
1.69&.crC 1.99&m 

l&.%9.7 69.2iS.P 

162.$$2.3 147.9&17.4 

67.1i9.9 45.2&3.1* 
86.k5.2 89.614.4 
%8&S 57l*71 

0.23io.m O.llj$Ml 
145so.3 142g.6 
7.324.3 5.27&m 

ll.w.18 9.W.P 
6.7oyo.23 3.49jJMe 

16MilO.8 68.2kl7.W 

9&W 52lg9 
8l.2d.2 55.319.4 

b am8sleandl3fieoaLssueresacrificedinGmup4; twrd2tarmtshln. 
2* I l$i@ifimtly diffe!reot fran an- p s .05. 
3 * I significantly differelt fmra antml; p 5 ml. 
4 * I sigkificmly diffexwnt fEwJ cammls; p s al. 

3 
100 

236.1216.3 
l5.1$0.5 
0.7&.01 
6.2&. 1M3 
4.1&.03 
2.x3&.- 
1.9q.asMrk 

107.7*7.5 

141.&11.9 

53.h7.3 
61.%2.6- 
60.1*5.3 

O.~.ae 
l&a3 
6.76jQ.3 

lO&O. 17 
7.17&m 

61.h9.W 

=is 
89.w.9 

llB.2i9.8 
l5.9g.7 
0.~.02 
6.Qro.2 
4.0#.1 
2.049.09 
1.9719.07 

86.7t10.2 

l35.7+_10.5 

41.1+3.1*4 
73.8+,3.6m 

0.11@.02 
141&S 
5.624.3, 

lO.@@.l8 
4.51&!8 

37.7227.W 
527&31 

48.0&.0 
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Table 10 

1 

0 

Male Peaale 

@ml (a al& (19) 
19.3&7 19&0.6 

3.8&0.07 2.40&.06 

0.92&.03 0.78&.05 

1.5gO.03 1.17&0.03 

3.64@.11 - 

0*162@.Ou 

2 3 
x) 100 

litde Fade 

6l&l5 (25) 493&Z (17) 

20.5&0.7 l0&0,5 

3.9l&O.oe 2.2&0.06 

0.84g.m 0.7%M5 

l.W.06 1.18gm5 

3.4Oghl.a - 

0.~.010 

3.17jjMI9 4.olp.07 3.35&.11 3.67@. 07* 

0.63&Ol 0.~.02 0.64&m 0.4&0.01 

O.rsl@.aM O.l62@.al9 O.~.W 0.161&X9 

0.252&o.ax 0.24sgmI5 

O.~.ol9 - 

o.o33&.aQ 

0.267@.010 0.24O&OlO 

me 

I* I signiucantly diffr?rent fnm tzantml; p 5 al. 
2* I si&nifiaml.y differart frau cm- p 5 *OS* 
3*+* IL &lifiwtly diffemnt fnm antmls; p 5 *an. 

592*11 (2s) 

118.210.7 

3.774.07’ 

l.aMhl5 

1.67&W2 

3.7&O.c8 
-m 

3.~.09 

0.64dI.01 

o.l8!&xm 

0.~.oos*2 

0.642&O.Ol4 

Farale 

Q&B (16) 

16.5&L Wz 

2.42jJI.Oe 

O*65@W2 

1.23&.06 

O.l61&Yll 

3.41g.mm3 

0.51#.Ol 

O.~.oar 
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‘pable 11 

Ihe Organ lkights and Oqpdody Veight Wick9 of NtmRqpmt 
Fen&e Rats /ihinistered CQS39XR in rhe Diet (immaq#i) 

1 2 
0 50 

374dl (6) ml9 (8) ’ 
32.95014 3.2*9&0.5 
2.20& 14 2.28@.12 
0.57jg.a6 0.52&04 
1.1&0.05 l.l7&m3 
O.lo&O.Ol O.ll~.ol 
3.47&m9 3.25&K 
0.59gm3 O.S7&.rn 
0.l.s1~.012 O.~.olO 
0.310&.012 0*297j#.Ol2 
o.oz8j#.al3 O.~.orrr 

3 
100 

37W (81 
32*2&O 
2.37&Z 
0.53&s 
1.~.09 
0. .Ol 
3.27@*10 
o.&o.m 
O.l43&Oll 
O.~.ol8 
oJlTz&o.oM 

4l 
xx) 

-10 w2) 
6.W.3 
2.40&.07 
l.@U*lf? 
2.w.oe 
0.067&01 
3.03gI.10 
l.~.W 
0.44~.cBo 
0.996&.043 
0.031&35 
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INTEBDEPAREMENTAL CORRESPONDENCE 

FROM: Operations Sect&m D&TE: September 9, 1985 

TO: G. A. Nolen R/L: 

SUBJECT: STUDY PI.ACEMENTAUTHORIZATION 

This is to authorize you to carry out the following study according to the 
attacheda Protocol. 

Notice: This study Is expected to be submitted to the following regulatory 
agency: FDA, EEC Agencies 61 Member Countries . The stipulations of 
the protocol are to be Implemented in complete conformance with Good 
Laboratory Practices Regulations (21 CFR, Part 58) for nonclinical 
laboratory studies. 

Test: Two-Generation Reproduction and Teratology 
Protocol No.: Special Protocol Dated 8/8/85 

Test Substance No.: 60539.02 
Physical Form: Powder 

Dot. Req. No: BYCR 0428 

Uatters involving the scientific aspects of the work can be handled directly 
with the Divisional Toxicologist. All unused samples ase to be returned to the 
Divisional Toxicologist at the following address: 

J. E. Weaver 
SWTC HB-2D37 
8-55-2430 

Complete both copies of the attached protocol by adding your study number and 
proposed start and completion dates. The Study Director should deffne the 
start and canpletion dates on the protocol and sign and date both copies. 
Retain one and return one copy to the BTF's Quality Assurance Unit. 

B. A. Derner 
Euman & Environmental Safety Division 

Attachments 

cc: Quality Assurance Unit 
J. E. Weaver 
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Protacol 

Two-Generation Reproduction and Teratology 

Sponsor: 

Testing Facility: 

Study Director: 

Divi atonal Toxi cologl st : 

Purpose: 

Justification for 
Selection of Teat System: 

Route of Administration 
of Teat Substance and 
Reason for Choice: 

Diet and/or Water 
Analysis required: 

Records to be Plainkined: 

Issue Date /a II / 
Divisional Request Document (DRD) Number BY CR0428 

Test Substance Identification Number (TSII) cO539.02 

Study Number fllrs 8rlcO 

The Procter Ilr Gzatble Ccmpany 
Clncinnat I, Ohio 

The Procter & Csmble Company 
Miami Valley Laboratories 
Biological Teat Facilltfes 
P.O. Box 39175 
Cincinnati, OH 45247 

G. A. Nolen 

J. E. Weaver 

To ssaess the reproductive and developmental 
toxicity of a substance administered continuously in 
the diet to two generations of rats. 

The rat has been used historically for such studies 
because of the short generaLYon time and large 
litter sixes. 

The test substance vi11 be administered ia the diet 
for practical purposes, and to mxlmize the system5c 
exposure. 

No diet or water analysis for contaminants till be 
requfred. Diet analysis for the test substance will 
be described later. 

All records that would be required to reconstruct 
the study and to demonstrate adherence to the 
protocol * 
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Test Substance : 
BIN: 

00539.02 

C&Of 

Vhitc 

Description 

Physical Form 

Powdtr 

Expiration Date 

7/29/85 

Storage Conditions: (Check One) 

[X] Room temperature [ 1 Refrigerator [ I Freezer E I Other 

Hazards : Check One) 

[ ] None known. Take ordinary precautions in handling. 

[Xl As Follows: May be eye and skin irritant. For eye contact, flush prompely 
and thoroughly with water. For skin contact, flush ti:th water. 

Special Instructions: (Check One) 

[ 1 None 

IX] As Follows: See diet preparation 

Animals : 

AcclimatiorMJuarantint: 

Ilnimal Care: 

Environmental Conditions: 

Animal Identification: 

Charles River* Sprague-Dauley CD. Ueanling (21-23 
days of age), litter-mates identified. Each group 
will consist of 25 females and. 25 makes. These 
animals will be designated FQ (First Parental 
Generation). Order 205 more animals than needed. 
Follow SOP G3 for receipt of animals. 

Animals will be placed In an animal room housing 
only this study and they will be acclimattd for a 
miniawn of 7 days before tht start of the study. 

Follow the approved standard operating prooedurts of 
the test facility. Sptcial inistructions for 
reproducing animals till be given in lattr sections. 

Follow standard operating procedures of the test 
facility, with special attention to the lighting 
cycle. 

All animals will be ear-tagged tith Hone1 tags 
bearing unique a-bars. Color-coded cage cards 
identlfylng the study animal, and TSM nunbers and 
the concentration of the test substance in the diet 
will bt used. 
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Caging: 

Grcup Assignment: 

Diet Preparation: 

Diet Analysis: 

During the growth phasea of the study, and between 
mtings, all anlmls wlll be housed in lndivldual 
stainless steel cage8 with raised wire floors. 
During the mtlng, gestation, and lactation phases, 
the animals will be transferred to larger breeding 
cages of the aama type. See the section on 
lactation for special Instructions for nesting. 

After the accllmtlon period, the rats will be 
weighed and distributed into four (4) groups 
according to SOP G4 or a corputerlzed equivalent, 
each containing 25 females and 25 mles. The excess 
animals will then be discarded, 

The basal diet will be gromd certified Purlna 
Laboratory Chow 5002, and wltl be obtained at about 
two+aonth intervals. The test diets will be 
prepared on an as-needed basis, ranging from seml- 
weekly to biweekly as the stay progresses In each 
generation. The test substance will be mixed 
Into the basal diet at levels to deliver doses of 
0, 50, 100, or 300 mg/kg/day and separate diets will 
be made for each sex. The concentration of the test 
substance In the diet uill be determined by the 
average feed consumption durlng the preceding week 
and the last weekly body night. Prior to mixing 
the test substance In the basal diet, it will be 
sifted throu@ -20 mesh screen. All diet prepar- 
ation data wlll be recorded llncludlng the lot 
numbers of the Chow on form HF=-300. All diets will 
be stored in air-tight plastte containers and be 
kept In a refrigerator until fed. Each diet 
container will be ldentlfled with a label contaln- 
lng study no., grasp no., diet no., date made and 
study director’s nxaae, etc. and a tape of the 
appropriate color. The animl feed Jars will be 
filled weekly and at any other times, as needed, to 
insure g llbltua consumption. The feed jars will 
be cleaned waekly, discardfag any diet rePlining at 
the end of each week. 

Prior to the beginning of the study, 8 batch of each 
diet will be mde with the appropriate levels of 
test substance to deliver the targeted dosages in 
young rats. Three (3). 100 g samples will be tgken 
frcm the top, middle, and bottaaP of the mlxlrig pot 
for homogenel ty and stability tests by the sponsor 
(operating dlvl alon). At ea+h aubsquent mixing, a 
single 100 g sample will be taken at random from 
each diet to be analyxed for teat substance to 
determine that the doaas are within +10x of the 
targeted levels. 
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General Design: 

Animal Growth: 

The design of the study is a tuo-gwwation rtproduc- 
tion and terrtogtnic study. Vernllng rats (Fo) 
will be obtained and started on the study rt about 
28-30 days of age. After Y 9‘bday growth-to-sexual 
maturity period, the rnimals till be arted on a ont- 
to-one basis. This rating will product the FlA 
animals during the reproduction phase. some of 
these animals vi11 be rctalned as the second 
generation parent animals. The F. rmiomls will be 
mated again, and will be s8crificed on day 20 of 
gestation for the teratoiogical evaluation of the 
fetuses (Fib). Twenty-five animals of each sex per 
group will be selected to continue the study thrtt 
days after being weaned. These rats will be treated 
during the growth, reproduction, and teratology 
periods as described for the first generation, 
except that the F A rats will be sacrificed at 
weaning, unless t e results dictate otheruise. The if 
following chart illustrates the abovt. 

FO I : 
FlA FlB 

I I 
FL 

I 
FL3 

he rats will be weighed weekly throughout the 
study, as well as at other times specified later. 
The feed consueptioh records will also be calculated 
on a weekly basis, and from these data a feed 
efficiency (weight gain + feed eaten x100) 
calculated, Both weekly and cummulotive records 
will be maintained for these three parameters. A 
viability check of all animals will be performed 
daily, noting any pathological conditions (SOP, 
G5). This will be docmtnted $n the notebook. 
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Reproduction: After the ccaplction of each growth phase, the rats 
will be transferred into mating cages, and vaginal 
smearing will commence with the pregnancies being 
determined as outlined in SOP PT-4. A vaginal 
smear showing sperlp will indicate day 0 of 
pregnancy. During mating, the feed consumed by the 
mating pair will be measured, md the average of the 
two will be recorded as that pair’s individual feed 
consumption. Additional weighiags of the feed cups 
will be done on days 0 and 20 of pregnancy, so that 
the consunption during gestation cah be calculated. 
The dam will be weighed on days 0 and 20 of 
gestation also. These and the subsequent 
reproduction-lactation data will be recorded on 
form im-100. About day 16 or 17 of gestation, the 
dam will be furnished a cage liner and shredded 
paper to make a nest. From this time until the 
birth of the litters, the dims should be inspected 
at least two times per day for births, abortions, or 
pathology. The date of birth, and the nuubers born, 
including dead or abnormal pups, will be recorded, 
as well as the weight of the live litters and the 
dam. The day of birth will be postnatal day 1. On 
day 4, the pups will be weighed individually, their 
sex will be determined, and any litter containing 
more than eight (8) pups will be reduced to that 
number with an equal sex distribution. At that time 
they will be assigned eartag wnbers, with a number 
which begins with the letter ‘A, These tags will be 
affixed later. The pups will be temporarily 
identified by tail tattoo during the lactation 
period . The pups will be weighed again on days 8, 
15, and 22 (weaning). The da till also be weighed 
on day 22. The feed cups will be weighed on days 1 
and 22 in addition to the other weighings to 
calculate a feed conmaption during lactation. 
Viability (S of animals born alive surviving to day 
4) and lactation (S alive on day 4 surviving to 
weaning) indices till be calculated for each dam, as 
well as gestation length, end weight changes during 
gestation and lactation. 

After the FlA pups are y~aned, they will be ear- 
tagged with the appropriate &mber set aside for 
them at birth, and transferred to a cage as a 
litter, and remain there until day 29. Then they 
will be weighed, and 25 rats of cacb sex will be 
randomly selected from each group to continue the 
study into the second generation. See SOP, AT-3. 
The remaining pups will be discarded. Tha foregoing 
procedures will be repeated ia the second gener- 
ation, except that the F2A pups will be sacrificed 
at weaning, unless circuastames dictate other 
actions, or a continuation of the study. 
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Teratology: 

Necropsy: 

During the gestation and lactation periods the cages 
and racks will not be cleaned biweekly, as stated in 
the facility SOPqs, to minimi;r+ the disturbance to 
the animals. 

The dams will be rested for 10 days following the 
weaning of their first-born litters, and then will 
be remakd, with the pregnancies, determined as 
outlined btforr, to produce the FlB litters, in the 
first generation and the F2B litters in the second 
gtntrrtion. Again, the dams till bt weighed and 
additfoaal weighings of feed cups will be done on 
days 0 and 20 of gestation. 

he daras should be inspected tuice daily for 
abortions or other problems, but no nesting 
materials vi11 be furnished. On day 20 of 
gestation, the dams will be sacrificed by excessive 
ethyl ether, and the teratological parameters will 
be assessed as outlined in SOP, RT-6, recording the 
data on form RTF-200. &e-half of each litter, 
randomly selected, will be cleared and stained with 
alizarin Red S for skeletal examiaations (SOP, RT- 
7). and the other half will be fixed in Bouins’ 
solution and examined for soft-tissue defects after 
razor-blade sectioning (SOP, RT-8). 

As the dams are sacrificed during the teratology 
phases, they will be grossly examined for Internal 
pathology under the supervision of the pathologist 
or his designate. The males will be sacrificed at a 
comparable time and necropsied, as described for the 
females, All ntcropsits will follow the SOP’s of 
the Pathobiology unit except that in the pregnant 
females, the uteri and ovaries will be removed at 
the beginning and subJected to the teratological 
txzminations prior to fixotim acoording to 
Teratology SOP’s. All animals will be weighed just 
prior to sacrifice, and blood .uill be obtained from 
the posttrior vena cava immediately after the 
aniaal is opened, for 8 standard hasogram (CBC) , 
including white blood cell count (WC), red blood 
call count (RBC), htmoglobia CHCBI, hematocrit 
(HCT), man corpuscular volma (mov), mean 
corpuscultr hemoglobin (m&O, man corpuscular 
hoglobin concentration (me&c) tnd UBC differential. 
Strrrm cbamistries will be doat rcoording to the 
clinical chtmistry SOP*s and till include glucose, 
BUN, creatinine, cholesterol, trig1 yctr ides, 
alkaline phosphatast, SGOI, SGPT, albuarin, total 
protein, CA, P, It, Iia and Ft. 
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The tissues or ordans listed in Appendix A will bt 
removed, fixed in 10% neutral, bufftrtd formalfn, 
sectioned, stained with haemstqxylin-eosin and 
examined by a Certified Veterinary Pathologist for 
histopathology. fhe heart, liver, spleen, kidneys, 
testes, and ovaries wi11 be trimmed of fat and 
connective tissue, and weighed prior to fixation. 

Dead/Horibund Animals: Animals found dead or moribund will be ntcropsied. 
Unless putrescent (as determined by the prosector or 
pathologist) the tissues listed in Appendix A will 
be taken and processed for hlstopathology. If a 
necropsy cannot be’ performed vithin 60 minutes after 
being found, the animal will be opened head to 
anus and placed In 10% neutral bufftrtd formalin and 
necropsied within 72 hours. Ho blood or organ 
weights will be taken. 

Statistical Analyses: The continuous data will be analyzed by the Analysis 
of Variance. Provided the Bartlett’s test for 
homogeneity of variance is not significant, treated 
groups will be compared to the contra1 group by the 
least significant difference test. If Bartlett’s 
test is significant, the comparison will be made by 
Wilcoxon’s rank sum test. The non-parametric data, 
i.e., number of dams pregnant, number of pups 
deformed, will be analyzed by CM-square 
techniques. See Snedecor and Coehran, Statistical 
Methods, 6th Edition, Iowa llniv.ersity Press, 1967. 

Protocol Changes: 

. Report: 

If it becomes necessary to chahge the approved 
pro toe01 , verbal agreement should be made between 
the Study Director and the Divisional Toxicologist 
(Sponsor 1. As soon as practical, the change should 
be written, signed by the tvo parties, and added to 
the protocol as an amendment. 

fire report will include the dates of the initiation 
and completion of the study, and 
1. Growth, fed consmption and fetd efficiencies 

for the first 91 days, and for tht total elapsed 
timt in each generation. 

2. Body weight changes, feed intake, and test 
substance intake during gestation and lactation 
in each generation. 

3. Reproductive characteristics of number pregnant, 
gestation length, nunbets born, mmbtr and 
indicts of pups surviving tx, days 4 and 22, and 
weights of pups at the different intervals. 
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4. Ttratological characteristica of number pregnant, 
the number of corps luter, implants, resorp- 
tions, and fetuses; the fetal weights and the 
number and descriptions of the abnoremlit~cs. 

5. Results of necropsles, hewgrams, cllnlcal 
chemistries, hlstopathologfcal examinations, and 
organ weights and organ/body weight ratios. 

6. All elements required by GLP’s. 

Retention of Specimens: All wet tissues, blocks, slides, fetal skeletons, 
and fetal slices will be placed In the Test Facility 
Archives and be retained according to the Standard 
Operating Procedures of the Test Facility. 

Proposed Starting Date: 

Proposed CaPplttion Date: 
Defined as 

Study Director: 
Date: 

Divisional Toxicologist: 

Date: 

cost: 

to *zE-qw-= 
‘J \ 

$194,912.00 
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STANDARD COMPLETE TISSUE COLLfCTION LIST (RATS) 

STUDY I: . 

HEART 
AORTA, thorrcic 

TONGUE 
TRACHEA, ESOPHAGUS, THYROID (petsthyroid 

if included in plane of section) 
SUBMANDXBULAR LYHPH NODE 

ILEOCECAL LYMPH NODE 
STOXACH (forestomach, fundic, pyloric region) 
SUBMANDIBULAR SALIVARY GLAND 

DUODENUM 
JEJUNUH 
ILEUX 
CECW 
COLON 
Pi~Tci ti 

URINARY BLADDER 
KIDNEY (longitudinal section of left, cross 

section of right: sim118r rrectiona for 
save) 

-HALE 
TESTICLE witn EPIDIDYIIIS 
PROSTATE 
S&xIMAL VESICLE 

7 

ADRENAL 
THYWS 
PSOAS WSCLE 
SPLEEN 
PANCREAS 

BONE/WRROV (femur) 
SKIN (ingulnsl manmary gland region including 

aamary tissue if visible) 

-_- 

BRAIN 
THORACOLUHBAR SPINAL CORD 
SCIATIC NERVE 
PITUITARY 

EYES 
U 

12 
SAVE JAR Paired argons (save right & 

process left except ktdney) 

Unpaimd ‘organs (duplicate save 
md process muples , with 
exocptdoa of pituitary) 

1983 

CllART 
UTERUS horns) 
VAGINA 



IRTtRDtPARttfRRtAL CORRSSPORDLNCB 

FROM: G. A. Nolua DATE: February 13, 19fj6 

TO: Study File R/L: Non-discretionary 

SUBJECT : PROTOCOL AKENDMENT TO ATTENTION: 
STUDY 885-0460 

The females fed 300 mgikgfday of GO539.02 are not sxhlbfting a normal extrous 
cycle after 18 days of vaginal smearing. Only two of the 21 remaining females +*.*, 
have been sperm positive, and presumably pregnant. Therefore, it is deemed 
advisable to sacrifice these fumales and the two remaining living males for 
clinical chemistry and histopathologye 

The details of the sacrifices, necropsies, hematology, clinical chemistry, aad 
histopatbology will be as listed fn the protocol. The animals will be sacri- 
ficed on February 19, 1986. 

Divisional Toxicologist Study Director 

GANIC2: cv 



XITURDRPARTHRNTAL CORRESPORDBNCE 

PROM: G. A. Nolea DATE: February 20, 1986 

TO: Study Pile R/L: Non-discretionary 

SUBJECT: PROTOCOL rlLc[EwMIEwTTo ATTENTSONt 
STUD? 885-0460 

Tbe aecropsy procedure should follow the SOP's of the Test Pacillty or those of 
BPL, a contract faclllty. 

In addition to the procedures indicated in 
and a reticulocyte count will be added at the 

the protocol, bone marrow smears, 

dose animals on February 19, 1986, and at all 
nacropsi,es of the remaining high- 
subsequent necropsits . 

0. A. Wolea 
Study Director 

GANIC7: cw 



INTERDEPARTMENTAL CORRESPONDENCE 

fltoM a. A. Rolen OATE l/22/86 

TO The Record UETENTION LIMIT Until Superseded 

SUUECI PROTCCOL Ammmwr To ,cTUDT 885-0460 ATTENTION 

The mlsa fed 300 Rg&g/day of GOS39.02 have exhibited a greater response than 
lndlcatad in the range-finding study, tith 15125 of tbaa dying during 12 weeks 
of the 13.week growth period (2125 of the females died during the same period 1. 
Moreover, the mles grew only abort half as much as the controls, while the 
females grew at about 80% of controls. 

Since the primary questions of this study are the effects of GO539.02 on female 
reproduction and teratogenicity, these females will be naated with a group of 
untreated stock males for the Flh and FIR pregnancies. To do thi$, they 
will be roved into a separate r’oo8 (L-w, ao that the other animals in the 
study will not be exposed to the separate batch of stock males. These females 
will remin In the separate room until sacrificed, at the same time as the 
other F rats. Any of the males receiving the high dose will remain in the 
roca or gins119 assigned, P and unless their condition wm-anta early sacrifice, 
will continue on treatment, and be sacrificed along with the other F rats. 
Uhere possible, they will be subJected to the same aecropsy and patho ogical P 
procedures as the other rats. 

The atoek males will be utilized only for breeding purposes. Their ear tag 
numbera and body weights will be recorded at the tfme of each mating. If ter 
the matlnp are accomplished they vi11 be returned to the stock pool. However, 
the same males will be used for both the F1A and FIR satlngs. 

After the PI A pupa are weaned, at the tima of the aelection of the pups for 
the second generation breeders, an extra group of 25 lales and 25 females will 
be randomly selected from the control pupa. This extra group till be placed on 
a diet containing 200 mghq/dap of GoS39.02 aa the sew hi&h dose during the 
second generation . Otbemlse, these aniala will be bamdled in the same manner 
as the other grcupa, as specified in the protocol. 

Study Director 

aio~f Toxlcologi at 
GARREC/SU 

cc: 8. A. Darner 
QAU 
R. A. JIlafeson 



XRTBRDBPARTMBRTAL CORRBSPORDBPCE 

PROM: C. A. Nolen DIITE: March 11, 1986. 

TO: Study File R/L: Non-dfscretioqary 

SUBJECT: PROTOCOL AHENDHERT TO ATTENTION: 
STUDY B85-0460 

Since GO539.02 was lethal to most of the parent animals at a dose of 300 mg/ka/ 
day p and some toxicity has appeared at the 100 mg/kgiday dose in the first 
reproductive phase, the third dose to be added to the second generation of the 
study will be 25 mg/kgJday. The animals for this group will be selected from 
the untreated control group during the scheduled selection process for choosing 
second generation parent animals from FIA litters. 

, . 

a 
*+zu &- FT.& 

g , 
3. )t Yearer 

Divisional Toxicologist 

GANIC3: cu 



IYTBRDEPARTWENTAL CORRBSPQHDBICB 

PROM: G. A. Nolen DATE : March 25, 1986 

TO: Study File R/L: Ron-discretionary 

SUBJECT : ABORTION OF B85-0460 ATTENTION : 

This study will be ended with the completion of the tcntological phase (FIB) 
of the first generation, because of the low number of survivors in the 100 zn~/ 
kg/day group at weaning. 

All of the FAA offspring, except the controls, will be sacrificed on March 
25, 1986. The control pupa will be tranaferred to another study. 

Additional teats to be added at the necropay of the first generation parent 
animals are: 

1. Examine all bone marrow sections for stainable iron. 

2. Determine iron binding capacity and/or tranaferrin leveb in serum. 

3. Total and direct bilirubin in the serum. 

4. Measurement of the serum vitamin El2 and folic acid levels in 5 rats of 
each sex from each group, randomly selected at necropay. 

Study Director 

GANIC6: cu 

ional Toxicologist 

cc: J. P. Pouera 
c. L. Slough 



Two Generation Rcproductioa and Terrtohg 

Protocol Addendum For BYCXO428 

Study No. : B85-0460 
TSIN: 60539.02 

Effective April 15, 1987, Dr. Kenneth L. Hintte replaced Dr. 3ames E. Ucavtr as 
the sponsor’s dlvfsioa toxicologist. This reflects a change in personnel job 
responslbilfties and does not effect the Integrity of the study. 

N/M A~~? 
K. L. Elntzt, Ph.D., D.A.B.T. Date 



Appendix 2 - Clinical and Anatomical Pathology 



INTERDEPARTMENTAL CORRESPONDENCE 

RCKI: K. A. Stitzel, C, L. Hudson, Date : my 20, 1987 
D. L. Rothacker 

To: G. A. Nolen R/L: Non:Discretionary 

Subject: Pathology Report for Study 885-0460, 
DRD BYCR-0428, TSIN G0539.02 

CONCLUSIONS 

ORGAN AND BODY WEIGHT ANALYSIS 

Statistical analysis of whole body, heart, liver, spleen, kidney, testis, and 
ovary weights recorded at nexopsy showed significantly in&eased absolute and 
relative heart weights for Group 3 males as canpared to controls. Linear 
regression suggested this increase to be a dose related trend. A similar 
increase in relative heart weights for Group 3 females was noted. The absolute 
and relative spleen and liver weights for Group 3 females were decreased 
cunpared to controls. Group 2 male relative spleen weights were statistically 
significantly decreased. The increased heart weight may be secondary to 
anania. 

Group 4 organ and body weights were not statistically analyzed due to the high 
mortality rate and rescheduled early terminal sacrifice. However, the average 
body weight of Group 4 was less than could be expected for rats of this age and 
this dezsase ultimately affected the absolute and relative organ weights for 
the grcl,p. 

Biologically significant changes in the other organs were not noted. 

CLINICAL PATHOLOGY 

In Groups 3 and 4, anemia, compatible with iron deficiency, was indicated by 
depressed red cell parameters; hypochranic and microcytic red cells noted 
microscopically, and depressed serum iron values. The anemia was severe and 
life threatening in the surviving Group 4 animals, and in sac Group 3 males. 
These effects appeared to be related to test substance administration. 

Decreases in serm iron were seen in all pregnant females, including Croup 2, 
but not in the Croup 2 males or Group 2 and 3 non-pregnant females. This 
effect appeared to be test substance related. Other changes in clinical 
chsmistry values were secondary to the anemia seen in the test groups. 

Macroscopically, treatment related observations were noted in Croup 3 and 4 
males and fenales. Alterations noted were heart enlargement, splenic 
enlargement, tan feces, and pale tissues in Croup 4 indicative of anemia. 
Twenty-three males and twelve females died on study in Group 4. 

Microscopically, bone marrow hypercellularity, decreased hemosiderin in the 
spleen, hyperceflular splenic red pulp, and inflamnation of the stanach and 
intestinal tract were treatment related alterations in Groups 3 and 4. Changes 
in Croup 4 were histopathologically more severe than in Croup 3. 



-2- 1385-8460 

INTRODUCTION 

Dhe hundred male and one hundred fmale rats were divided into four groups to 
assess the reproductive and developmental toxicity of the test substance 
(G0539.02, octopirox) administer& continuously in the diet. 

MATERUGS AND METHODS 

EXPERIMENTAL MODEL 

Refer to the report submitted by Experimental Pathology Laboratories, Inc. 
(Anatanic Pathology Appendix I) for a description of expertihtal design and 
animal group assigment. 

ORGAN AND BODY WEXHT ANALYSIS_ 

Refer to the report suhnitted by E%perimental Pathology Laboratories, Inc. 
(Anatanic Pathology Appendix I). 

CLINICAL PATHOLOGY 

Blood for hematology and chmistry determinations was collected at necropsy 
fran the posterior vena cava into tubes containing an appropriate amount of 
MTA anticoagulant for hmatology determinations and serum separator tubes for 
chemistry detexminaticns. Hematology and chemistry determinations were 
perfomed at the Clinical. Pathology Laboratory (MV’L) . Serum iron, folic acid 
and Vitamin B12 analyses were performed on selected animals at Vet-Path Labs, 
Kensington, MD. 

Parameters 

wnato1ogy 

White blood cell count (WBC) 
Red blood cell count (EK) 
Hmoglobin (HGB) 
Hematocrit (HCT) 
Mean corpuscular volme (KV) 
man corpuscular hmoglobin (MCH) 
Mean corpuscular hemoglobin concentration (MCHC) 
Platelet count 
Differential leukocyte count 
Reticulocyte count (REZIC) 

Chemistry 

Albunin (AEB) 
Alkaline Phosphatase (AM) 
Blood Urea Nitrogen (BUN) 
Albunin/(;lobulin Patio (A/G) 
Calciun (CA) 
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Cholesterol (CHOL) 
Creatinine (CREAT) 
Globulin (GLOB) 
Glucose (GLUC) 
Phosphorus (PHOS) 
Potassiun (K) 
Aspartate Amino Transferase (AST/SGOT) 
Alanine Amino Transferase (ALT/SGET) 
Sodium (NA) 
Total Bilirubin (TBILI) 
Direct Bilirubin (DBILI) 
Total Protein (TP) 
Triglycerides (TG) 
Iron (Fe) 
Vitamin 812 
Folic Acid 

Hmatology and chmistry results were statistically analyzed by R. D. Bruce and 
P. J. Sprong using Procter and Gamble Canputer Program #88944. All test groups 
were canpared to the Vehicle Control Group 1. In addition, linear regression 
was applied to groups 1, 2, and 3. 

All statistical tests were conducted at a 5%, two-sided risk level. Data fran 
the Clinical Pathology testing and statistical analyses were further evaluated 
by K. A. Stitzel, D.V.M., and C. L. Hudson. 

ANATOMIC PATHOLOGY 

Refer to the report s&mitt& by Experimental Pathology Laboratories, Inc. 
(Anatanic Pathology Appendix I). 

RESULTS 

ORGAN AND BODY WEICiHT ANALYSIS 

Refer to the report suhnitted by Experimental Pathology Laboratories, Inc. 
(Anatanic Pathology Appendix I). 

CLINICAL PATHOLOGY 

Suunaries of the hematology and chemistry statistical analyses are given in 
Clinical Pathology Tables 1 and 2 respectively. Tables of the hematology and 
chemistry data are given in Clinical Pathology Appendices f, II, and III, 
respectively. Data fran the study are located in notebooks YE-857 and 961 in 
the Clinical Pathology Laboratory. 

Several linear regression values have a n?n next to the value; this indicates a 
lack of fit. Although statistically significant, the results do not fit a dose 
response and are not considered in the following discussion, 
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The study had three test groups: Group 2 was the low dose 50 a&kg; Group 3 was 
the mid dose 100 mg/kg; Group 4 was the high dose 300 w/kg. group 4 animals 
began dying during the study and the remaining male and thirteen females in' 
Group 4 were necropsied early. For this reason the data from Group 4 was not 
included in the statistical analyses. Pregnant and non-pregnant females were 
analyzed separately. 

Several results are marked missing (-Me) on the individual data forms even 
though results were generated. These include: Group 2 male $2650 iron = 231 
mcg/dl, Group 1 male #2620 globulin = 2.6 gm/dl and A/G ratio = 1.57 and Group 
2 female 12752 total bilirubin = 0.1. These results were not included in the 
statistical analysis because they were not entered into the carnputer 
inadvertantly. ‘Ihis does not carpranise statistical results. Values were 
manually entered on individual result data forms beside the -M- notation. 
Other missing (-M-) results include: Group 3 male # 2649 A$T and ALT -- results 
were not acceptable; Group 1 male #2608, Group 2 male $2606 and Group 2 female 
12778 have no hematology results due to clotted samples. 

Direct bilirubin was discontinued after results were found. to be almost 
entirely negative nmbers. Negative results occur because of the slight 
instrunent variation around zero but are not accepted by, the canputer. Thus, 
samples were all negative for direct bilirubin. The lack of this data does not 
effect the interpretation of the study. 

Iron binding capacity or transferrin requested in the Study Director's memo 
dated 3/25/86 inadvertantly was not performed on these specimens. These 
results would have helped confirm the iron deficiency but the reduced MCV, 
hemoglobin, and serum iron values are very good evidence that iron deficiency 
was the cause of the anemia. 

The effect of test substance administration was the development of a microcytic 
anemia. We have subsequently shown that the ELT-8/ds does; not accurately 
entznerate red blood cells and platelets when the red cell volume drops much 
belaw 50 fl. For this reason the RBC, HCT, XHI MCHC and platelet values for 
the severely anemic animals are sanewhat incorrect. Because of the severity of 
the anemia, this inaccuracy does not interfere with the interpretation of the 
study results. 

For the pregnant females, changes fran the control Group 1 were moderate for 
Group 3. done of the Group 4 prqmnt females survived to sacrfice, so no data 
on these animals was available. In the females statistically significant 
differences were as follows: 

1. Wnoglobin ti hematocrit were depressed for mid dose Group 3. Group 3 RX 
was slightly but statistically elevated. The elevated value appears to be 
in attempted response to the anemia. The red blood cells in Group 3 were 
hypochranic and microcytic, therefore even with slightly increased nunbers 
of cells, the hmatocrit and hemoglobin levels were still depressed. The 
average control value for RE3Cs was 6.008 x 106/ul cmpared to 6.900 for 
Group 3. The average control HGB was 11.59 gm/dl c-red to 9.52 for 
Group 3. The average control HCT was 35.68% canpared to 28.69% for 
Group 3. 
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2. ?Jcv and MM mre depressed for Group 3. The average XV was 59.3 fl for 
the controls and 41.4 for Group 3. The average MLX was 19*32 pg for the 
controls and 13.75 for Group 3. 

3. Reticulocytes were depressed in Groups 2 and 3 and the linear regression 
was statistically significant. The differences were very small and the 
individual values were similar to the controls. Thus, these results were 
considered fortuitous. 

For the males, statistically significant changes fran control Group 1 occurred 
only in the mid dose Group 3. The one surviving male in Group 4 was alS0 
anemic. Alterations were similar to those for Group 3 females but of greater 
intensity. Statistical significance was noted for the following: 

1. RE, HGB and HCT were all depressed in Group 3. The average RBC value for 
the controls was 8.916 x 106/ul canpared to 7.764 for Group 3. The 
average Ha for the controls was 15.81 gm/dl ccmpared to 9.37 for Group 3. 
The average HCT for the controls was 46.13% canpared to 2S.00% for Group 3. 

2. tCV and XH were depressed and MCHC was elevated for Gsoup 3. The average 
Mcv for controls was 51.8 fl canpared to 31.4 for Group 3. The average KH 
for the controls was 17.75 pg compared to 11.96 for Group 3. The average 
ZCHC for the controls was 34.42% canpared to 38.56% for Group 3. The 
accuracy of the FCH ad MCHC must be questioned beCause the electronic cell 
counter had problems differentiating microcytic re5 cells fran platelets. 

3. Platelets and reticulocytes were elevated for Group 3, The average 
platelet value for the controls was 1003.0 x l83/ul campared to 2124.1 

. for Group 3. Platelet values may be elevated in iron deficiency anemia. 
In addition, the hematology instrument counted the very microcytic red 
cells as platelets, artificially elevating the platelet nmber. The 
average reticulocyte count for the controls was 2.32 % canpared to 6.38 for 
Group 3. 

Because of these small group sizes the statistical tests 8n the non-pregnant 
female data were not as sensitive. Group 4 results were not included in the 
statistical evaluation because they were sacrificed early, In Group 4 the 
surviving non-pregnant females were extrananly anmic, and a&a was probably 
the cause of death in the animgls which died during the study. The anemia was 
microcyticandhypocbranic. 

Platelet counts were elevated for Group 4, but this finding was not confirmed 
by examination of the blood smears. The spurious increase tray have been caused 
by the hematology instrutmnt counting very microqtic red cells as platelets, 
artificially elevating the platelet nmbex. 

In the non-pregnant females statistical significance was noted for the 
following: 

1. HGB, and HCT were decreased in Group 3 when canpared Lo Group 1, HGB 14 q 45 
gWd1 for Group 1 and 13.02 for Group 3, HCT 44.50% for Group 1 and 39.00% 
for Group 3. The RBC was slightly but statistically elevated when Group 3 
was canpared to Group 1 and the linear regression was significant, RX 
7.488 for Group 1 and 8,005 for Group 3. 
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2. Mcv and PCH were both depressed in Group 3 ccmpared to Group 1, KV 59.7 ff 
for Group 1 and 49.1 for Group 3, !CH 19.33 pg for Group 1 and 16.38 for 
Group 3. 

CHEMSTRY 

Except for iron parameters , 
secondary totheanemia. 

changes that occurxed in chemistry values were 
Since these changes are secondary, the values are not 

included in this narrative, all the values are listed in Table 2. 

Direct bilirubin results generated were zero or negative nmbers. Since these 
numbers are meaningless for statistical purposes ahd clinically unimportant, 
the analyses were discontinued. Serum iron, folic acid and Vitamin 812 were 
performed on selected specimens only. 

Statistically significant alterations of clinical chtrnistry values for the 
pregnant ftiles-were as follows: 

1. Serum iron values 
linear regression 

were statistically decreased in Groups 2 and 3, and the 
was significant. The group averages were 120.5 mg/dl for 

Group 1, 68.2 for Group 2, and 37.7 for Group 3. 

2. Potassium values were decreased for Groups 2 and 3 canpared to Group 1. 
All values for both groups were within the range of the control group. It 
is not clear if the slight decrease in the means was secordal:y to test 
substance administration or the result of biological variation. 

3, ALT was decreased in Group 2 and 3 and the linear regression was 
significant. 

4. Triglyceride and cholesterol values were decreased for Group 3 females. 
For choleterol the linear regression was also significant. 

5. BUN and alkaline phosphatase were decreased for Group 2 females. Small 
decreases in these values, as seen here, are not considered toxicologically 
significant. These results are most likely due to bioEogica1 variation, 

The following statistically significant differences were reported for the 
males: 

1. Serun iron values were statistically decreased for Gxoup 3. Average group 
serum iron values were 166.6 mcg/dl for Group 1, 164.8 for Group 2, and 
61.8 for Group 3. 

2. lbtal protein, globulin, and cholesterol were decreased in Group 3 and the 
linear regression was significant for cholesterol. 

3. A/G ratio and phosphorus were elevated for Group ,3 males and the linear 
regression was significant for phosporus. 

4. One control’animal, 12699, bad elevated AST and ALT values, 

For non-pregnant females no statistically significant differences were 
reported. 
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* ANAMIC PATHOLOGY 

Refer to the report submitted by Experimental Pathology Laboratories, Inc. 
(Anatanic Pathology Appendix I). 

DISCUSSION 

WGAN AND BODY WEIGH' ANALYSIS 

Refer to the report submitted by Experimental Pathology Laboratories, IKE. 
(Anatanic Pathology Appendix I). 

CLINICAL PATHOLEY 

The 50 mg/kg dose Group 2 had no statistically significant changes in the 
hanogrZKIl. However the serum iron values for #is group were low when canpared 
with the controls. The test substance appeared to have an affect on serun iron 
levels, thus Group 2 cannot be considered a no-effect level for the pregnant 
females. 

The primary effect of test substance administration seemed to be the 
developnent of anemia. The n&r of red cells and the hemoglobin levels both 
decreased moderately in Group 3 and severely in Group 4. At the time of 
sacrifice most of the animals in Group 4 had died, thus only the more resistant 
survivors remained. The anemia present in the survivors was life threatening 
ard anemia must be considered strongly as the cause of death in the other Group 
4 animals even though hematology examination was not preformed. 

The anemia was microcytic and hypochranic , classic evidence for an iron 
deficiency anemia. This diagnosis is supported by the very low serum iron 
values. The serum iron values are somewhat higher in the Group 4 animals, 
however these animals were sacrificed early and may not have had time to becane 
as iron depleted as the Group 3 animals. Also only the few surviving Group 4 
animals were available for evaluation, this may have resulted in selection of 
the most resistant subpopulation. Vitamin B12 and folic acid levels were 
measured in a select group of rats, no differences between the groups were 
seen. 

Besides the decrease in serun iron, the changes in serun chemistry parameters 
were the result of metabolic alterations occurring secondarily to anemia and 
resultant tissue anoxia. 
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Final mention should be made of the non-pregnant females. Although there were / fewer animals in these groups, it appears they were not affected by test 
substance administration to the same extent a5 either the pregnant females oi 
the males. 

ANATOMIC PATHOLOGY 

Refer to the report suknitt& by Experimental Pathology Laboratories, Inc. 
(Anatanic Pathology Appendix I). 

CkNICAL PATHOLOGIST REVIEWING ARWXIC PATHOLOGIST 
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110.2 
46.3 

(I 

SS.9 
29.6 

6 

Qaow2 
F 

l60.4 
11.1 

0.41: 

QaouP3 
F 

194.0 
23.9 

O.?@i 

w.30 
0.64 

0.14: 

te. 16 
0.91 

6 
l.aoD 

0.99 
0.02 

0.22: 

0.91 
0.02 

0.66X 

9.40 0.09 
0.13 0.20 

e 6 
0.662 0.262 

4.64 6.20 
0.06 0.14 

0.66: 0.46: 

2.56 2.89 
0.011 0. If 

0 6 
0.262 0.461 

1 .I)66 
o.o!Io 

6 
0.05s 

t .642 
0.066 

0.26: 

67.0 
8 m.3 

6 
0.491 

62.8 
92.3 

0.41: 

262.0 2st.o 
44.3 96.6 

0.1s’: 0.4,: 

112.2 139.9 
21.5 23.9 

6 6 
0.593 0,262 

4/12/19 

, 

OfWR TESTS PRO8 
LINEAR dEGRESStDN 0.773 

htNEAR REGRESSION 0.692 

LtNEAR REGRESStON 0.313 

LXNEAR REQRESSION O.OGS 

LtNEAR REGRESStON 0.053 

LINEAR REGRESSION 0.276 

LINEAR REGRESSION 0.766 

LINEAR REORESSIQN 0.636 

LXNEAR REGRESSION 0.244 

LtNEAR REGRESSION 0.294 

MD StGNtftCANT DtFFERENCLS AT THE 5% LEVEL 



5oso460~ - NONPREWANT FEWALES 
SUlWARV OF SfAtISTtCAL ANALVSES 

. 
dA , 

(NE:,‘, 

PHOS 
mG/OL 1 

CHOL. 
(NWOL 1 

hue 
SE 
L5 

Awl 
SE 
N 
PROO 

NO 
SE 
N 
PRO0 

AVO 
SE 
N 
PR0B 

2 
N 
PRO5 

AVO 
SE 
N 
Pmm 

AVO 
SE 
N 
PA08 

OQQWJ 1 
F 

0. IS 
0.02 

6 

14b.5 
0.0 

6 

5**5 
0.46 

6 

11.53 
0.24 

6 

6.2s 
0.40 

6 

250.3 
17.0 

6 

09.3 
6.W 

8 

100.7 
13.9 

6 

1161 .O 
0.0 

I 

QRWP 2 mat93 
F F 

0. IO 0.10 
0.04 0.02 

036: 0.7s: 

144.9 144.7 
l.1 0.6 

0.65: 0.41: 

5.44 
0.26 

0.34: 

5.7e 
0.34 

0.57: 

lt.16 t2.06 
0.16 0.49 

0.4,: 0.26: 

S.01 
0.40 

6 
0.573 

6.12 
0.46 

,.ooz 

25t.t 256 .O 
6.7 40.4 

0.55: 0.75: 

62.S 
5.6 

a.44: 

$05.6 
6.6 

I 
0.346 

114.0 135.1 
t3. t 17.2 

o.ra’: 0.26X 

99lt.O 916.5 
26.0 203.5 

2 2 
0.667 0.667 

, 
4/ 13/67 

OTHER TESTS PRO5 
LINEAR REQRLSSION 0.510 

LINEAR REGRESStON 0.607 

LtNEAR REGRESStON 0.621 

CtNEAR REORESStON 0.219 

LtNEAR REORESSION 0.893 

LINEAR REQRESStON 0.966 

LINEAR REQRESStON 0.066 

LtNEAR REGRESSION 

LtNEAR REQRESSION 

0.132 

0.443 

NO SIGNIFICANT OtFFERENCES AT THE 5% LEVEL 



QRouPt OROUP 2 QRouP3 
F F F OTNER TESTS PRO8 

FOL1c A. AVO llm.0 79.5 ml.5 LtNEAR REQRLSSION 0.311 
OWML 1 SE 0.0 1.8 6.S 

N 1 PRO0 0.d 0.66: 

Wo SlDNlFICAM DIFFEREWCES AT TM! 6% LEVEL 

, 
* 



RESPQNSE : 

MoRn.Rw.-LO: 
WOUP A”%  
WOUP 1 2722 

F 2723 
2727 
2720 
2739 
2743 
2744 
27S5 
2766 
2770 
2776. 
2761 
2707 
276s 
26M 
26o!b 
201s 
2617 
2636 

AVERAOE 
Sto.Ew. 

WOUP 2 2724 
F 2734 

2737 
276u 
27il2 
276s 
2267 
2762 
I766 
2766 
2784 
2602 
28 io 
26$2 
2621 
2826 
2642 

AVERASE 6.4348 *1.511 34.76 
SfO.ERR. 0.148 0.27 0.81 

Yf ‘EN 
b.4 10.6 

10.2 17.2 

x 
6:6@ 
6.67 
8.63 
8.60 
6.16 
S.67 
b.63 
6.16 
7.63 
6.90 
8.20 
6.07 
8.61 
6.77 
6.8. 
b.74 
d.7@ 

11.2 34 .o 
tt.5 34.0 
12.6 36.0 
11.2 35.0 
11.4 35.0 
11.2 37.0 
12.0 36.0 
12.f 36.0 
10.3 36.0 
11.6 34.0 
f4*6 44.0 
11.4 36.0 
10.2 31.0 
12.0 37.0 
12.3 36.0 
11.1 3S.O 
11.4 3S‘O 
11.1 32.0 
11.1 3b.O 

11.69 3S.6@ 
0.22 0.62 

6.10 t1.s 
s.st i0.8 
8.71) 10.6 
XT~SQ -to.3 
8.31 i2.6 
1.711 iO.0 
e.20 11.6 
0.63 11.5 
S.64 11.2 
1.61 1o.a 
6.37 it.7 
8.44 10.8 
6.63 13.0 
3.72 10.9 
5.64 12.0 
6.03 14.a 
5.66 11.6 

wt (It) err: 
31 .O’ 47 
In.0 

it:: 
36.0 
34.0 
37-e 
33.0 
36.0 
20.0 
34.0 
33.0 
34.0 
32.0 
36.0 
32.0 
36.0 
43.0 
36.0 

88 

57. 
SO. 
67. 
SO. 

:;: 
56. 
62. 
63, 
63. 

2: 
S6. 

2 

;: 

Z: 

59.3 
0.6 

2: 
;;: 

2: 

t:: 
56. 
St. 

&  
$4. 
35. 
62. 
56. 
60. 

57.6 
0.7 

lJ.O 31 .o 3.0 408 
23.0 36.0 17.3 1634 

16.0 33.0 5.9 1116. 
20.0 34.0 7.4 @?S . 
1e.o 33.0 6.7 665. 
19.0 33.0 6.e 1081) * 
20.0 ‘33.0 5.6 777. 
20.0 30.0 7.3 904. 
20.0 33.0 7.1 762. 
21.0 33.0 7.2 WI. 
18 .o 29.0 8.5 957. 
10.0 34.0 6.3 946. 
is.0 34.0 6.4 002. 
19.0 32.0 5.9 m49. 
19.0 33.0 10.3 1205. 
20.0 33 .o 4.2 1021. 
19.0 33.0 4.2 1032. 
19.0 t32.0 5.4 942, 
le.0 32 .O 5.5 1154. 
19.0 36.0 7.3 970. 
19.0 ’ 32.0 6.2 1016. 

3:: 
2.6 
2.6 

X:“1 
3.2 
3.7 
3.1 
2.1 

3:x 
3.1 
2.7 
2.9 
2.9 
4.0 
3.5 
2.6 

16. 2 
9 0. 5 

32.66 6.55 966.1 
0.32 0.32 27.5 

19.0 33.0 
t9.0 33.0 
19.0 30.0 
1X8.0 30.0 
20.0 24.0 
t9.0 32.0 
19.0 33.0 
20.0 39.0 
is.0 33.0 
1a.o 33.0 
18.0 34.0 
18.0 32.0 
20.0 36.0 
19.0 34.0 
21.0 33.0 
19.0 33.0 
20.0 33.0 

8.S 
6.0 
4-7 
7.9 
4.% 
6.4 
6.4 
6.0 
9.0 
1.0 

2’: 
6.1 
6.9 

10.2 
5.1 
5.3 

toss. 
803. 
931. 

1142. 
Bf?. 
624. 
836. 

107e. 
1097. 
1116. 

673. 
673. 
948. 

1015. 
922. 
fS4. 
916. 

3.5 
3.1 
2.4 
1-S 
1.8 

X:2 
2.6 
3.2 
f.d 
2.1 
1-B 
2‘0 
2.2 
2.0 
2.2 
2.0 

19.24 33.24 6.63 927.3 2.30 
0.18 0.50 0.38 37.6 0.14 

PERIOO 1 VALUES 

(It) THOUSAM) THOUSAND 4%) 



RMlO46O - FEW&IS 

RESPtmE : 
YIEN 

RRDUP 3 at2e ‘1.34 0.3 28.0 
F 2736 6.SS e.s 27.0 

2741 0.92 0.S 30.0 
2747 6.2S 0.1 2S.O 
27Sl 6.7s 13.e 40.0 
27S4 6.04 IO.@ 34.0 
2762 6.64 6.O 2i.O 
2.766 6.42 0.7 2s.o 
277 t *.07 7.2 23.0 
2760 7.32 t2.3 37.0 
2600 0.09 10.1 32.0 
26Ot 6.26 11.2 32.0 
2006 7.05 9.0 30.0 
2614 6.06 6.0 21.0 
2625 6.26 6.4 23.0 
2846 7.03 10.8 31.0 

AVERh6IE 
SfD.ERR. ’ 

0.52 26.66 41.4 13.75 33.19 6.34 1072 .S 1.71 
0.49 1.36 ‘1.4 0.50 0.34 0.40 45.5 O.Ii 

HCt 
(Xl 

as. 
39. 
44. 
40. 
4s. 
49. 
31, 
40. 
w. 
49. 
62. 
30. 
42. 
31. 
40. 
44. 

11.0 32.0 
14.0 35.0 
14 .D 32.0 
13.0 32.0 
16.0 *33.0 
16.0 32.0 
to.0 33.0 
14.0 ’ 34.0 
i2 .o 31 .o 
16.0 34.0 
(7.0 32 .O 
14 .o 35.0 
14.0 33.0 
11.0 32.0 
13.0 34.0 
15.0 35.0 

I 

PERIOD I VALUEf 

WCHC USC PLATELET RftlC 
(Xl TwlJSAH, fMouSANO 

1.5 
3.6 
4.s 
8.0 

ki 
7.8 
6.0 
7.6 
7.9 
5.0 

F: 
5:3 
9.0 
5.2 

tts7. 2.2 
930. 2.1 

tO62. 1.6 
SM. 1.2 
749. 2. I 

1033 l 1.6 ’ 
1351. I.!? 
1170. 1.6 

seo. I.7 
057. 2.1 
877. 1.2 

11112. 2.0 
1114. 1.f 
1407. 1.9 
1293. 2.4 

902. 1.0 

(Xl 



I i 

W50460 - FEWUS 

RESPONSE : 

I 

PER100 f VALUES 

WORM.RNS.-LO: 

OROUP A”% 
‘OROUP 1 2722 

F 2723 
2727 
272B 
2736 
2743 
2744 
2755 
2766 
2770 
2776 
276) 
2767 
27SB 

Kz 
PS(B 
2617 
2636 

AVERASE 
StO.ERIO. 

WOW 2 2724 
f 2734 

2T37‘ 
27M) 
2752 
276s 
2767’ 
2762 
2706 
2766 
2794 
2802 
26 IO 
2612 
262 t 
2028 
2842 

AVERASL 
SlD.ERR, 

0”:: 
0.0 
0.0 
0.0 

8:: 
0.0 
0.0 

8:: 
0.0 

:::: 

8:: 

Z 
0.0 

8:: 

0.0 

$3 

ii:: 

8:; 
0.0 

::: 
0.0 
0.0 

0":: 
0.0 

8:: 

0.0 
0.0 

0.0 

8::: 
0.0 
0.0 

8.: 
0:o 
0.0 

8:: 
0.0 

8::: 

:*“o 
010 
0.0 
0.0 

0.0 
0.0 

0.0 

Z-8 
0:0 
0.0 

:*:: 
0:o 

g-8 
010 

8:: 
0.0 
0.0 
0.0 
0.0 

0.0 
0.0 

0.0 
0.07 

8% 
0.06 
0.07 
0.26 

00:X 
0.13 

ES 
0. to 

8:Z 
0.0 
0. I1 

28 

0.061 
0.017 

0.0 
g:; 

8:L 

8% 
0107 
0.0 

0”:: 
0.0 
0.0 

:::o 
0.0 
0.05 

0.025 
0.001 

3.69 

:-z 
irs 
3.63 
a.33 
4.54 
B.33 
4.42 
J.BB 
cl.76 
4.07 
(1.40 
2.4. 
2 -72 
3.46 
4.29 
4.67 
4.26 

0.06 t.95 
0.44 2.69 
0.27 t.07 
0.41 1.80 
0.34 1.60 
0.36 t.13 
0.43 t.a3 
0.29 t.5& 
t.02 3.06 

0.45 1.95 
0.32 0.32 
0.28 1.47 
0.02 2.m 
0.21 1.47 
0.26 1. t3 
0.22 t.73 
0.16 0.93 
0.50 2.04 
0.06 t.66 

4.367 0.366 1.732 
0.226 0.064 0.116 

8. $2 
3.76 
2;Ut 
B.06 
2.89 
3.26 
3.24 
4.46 
S.B7 
4.12 
4.49 
4.13 
4.4s 
4.46 
0.00 
3.63 
3.26 

0.76 
0 + 2.4 
0.26 
0.39 
0.24 

;:z 
0.34 
0.36 
0.12 
0.30 
0.12 
0.49 
0.46 
0.41 
0.46 
0.16 

f.61 
t‘s0 
t.ss 
2.4s 
9.7t 
2.18) 
l.04 
t.00 
2.07 
t.s7 
2.st 
*.1)3 
1. t6 
I.93 
4.69 
0.11 
t.00 

’ 4.246 0.372 t .stBe 
0.232 0.051 0.203 

0.0 
0.0 
0.0 
2.00 
0.0 
1.00 

0.0 
0.0 
0.0 
0.0 
0.0 
0.0 
0.0 
0.0 
0.0 
0.0 
0.0 
0.0 
0.0 

0.150 
0.113 

0.0 
O*O 
0.0 
0.0 0.0 
Z 
2: 
::; 
0”:: 0.0 0.0 
0.0 
0.0 

0.0 
0.0 



!  

D A t A  CIStINd 

l M N D 4 6 o  -  P E M A L E ~  P E R 1 0 0  1  V A L U E S  

R C S P O N S E : IW D J  @ A 5 0  C D S  cvypw lwc R B C  S C  
tW R J S A W  t H O U S A N D  tMD lJ tAND T H O U S A M I tHfii i%  TE :M)  & O W N  

o R o u P  3  2 7 2 8  
.I: 2 7 3 0  

2 7 4 1  
2 7 4 7  
2 7 6 1  

(2764  
2 7 6 2  ‘ 2 7 6 8  
2 7 7 1  
2 7 3 D  

Z E  
2 6 0 6  
2 1 1 4  
262s  
2 6 4 3  

A V E R A O E  
S T O .LRR. 

8::: 

8::: 

ii:: 

8:: 

i i.8 
0 :o 
0.0 

8:: 

8:: 

0 .0  
0.0 

0.0 
0.0 

8::: 

8.:: 
0 :o  
0 .0  

0 .0  
0 .0  

8 ::: ix 0 :1 3  
D.)l 

8:o” 

it: 

::: 
0 .07 
0.0 

8::: 

4 .57 
2 .23  
2.43 
3.36 
4.47 
3.36 
a.69 
3.40 
a.40 
a. 1 3  

t :Z 
4 .60 
3.07 
a.22 
4.16 

0 .024 4 .134 
0 .011 0 .277 

8 :2  
0 .09  
0 .00  
0 .30  
0.27 
0.32 
0.08 
0.23 
0.32 
0.12 
0.20 
0.07 
0 .05  
0. II 
0 .21 

0 .193 
0 .026 

2.63 
1.15 ’ 
l .Sl l  
2 .66 
1.32 
1.76 
1.62 
2.46 
l .B6 
2.45 
1.62 

0 .911 
2.66 
2.17 
3.60 
0.83 

1 .892 
0 .161 

0.0  
0 .0  
0 .0  
0 .0  

ii:: 

i i :8 
0 .0  
0 .0  
0 .0  
0 .0  
0 .0  
0 .0  

it: 

0 .0  
0 .0  

l 



DAtA CtStlN6 

wtw6D - NALES 

a8sPDNsc : 

NDWItM.-iDI 
WI: 

66CW ANlNhi 
WDUP 1 259, N fcl 

291t 
2616 
2620 
2623 
2625 
269 1 
2639 
2637 
264% 
2653 
2694 
2660 
2@?S 
2600 
26%+ 
2662 
2690 

3% 
2710 
2711 
27to 

6.7s 
6.60 

w 
6::: 
6.38 
6.46 
b.%t 
6.67 
6.43 
6.63 
6.97 
6.3D 
@.2S 
6.93 
6.44 
6.72 
9.06 
6.6% 
6.95 
6.02 
9.33 
6.6s 
0.1% 
0.00 
6.20 

16.6 51.0 
lS.4 46.0 

.G!@; 20 
tS.6 46.0 
15.2 49.0 
ts.t 46.0 
(4.6 44.0 
16.0 4S.O 
lb.? 4b.O 
16.0 47.0 
13.9 42.0 
16.6 44.0 
17.0 31.0 
t6.6 44.0 
13.0 46.0 
16.4 46.0 
t5.D 44.0 
15.6 44.0 
16.3 46.0 
16.8 47.0 
t6.2 46.0 
16.4 47.0 
ts.2 45.0 
16.6 46.0 

se. 
52. 

- 
ii::. 

it: 

ii:: 

E: 
02. 
51. 
46. 

::: 
s3. 
so. 
so. 

t:: 

it: 
62. 
4s. 
SD. 

%.h% 16.61 40. $3 0t.a 1 AVE6&il 
StD.EAli. 0.080 0. tl 0.44 0.7 

a.4 10.0 at.0 47 18.0 31.0 3.0 
40.2 il.2 52.0 66 23.0 30.0 tt.3 

19.0 
16.0 

-I- 
17.0 
19.0 
t6.0 
17.0 
t7.0 
to.0 
16.0 
16.0 
tv.0 
16.0 
16.0 
16.0 
to.0 
18.0 
(7.0 
18.0 
10.0 
16.0 
16.0 
18.0 
t7.0 
19.0 

33.0 
34.0 

2zo 
33.0 
31.0 
33.0 
34.0 
36.0 
35.0 
34.0 
33‘0 
36.0 
35.0 
36.0 
35.0 
36.0 
33.0 
36.0 
35.0 
35.0 
35.0 
31.0 
34.0 
34.0 

7.7 
1.2 
-w- 
9.9 
6.5 
6.2 
4.0 
6.9 
9.9 
6.1 

11.6 
6.7 
7.6 
7.6 
6.2 
7.7 

12.3 
9.0 

11.5 
6.8 

16.5 
to.9 
0.7 

to.6 
9.1 

t7.7s 34.42 r:,v ttG3.0 2.32 
0.1% 0.39 0.s2 24.2 0.13 

wq. 1 

PERIDD 1 VALUES 

Ncttc UBC PLATELET ffutc 
4%) Yt4o9mdo THOUSAH) (Xl 

twv . 
103%. 

-w- 
71s. 
907. 
66%. 
663. 

to60 * 
est. 

ttw. 
699. 

tt23. 
967. 

1020. 

E? 
tt74. 
tott. 
ttt9. 

994. 
(150. 
1021. 

wo . 
to%tl * 
11115. 

. ’ 

2.0 
t.6 
-M- 
2.2 

::: 
2.5 
2.1 
1.3 
1.6 

Z: f 
2.2 
2.4 

::t 

f*Z 
3:s 
2.0 

2: 

94 
2:r 



01150460 - MACES 

RESPWSL : 

eRouP a me7 0.2s 16.6, 49.0 
YI 2601 S.76 1a.s 47.0 

;z .:L 26 4?0 
2617 6.66 lb.3 46.0 
2610 6.02 12.0 4b.0 
2632 8.04 16.0 46.0 
2636 6.06 id.6 4b .o 
2636 6.92 16.7 46.0 
2646 6.3s 14.3 41.0 
26S0 9.66 17.2 SO.0 
2652 6.64 16.2 46.0 
26S7 0.67 16.3 4s.o 
2682. 6.75 18.7 44.0 
2674 a.Bo 16.S 47.0 
2676 6.57 1s.m 43,o 
2676 6.41 14.4 37.0 
2663 6.66 1s.o 43.0 
266s 8.62 16.5 45.0 
2q91 6.76 16.0 4s.o 

l 26iB6 6.62 11.0 44.0 
2703 0.10 IS.6 47.0 
2706 10.13’ 17.4 46.0 
27tM 6.16 16.6 48.0 
27 $4 .s.m 16.6 49.0 

t:: 
2 
S6. 
86. 

t:: 
64. 
49 * 
E: 
46. 

ii& Il. 
44. 

::: 
ii: 
::: 
ii: 

16.0 34.0 
16.0 34.0 

l?O 370 
16.0 32.0 
16.0 29.0 
ill .o 34.0 
17.0 32.0 
19.0 35.0 
17.0 35.0 
17.0 35.0 
16.0 34.0 
17.0 37.0 
16.0 35.0 
16.0 36.0 
19.0 37.0 
17.0 39.0 
17.0 35.0 
17.0 37.0 
16.0 36.0 
17.0 34.0 
17.0 ‘34.0 
I? .o 36.0 
lb.0 37.0 
17.0 34.0 

(1.6 
6.6 
-M- 
6.6 
7.3 
7.3 
6.6 
6.1 
6.3 

10.6 

X:Z 
6.0 

x 
a:7 
7.6 
6.6 
6.7 

11.0 
10.7 
13.1 
lf.2 

5.3 
10.0 

1011. 
1306. 

*if. 
959. 
672. 

1203. 
66s. 

1176. 
1162. 
1292. 
IOlS. 

629. 
1022. 

881. 
e54. 
627. 

1011. 
1012. 
1092. 
1294. 

860. 
1ooo. 
WJO. 

1161. 

1.0 
2.1 
-II- 
1.7 

f :; 
2.i 
2.e 
I.@ 
2.6 
2.2 
2.0 
2.0 
2.6 
2.6 
3.0 

2: 
2.0 
2.4 
2.4 

3:; 
3.0 
1.6 

AVERAOE @.oso lb.81 45.66 so.11 17.42 34.67 6.63 1026.1 2.39 
STO.ERR. 0.110 0.22 0.60 0.7 0.16 0.4S 0.37 31.3 0.16 

RBC 
hiLL1oN 

, I 

OATA LISffN6 

Hcl 
(Xl 

PER1M) 1 VALUES 

MCHC YBC PLATELET REtfC 
(Xl WOUSANO THOUSAND (%I 



f  

.  

o rrr  L X S T X N a  

1 1 0 6 0 4 6 0  -  W A L E S  

R E S P O N S E  : x x A M ) S  B A S O  P O S  L Y N N I 
T W J U S A N O  W O U S A N O  T N O U S A N O  T N O U S A N b  

b R B R ti ,R W .-C O : 
H I: 

@ R O M ’ A N X W A L  
6 R a U P  t 2 S R 6  

N  2 6 0 2  

x z  
2 6 1 8  
2 6 1 0  
2 6 2 3  
2 6 2 1  
2 6 3 1  
2 6 3 8  
2 6 3 7  
2 6 4 6  
2 6 5 3  
2 6 S 4  
2 6 6 0  
2 6 7 s  
2 6 6 0  
2 6 6  t 
2 6 6 2  
2 6 6 0  
2 6 9 9  
2 7 O t 
2 7 1 0  
i 7 tt 
2 7  tl  

A V E R A o C  
S tO .E R R . 

i i :: 
-w - 

8 .: 
0 1 0  
0 .0  

8 :: 

8 :: 

2 0 " 

0 ":: 

8 ::: 

X :8  

8 :: 
0 .0  

8 :: 
0 .0  

0 .0  
0 .0  

0 .0  
0 .0  

0 :: 
0 .0  
0 .0  

0 ":: 

8 :: 
0 .0  

0 "::: 

8 :: 
0 .0  
0 .0  

i i :8  

8 ::: 

K  
0 .0  
0 .0  

0 .0  
0 .0  

0 .0  C .3 e  
0 .0 5  3 .6 S  

0 :: r:z  
0 .0 0  7 .2 2  
0 .0  4 .6 6  
0 .0  3 .3 1  
0 .2 1 1  S .5 2  
8 5 6  *  6 .4 6  8 .0 1  

0 .0  
E l  
i i ::6  
0 .0 0  
0 .1 2  

X :0 ” 
0 . $ 4  
0 .1 6  
0 .2 2  

0 ”:: 
0 .0  

1 0 .6 7  

:*z  
7 :rr 
6 .0 7  
6 .S 4  
8 .7 2  
I).@ 3  

1 0 .0 0  
S .4 4  

1 3 .2 0  
6 .4 8  
t.a .0  
9 .w  
7 .2 9  

0 .4 6  
0 .1 0  

-II- 
O .S S  
0 .6 0  
0 . t6  
0 .1 0  
0 .2 1  
0 .6 9  
0 . S t 
0 .3 5  
0 .2 6  
0 .7 6  
0 .4 7  
0 .4 8  
0 .3 t 
0 .2 s  
0 .4 8  
0 .5 7  
0 .5 4  
O .S @  
0 .1 1  
0 .3 5  
0 .3 2  
0 .3 6  

0 .8 9  
t.2 0  

e  - * -  
f.2 9  

I 7 :: 

1 .3 9  
0 .0 0  
0 .4 0  
0 .6 3  
O .S b  
0 .4 3  
0 .6 6  
0 .1 6  
1 .4 6  
0 .7 7  
2 .2 1  
0 .9 6  
0 .9 2  
0 .6 6  
2 .1 4  

i :Z  
0 .6 7  
1 .4 6  

0 .0 7 2  t.4 m  0 .4 2 6  o .m (l  
0 .0 1 6  0 .4 6 1  0 .0 4 6  0 .1 0 2  

I 

P E R X O D  1  V A L U E S  

S E 6 5  N u C .R B C  *  
W O U S A M ) T W S A M  I/ l O O V E X  

0 .0  
0 .0  

0 :: 
0 .0  

i i :: 
0 .0  
0 .0  
0 .0  
0 .0  
0 .0  

::: 

i i :: 
0 .0  
U .0  
0 .0  
0 .3  
0 .0  
0 .0  

0 ”:: 
0 .0  

0 .0  
0 .0  



, 

DATA LtSTINO I 
IIe50460 - MALES PERSOO 1 VALUES 

RESPONSE : I)AM)S IASD EDS l.rMPl4 
WUlUSAND WDUSAND TMDUSA~ TWOUSAND TMfi&Y Tiii%D hOWIC 

MJC RBC -Jc 

WOUP 2 2667 
I 26D2 

2606 
2813 
26It 
20 10 
2632 
2636 
2636 
2640 
26S0 
2652 
2657 
2662 
2674 
2676 
2676 
2666 
2666 
2606 
2666 ii:: 
tro3 
2706 8:: 

2706 27 14 8::: 

AVERA6E 
SfD.ERR* 

8:: 
0::: - 
0”::: 
2:: 0.0 
0”:: 
8:: 
8:: 
8:8 
0.0 

8:: 

0”:: 

8:X 
0.0 

0.0 
0.0 

8.8 :f+ 
$5 
oh 
8:: 
0.11 
0.0 

::i.L 

8% 
0.10 
0.w 

iii:: 
0.11 
0.11 

oo*P 
0:1t 
0.20 

0.063 
U*Q?2 

4.31 0.22 1.06 
7.67 0.34 0.69 , -W- -Y- -M- 
7.13 0.36 1.23 
6.42 0.29 O.S6 
6.20 O.Sl 0.61 
6.78 0.44 t.4t 
4.62 0.37 0.05 
6.W 0.41 1.24 
6.60 0.63 0.85 
6.24 O.SS 1.11 
7.22 0.23 0.74 
6.64 0.36 0.72 
6.46 0.53 0.53 
6.66 0.24 0.72 
6.34 0.76 0.46 
6.32 0.23 1.11 
7.22 0.34 0.95 
6.67 0.26 1.39 
6.61 0.44 1.54 
1.20 0.64 0.W 

11.00 0.66 1.31 
6.02 0.46 1.23 
4.61 0.21 0.37 
7.60 O.!lO 1.70 

7.191 0.436 0.664 
4.320 0.036 0. ots 

I -H- nurlr 0 IRE’s countodr 

0.0 
0.0 

-M- 
0.0 
0.0 

0”:: 
0.0 
0.0 
0.0 
0.0 
0.0 
0.0 
0.0 
0.0 
0.0 
0.0 
0.0 
0.0 
0.0 

iE 
0:o 

8::: 

0.0 
0.0 



l tbso460 - MALES 

RESPONSE: ROC 
MlLl.toN 

mow 3 2860 
Y  2604 

2606 
2612 
26W 
262 1 
2634 
2640 
264 1 
264tt 
2641 
264s 
26dS 
26216 
2661 
2662) 
267 1 
2672 
2679 
2663 
2666 
2664 
2697 

, 27OS 
271s 

6.43 
S.66 
7.12 
9.10 
6.36 

xi 
a:20 
6.36 
0.09 

::iZ 
6.36 
6.4!t 
6.2@ 
6.34 

10.27 
6.67 
6.60 
6.64 
2.74 
2.1s 
6.67 
5.sll 
8.41 

::: 
IX 
12:2 

6.1 
6.S 

11.6 
10.4 
1O.S 

9.B 
6.6 
s.3 
6.6 

12.7 
12.5 
12.0 

7.s 
7.3 

13.4 
3.3 

11.6 
12.7 

6.6 
9.9 

, 

$4 .o 
20.0 
17.0 
46.0 
34.0 
17.0 
24.0 
35.0 
27.0 
27.0 
24.0 
16.0 
22.0 
22.0 
36.0 
32.0 
34.0 
16.0 
16.0 
36.0 

6.0 

Z-8 
is:0 
14.0 

rVERIQt! 7.764 9.37 28 .uo 
STO.ERR. 0.349 0.63 11.92 

4 26ll@ 

AVE1)ME 
SfD.ERR. 

2.46 

2.460 
-B- 

1.a 

1.90 
-M- 

6.0 

cc.00 24.0 6.00 
-U- -a- -Y- 

DATA LxStlMQ 

ff : 
::: 
41. 
23. 

43:: 

it: 

1’3: 

i:: 

5:: 

Z: 
26. 
39. 
26. 

3x: 
27. 
2a. 

31.4 
1.8 

24. 

IX 
010 

17.0 
II).0 

6.0 
10.0 
14.0 
11.0 
12.0 
11.0 
$2‘0 
11.0 
10.0 
15.0 
13.0 
13.0 
11.0 
11.0 
14 .o 
12.0 
13.0 
ls.o 
12.0 
11.0 

38.0 6.6 2f61. 
32.0 1.6 63. 
37.0 23.9 2565. 
33.0 5.1 946. 
36.0 5.4 977. 
36.0 4.5 1396. 
36.0 5.2 1620. 

133.0 8.0 1039. 
39.0 s.7 1759, 
39.0 7.6 1706. 
41.0 16.1 2072. 
42.0 19.3 3606. 
43.0 6.0 351a. 
41.0 ii.6 2946. 
3a.o 12. I 1032. 
39.0 8.9 1275. 
36.0 6.0 1166. 
43.0 6.S 4410. 
42.0 6.2 3766. 

‘36.0 5.0 123t. 
43 .o 6.6 3246. 
40.0 

’ 36.0 
9.0 1167. 
6.6 1046. 

44.0 9.4 4263. 
42.0 6.7 3703. 

ft.66 36.86 
0.45 0.70 

6.0 32.0 

32.00 
-W- 

PERtUD 1 VALUES 

y8C PLATELET RfTtC 
WOUSANo f l lOUSANO (Xl 

6.l6 
0.91 

7-R 

7.90 
-W- 

::: 

::: 
3.6 
5.0 

i-z 
6:t 
4.6 

::: 

::: 
3.0 
4.0 

1::: 
7.6 
4.2 

14.6 
9.0 
2.2 

12.0 
12.7 

2t24.1 6.36 
243.2 0.69 

823. 

623.6 
-M- 

2.4 

2.35 
-M- 



OAfA LtfTfN6 

b@so&o - MILLS PER100 1 VALUES 

RCSPONSC : 3AH)S @ASO tot 1WPH 
t)ouSAH) TMIUSAM tHOUSAND THUUSAND Itit!& tH%::H) r/l&18C 

Nut me * 

@RouP 3 29m 
w 2604 

26 19 
262 9 
2634 
2640 
264 1 
264s 
2647 

2666 * 2661 
2661 
2671 
2672 
2679 
2663 
2686 
2664 
26ST 
2706 
279S 

AVERME 
SlO.EI)R. 

wow 4 2666 

AVERA 
STO,EUR. 

X:8 8:: 8::: 8:: 0.0 8:: 0.0 0”:: 0.0 8:: 8:: 
8:o” ::x 8:: 0.0 0.0 0.0 0.0 -I- 

8::: 
8:8 
8:: 
.::: 
ii::: 
0”:: 
8:: 0.0 
0”:; 
Z  
28 
8:: 
8:: 
0.0 0.0 
6.0 

0.0 
-Y- 

0.0 
0.02 
0.24 

Es 

8:: 

8.:: 
Oh 

8:99 
0.0 

8:!i2 

0”:; 

EL 
0.0 
0.07 
0.27 
0.90 

8:o” 

0.038 
0.011 

6.oe 

0.070 
-Y- 

4.62 

:*z 
it7 
4.78 
3.64 
4.47 
7.29 
4.14 

1;:tJ 

e:ro 
6.06 

10.53 
a.20 
S.46 
1.94 

f :E 
8.5(1 
7.47 
6.62 

x:: 

6.5t2 
0.458 

0.52 

3.31. 
-M- 

8 -H- equqlr 0 WRBC’r counted~ 

0.33 
0.05 
0.72 
0.36 
0.11 
0.93 
O.l6 
0.27 

::!O 
0.ltt 
0.69 
0.18 
0.16 
0.73 

8% 
0.66 
0.25 
0.30 
0.41 
0.36 
0.49 
0.299 
0.48 

1.6S 
0. $3 

t3.31 
0.87 
0.49 
0.72 
0.997 
1.44 
0.05 
1.14 
b. 95 
4.74 
0.72 
9.76 

0.73 
0.62 
0.30 
0.66 
0.82 
0.4s 
0.75 
0.80 
0.59 
1.13 
1.07 

0.334 
0.046 

0.6i 

1.670 0.920 
0.544 0.066 

3.67 

0.632 3.879 
-M- -*- 

0.0 
0.0 

::: 
0.0 

8::: 
0.0 
0.0 
0.0 
0.0 
9.00 
0.0 
0.0 
0.0 
0.0 
0.0 

2: 
0.0 
0.0 

A:o” 
0.0 
9.00 

5,oo 

8.ooo 
-a- 



DATA LfSffN6 

l bOMW60 - NON-PREWANT FEHACCS 

RESPONSE : 

NBRN.RNa. -co: 
Hlr 

OROUP ANtNAC 
aRouP t 2146 

F 278R 
2764 
2778 
2701 
2638 

8.4 10.6 31 .o 47 15.0 31.0 3.0 406 
10.2 $7.2 82.0 60 23.0 36.0 17.3 1634 

7.2, Il.2 48.0 
7.77 f8.0 46.0 
1.43 18.0 46.0 
7.65 14.0 44.0 
1.33 (4.S 42.0 
7.42 13.8 44.0 

42. 

:t : 

::: 
59. 

20.0 31 .o 11.6 643. 
19.0 33.0 5.7 697. 
20.0 33.0 6.0 729. 
16.0 33.0 4. I 764. 
19.0 33:o 4.3 910. 
19.0 32.0 6.2 1013. 

:-3 
2:6 
2.4 
3.8 
2.4 

AVERAOE 7.460 14.48 44.80 8O.T 19.33 32.50 6.37 662.7 2.37 
STO.ERR. o.ooo 0.20 0.02 0.6 0.21 0.34 1.16 41.0 0.37 

aRow 2 2730 7.28 14.1 44.0 
F 2732 7.60 lb.* 47.0 

2740 7.32 13.6 43.0 
2742 7.23 14.6 45.0 
2783 7.00 14.6 44.0 
2V73 7.78 14.6 45.0 
2775 -I& -W- -N- 
2622 7.65 15.0 47.0 

Zli: 
59. 

t:: 
57. 
-w- 
61. 

19.0 32.0 4.6 961. 2.V 
20.0 33.0 S.0 770. 2.6 
13.0 31 .o 3.9 959. 2.8 
20.0 32.0 3.3 627. 1.6 
21.0 34.0 7.7 613. 1.6 
19.0 33.0 ’ 4.1 760. 2.1 

-N- -M- -M- -*- -N- 
20.0 32.0 6.3 665. 2.6 

AVERAQE 
I SfD.fRR. 

QRWP 3 2728 
r 2733 

277s 
2V63 
2784 
260V 
2013 
2621 

AVLRAOL 
STO.ERR. 

“*LEN INWC U6C PLAfiELET RETlC 
(ICI THWUSANI) THOUSAIM tir, 

1.44, 14.50 45.00 60.4 16.71 32.43 3.27 600.7 2.39 
0.113 0.24 0.88 0.8 0.26 0.37 0.74 54,B 0.20 

6‘82 

;*2 
7:62 b.Oi 
7.82 0.31 
0.46 

(9.4 33.0 
14.0 42.0 
(4.3 43.0 
t4.1 42 .O 
t3.0 38.0 
12.7 40.0 
12.8 38.0 
12.1 34.0 

36. 

85: 
115. 

::: 
47. 
40. 

13.0 35.0 3.0 756. 
IQ.0 33.0 7.9 746. 
16.0 33.0 4.3 827. 
HI.0 33.0 3.6 O?O * 
18.0 33.0 4.6 996. 
$7.0 3t .o 4.6 1169. 
16.0 32 .O 3.2 1036. 
14.0 35.0 5.6 955. 

2: 
2.7 
2.2 
2.5 
2.1 
1.0 
1.0 

13.02 36.00 46.i 16.36 33.13 4.72 913.4 2.35 
0.37 1.31 2.7 0.06 ’ 0.46 0.53 53.3 0.36 

PERtoo 1 VALUES 



DATA ttSttND 

(JIIsM60 * m-PaLaWINT 

RESPONSE : Id% 

Gby 4 2128 2.13 
273s 1.W 
274s 1.94 
2750 1.70 
27Sll 1.32 
2761 1.04 
2772 t.72 
27s2 2.m 
27O3 1.82 
2!t1? 1.71 
2620 2.23 
2124 2.48 
2043 1 .a4 

2.004 
0.070 

FEMALES t’fRtO& 1 VALUES 

t*Z, 

).(I 

::: 

:*: 
I:6 

::: 
t.6 
1.7 
t’.r 
2.3 
1.6 

f.71 
0.06 

Hcf 
(%I 

YCHC WC PLAtELEt REffC 
(Xl THOUSAMI THOUSAND (Xl 

8.0 
s.0 
4.0 

: :8 

28 

ii:: 

2: 
0.0 
6.0 

23. 
23. 
23. 
23. 
24. 
24. 

f? 
25: 
24. 
24. 
23. 
23. 

&z 
9.0 

X:8 

b:Z 
8.0 
0.0 
8.0 
8.0 

10.0 
lb.0 
9.0 
8.0 

0.46 
0.18 

311.0 0.7 
40.0 6.1 
34.0 , 5.2 
37.0 5.2 
40.0 7.1 
35.0 7.8 
35.0 S.8 
35.0 3.0 
36.0 4.0 
42.0 4.0 
34.0 3.3 
40.0 5.4 
36.0 3.0 

1740. 
1533. 

174. 
911. 

1636. 
1323. 

774, 
1454. 
1656. 
1903. 
((28. 
2485. 
1440. 

2.2 
2.4 
2.4 

::i 

2; 

x 
2:o 
1.6 
2.0 
2.1 

4.6% 23.2 
0. IT 0.2 

37 -01) S.76 
0.74 0.M 

145t.2 
130.2 

2.10 
0.00 



DATA LtSttNQ 

R9!5U460 * Nm-PRE(WIHf FEMALES PERIOD 1 VALUES 

RESPONSE : 6hNUS OASO LOS LVRPH 
TWUSAND tMUU$AND TMUU$AMl  TMUUSANb TM!tiiihiY Tbi~&U r,‘lOOYBC 

wc.Rec * 

NuRR.RNo.4.0: 
ORUUP I& 
QIURJP I 2746 

F 2759 
2764 
27711 
2791 
2939 

AVERAQE 
STD. ERR. 

Bl lUUP 2 2730 
F 2732 

. 2740 
2742 
2is3 
2tr3 
2776 
2922 

AVERAOE 
STO.ERR. 

OaouP 3 272s 
F 2733 

2779 
2793 
2734 
ibat 
26rt 
2823 

WERAW 
SfD.ERR. 

0.0 
0.0 

8:: 
0.0 
0.0 

0.0 
0.0 

8::: 

X::: 
0.0 
0.0 

-w- 
0.0 

0.0 
0.0 

0.0 
0.0 
0.0 
0.0 
$10" 

0.0 
Q.Q 

0.0 
0.0 

0.0 

8:: 

8:: 
0.0 

0.0 
0.0 

8:: 

8:: 

iii:: 

0:: 

0.0 
0.0 

8:: 
0.0 
0.0 
0.0 

::: 
0.0 

2: 

0.0 
0”::: 
0.0 
3 
0.007 
0.007 

::i? 
0.0 
0.03 
0.00 
0.04 

0::: 

0.026 
0.01 t 
0.01 
0.0s 

8% 
Q.0 
O.US 
0.03 
0.01 

O.M9 
0.013 

10.11 

d:E 
3.s3 
3.70 
6.27 

0.93 0.95 
0.23 0.51 
0. t2 0.84 
0.12 0.4s 
0.13 0.43 
0.25 ‘0.69 

6.43s 
0.003 

0.290 
0.413 

4.$4 
4.20 
3.00 
2.64 
6.62 
3.67 

7,:; 

0.16 0.23 
0.2s 0.55 
0.27 0.62 
0.23 0.20 
0.23 0.7? 
0. $2 0.37 

-W- I -M- 
0.33 0.41 

4.S60 0.232 
0.688 0.026. 

5:: 
3.22 
2.0s 
4.06 
3.59 
2.94 
4.42 

0. (9 
0.39 
0, t3 
0.11 

3.076 
0.449 

0. to Q.SZ 
0.26. : 0.69 
0.06 0.16 
0.22 0.94 

0.19S 0.621 
0.039 0.085 

8 -c)- ewris 0 ?4RDC0r cwntd 

0.643 
0.000 

~0.431 
0.079 

0.49 
0.7i 
0.99 
0.50 

0.0 
0.0 
0.0 
0.0 
0.0 
0.0 . 

‘0.0 
0.0 

0.0 
0.0 
0.0 
0.0 
0.0 
0.0 

0:: 

0.0 
0.0 

:::: 
0.0 . 
0.0 
0.0 
0.0 
0.0 
0.Q 

0.0 
0.0 



8 OATA L!SfXNB I 

R050460 - WN-PRf(rYANt FEMALES PERIOD 1 VALUES 

RESPONSE : RAM)S RASO EOS CVNPN MONO SEQS NuC.RBC * 
WOUSAND TNOUSAUO TblOlJSAM) THOUSAND WOUSAND THOUSAND r/ lOOWBC 

QRWP 4 2720 
F 2735 

2746 
2760 
2760 
2761 
2772 
2702 
2769 
20it 
2620 

. 

2624 
2643 

AVERAQE 
STD.ERA. 

8::: 

8:: 

8::: 

8:: 

8::: 

8:: 
0.0 

0.0 
0.0 

0”:: 
0”:: 
8:: 
8:: 
2:: 
8:: 0.0 
0.0 0.0 

0.0 
0.0 
0.10 
0.0 

8::: 

0”:: 

8:: 
0.03 
0.0 
0.0 

0.011 
0.001) 

6.68 I.39 
4.90 0.40 
3.69 0.42 
2.11 0.6s 
4.2. 0.71 
b.77 0.94 
6.49 0.76 
2.74 0.36 
2.62 0.66 
2.76 0.36 
2.14 0.40 
3.40 0.W 
2.63 0.49 

1.66 
1.43 

::: 
2.13 

‘l.O@ 
3.63 

, 0.66 
0.40 
0.80 
0.73 
1.40 
0.36 

3.606 0.662 1.264 
0.360 0.004 0.232 

3.00 
2.00 

xii 
0.0 

X:Ci 
0.0 
0.0 
0.0 
1.00 

0.0 
0.0 

1.164 
0.337 



OATA Lisrrmr 

StUbV B650466 - FEIULES 

RESPONSE : 

NOitM.RNo. -LO: 

ORmJP 1”%‘ 
QROUP 1 2722 

F 2723 
2727 
272) 
273s 
2743 
2744 
278s 
2760 
2770 
2776 
2761 
2767 
2795 
2604 
260S 
26 16 
26t7 
2639 

13.4 
21.3 
16.7 
17.2 
21.7 
22.s 
16.3 
15.6 
16.1 ’ 

!9”4 
21.4 
16.6 
16.1 
16.7 
19.4 
13.0 
17.1 
t3.6 
20.6 

0.6 
0.7 

8:: 

8:: 

8:: 
0.7 
0.6 
0.7 
0.s 
0.6 
0.6 
0.7 
0.6 
0.7 
0.6 
0.6 

AVERAOl: 107.0 It.22 0.63 
S,TO.ERR. 6.0 0.78 0.02 

OROUP 2 2724 
F 

6 Zf 
27S0 
27112 
276s 
2767 
2762 
2766 
2766 
2764 
2602 
2610 
26t2 
2621 
2626 
2642 

too. 

‘2 . 

K 
35. 
64. 

:iG: 
100. 
1 IO. 
149. 
126. 

69. 

1::: 
123. 

16.2 
(6.7 
14.6 
16.4 
16.2 
6.5 

13.0 
16.0 
16.3 

6.6 
20.7 
14.6 
$4.1 
1t.s 
19.6 
16.6 
$1.6 

0.6 

Z*f . 

iii:: 
0.1 

8.: 
i6 
0.6 
0.7 
0.6 

8:: 

83 
0.7 

AVERAQE 107.6 14.72 0.62 
S?O.ERR. 3.9 O.llO 0.01 

63 10 0.6 4.0 2.6 33 56 16 
110 21 0.0 1.1 4.3 221 202 70 

46. 
06. 

1%: 

1::: 
64. 

103. 
112. 
125. 
146. 

6.6 
6.1 

3:: 

t :: 

t:: 
6.1 
6.0 

i:: 
6.0 
5.9 
6.6 
6.0 
6.3 
6.S 
6.6 

3.6 
3.7 

::: 
3.7 
3.6 
4.1 
3.8 
4.0 
4.0 
4.9 
3.6 
3.4 
3.6 
4.5 
3.9 
4.2 
3.1 
3.7 

1.9 
2.4 

::: 

x-: 
I:6 
1.9 
2.1 
2.0 
2.7 
2.0 
1.6 
2.1 
2.4 
2.1 
2.1 

::: 

1.89 
1.54 
2.11 
2.11 
t.76 
1.66 
2.29 
2.00 
1.90 
2.00 
1.11 
1.90 
2.13 
1.61 
1.86 
1.66 
2.00 
2.24 
1.95 

105. 
42. 

2: 
126. 
106. 
103. 

S4. 
141. 

72. 
206. 

66. 
50. 

134. 
99. 
70. 

107. 
44. 
70. 

(56. 
254. 
166. 
$08. 
227. 
154. 
21s. 
139. 
2SS. 

62. 
3tS. 
132. 

66. 
$45. 
171. 
136. 
10%. 

61. 
103. 

III. 
74. 

::: 

::: 

XZ: 
101. 

31. 
137. 

43. 
39. 
45. 
70. 
31. 
S4. 
53. 
30. 

6.m 
0.13 

‘6.6 

x:: 

:*i 
IL3 

3:: 

5-G 
si:2 
6.7 

2: 
Ii7 
6.6 
6.6 

1.113 
0.14 

3.93 2.03 1.949 93.3 t62.6 61.6 
0.00 0.06 0.040 9.3 IS.9 6.2 

3.0 

25 
; *.; 

3:6 

x*x 
3:r 
3.9 
3.6 
3.9 
4.6 
3.9 
4.3 
4.6 
4.4 

2.0 

::: 

2: 
r:7 

:-ii 
1:7 
2.1 
1.6 
I*% 
2.1 
2.1 
2.4 
2.2 
2.2 

1.90 
1.69 
1.93 
2.12 
I.30 
2.12 
2.00 
l.fS 
2.16 
1.66 
2.25 
2.17 
2.19 
1.86 
1.79 
2.09 
2.00 

61. 
66. 
36. 

:i: 
79. 
Ilo. 

2: 
94. 
62. 

103. 
49. 
69. 
SO. 
71. 

122. 

mo. 
212. 
126. 
(34. 
tat. 
303. 
11%. 
9e. 

:2: 
71. 

$03. 
66. 
06. 

179. 
1311. 

86. 

tll. 

::: 

43:. 
-6U: 
39. 
39. 

2: 
35. 
35. 
47. 
34. 
34. 
51. 
37. 

3.80 1.95 I .994 69.2 147.9 43.2 
0.09 0.05 0.03e 5.7 17.4 3.1 

PER100 1 VALUES 

A/Q ALK ASf ALT f6lLI \ 
( W/L 1 ( W/L 1 (IU/L) wQ/Ol.) 1 

0.0 i 
0.33 

0. I 
0.2 
0.2 
0.1 
0.1 
0.4 
0.1 
0.1 

8:: 
0.1 
0.1 
0.1 
0.1 
0.1 
0.1 
0. t 
0.1 
0.1 

0.13 
0.02 

0.1 
0.1 
0.2 
0. 

A+ 
0.1 
0.0 
0.1 
0. I 
0.1 
0.1 
0. I 
0. I 
0.1 
0.1 
0.2 
0.1 

0.11 
0.01 



S T l R l V  # 0 5 0 4 6 0  l 

R E S P O N S E : 

W O U P  3  2 7 2 6  
f 2 7 3 0  

274t  
2 7 4 7  
27St  
2 7 3 4  
2 7 6 2  
2 7 6 6  
2 7 7 1  
2 7 6 0  
2 6 0 0  
2 6 0 1  
2 0 0 6  
2et4 
2 6 2 5  
2 8 4 s  

Q luc 
( W O L  1  w % L , 

82.  12 .7  
to2.  16 .6  
64 .  t6.6 

2::: 19 .3  
te.1 

E : 
I6.S 
92 .5  

1 4 4  l 13 .4  
96 .  20 .2  

if: 13 .6  15.8  
163 .  13 .0  
tst. 11 .2  
136 .  to.3 

tg: 
(4 .6  
17 .5  

8:: f-i 
0.6  a :4  
0 ”:: 6 .7  11 .7  

8:: ::: 

ii:!: ’ ii:: 

ii:; t -: 

8 :X  
e:t 
0.t 

0 .7  
8:: 6 .0  f:8 

4.1 

:-ii 
3:t 
4 .6  
3 .6  
3 .6  
3 .7  
3 .6  

:*: 
s:r 
4.0 
4.1  
3.0 
3.9 

2 .11  

:-: 
2 :o  
2.t 

i*: 
1:s 
1 .6  

:-t’ 
3:o 
2.1  

::3 
2 .1  

A L U  
(W/L)  

A S T  
( lup  

1 .64  
2.13 
2.00 
I .65 
2.  IS  
1 .71  
I .65 
1 .95  
2.25 
2 .41  
2 .41  
1 .70  
I .90 
2. 1 6  
t.73 
1 .86  

(64 .  
46. 
67.  

124.  
51.  

E : 
65.  
55.  

1:: 
152.  

43.  
117.  
113 .  
109 .  

106.  

tz: 
t64.  
toe.  
159 .  
165 .  

77. 
161 .  
200.  
t43. 
211.  
tm . 
137,  
(21.  

89.  

A L T  
(W/L  1  

41 .  
34. 
35.  
51 .  
56. 
53.  
36.  
26.  
24.  

ii: 
67.  

5:: 
34.  
29.  

rvcarw 1I6 .2  to.*1 0 .63’ II.@ @  3.91 2.04 t .S 7 ?  66.7 1311.7  41.t 
S fO .tRR. 6 .6  0 .6s  0.02 0. ta 0. II 0 .09  0.06s 10.2 10.6 3. t 

’ CtMAl tS  

CRtA1.  T P  A L 8  6 L O b  
m Q /O L )  ( W O L )  ( Q W O L )  ( Q W O L )  

A /Q  

P E R 1 0 0  t V A L U E S  

f6tLt 
I 

! 
I 

w Q /0L  1  
I 

0 .2  

iii:: 
I 
! 

0 .0  I 
0 .2  
8:: I 

0 ”:: I 

0 ”:: i 
0.2  
0.  t 

I 
, 

8:: 8  
I 

0 .0  

0.11 I I 
0 .02  j 

, 



OATA LtStrNQ 

STUDV 11650460 - rtmAt.ts 

RESPONSE: NA 
(Nt!O/L) (N&r, (w& oliz1 wQ::lJ 

woRm.awQ.-LO: 
ANEiL 

iiitti t 2722 
F 2723 

2727 
2720 
273, 
2743 
2744 
27SS 
2769 
2770 
2776 
270 t 
2707 
279s 
2604 
260th 
211s 
211t7 
2839 

141 
tse 

3.6 
7.1 

t40. 
13%. 
t40. 
13%. 
141. 
t42. 
139. 
142. 
143. 
(38. 
142. 
142. 
141. 
t42. 
t4a. 
t42. 
143. 
tro. 
142. 

7.7 

::(: 

7t:: 
6.6 
5.4 
S.6 
6.3 
S.@ 
7.2 
6.7 
5.7 
6.3 
6.6 

1:: 
4.2 
4.6 

to.2 6.6 
12.2 9.0 

6.7 4.3 
6.6 , 4.6 

10.2 

15 
1t:r 

0.0 
10.3 
11.1 

a.4 
t2.0 

7.7 
6.7 
6.8 

12.0 
10.6 
10.6 

8.4 
rn.6 

9.6 
, 2X 

4.6 
6.1 
4.6 
3.7 
2.3 
6.9 
3.7 
4.6 
5.3 

:-s” 
3:s 

Q:f 

63. 
116. 
166. 

1f3: 
133. 
224. 
131. 

66. 
55. 

344. 
06. 
94. 

$19. 
III. 
161. 
166. 

47. 
42. 

4VEUwE 141.1 6.43 e.rr 4.1s 120.6 93.2 tt16.2 673.0 66.3 
S?D.PAR. 0.S 0.22 0.27 0.29 17.2 3.3 411.3 7e.7 8.7 

QROUP 2 2724 
f 2734 

2737 
27tt6 
27U2 
2761 
2767 
2762 
270% , 
270@ 
2784 
2602 
26 10 
26 I2 
2821 
2626 
2642 

13%. 
141. 
t4t. 
$40. 
140. 
143, 
(43. 
137, 
rsd. 
t42. 
143. 
145. 
144. 
141. 
tdt. 
146. 
143. 

I.6 

2: 

::: 

::: 

2: 

i:: 
6.0 
4.4 
5.1 
4.J 
4.3 
6.3 

**s 

t-t 
e:r, 
S.S 

::: 
a.3 
8.1 

z 
11:t 
11.0 

s’-: 
Oh 

11.0 

3.2 

i:: 

1”:: 

::,4 

t-i 
2:e 
2.9 

:;: 

:-: 
3:s 
5.6 

62. 

::: 
3. 

75. 

::: 
83. 

2 
73. 
17. 

178. 
5. 

102. 
267. 
loo. 

10%. 
107. 
1t4. 

63. 
62. 

::: 
(16, 

85. 
’ 91. 

7t. 
60. 
18. 

loo. 
66. 
@I* 
St. 

667, 
690. 
795. 
664. 
6t2. 
160. 

663. 
902. 
792. 
617. 
462. 
174. 
422. 
962. 
225, 

97. 
34s. 

-w- 
-w- 
-w- 
-w- 
-w- 

369. 
-w- 

&Y. 

:fl- 
-w- 

637. 
-w- 
-M- 
-w- 
-w- 

AVERIOE 141.6 5.27 8.65 3.4s ’ 68.2 
STb.ERR. 0.6 0. I8 0.20 0.26 17.g 

lm.4 
4.4 

‘ 

571.1 
71. t 

521.0 
79.4 

-Y- 
-w- 
-w- 
-w- 
-w- 
41. 
-m- 
-W- 
52. 

ri- 
-w- 
73. 
-w- 
-M- 
-w- 
-M- 

tt5.3 
9.4 

PERIOD t VWJES 

CHOL TQ Vtf.et2 FOLIC A. 
(mQ/DL ) ! ~Q/OL 1 (PO/ML 1 

??I 
t22 

08. 
110. 
t1t. 

iilk 
105. 

83. 
61. 
79. 
b9. 
so. 
60. 

110. 
104. 
109. 
126. 

tz: 
72. 

3:: 

707. -M- 
906. 617. 
251. -*- 
231. -w- 
460. -w- 
551). -w- 
452. 602. 
434. -w- 
416. 166. 
we. -w- 
261. -M- 
504. -w- 
624. -w- 
628. -M- 
207. 907. 
491. -w- 
632. -W- 
691. -w- 
361. -w- 

(N(I/WL) 

-w- 
69. 
-w- 
-m- 
-W- 
-w- 
7s. 
-M- 
41. 
-&I- 
-w- 
-w- 
-w- 

;: 
-Nl 
-M- 
-w- 
-w- * 



OATa 1tSftNa 

RESPONSE : 

OROUP 3 2120 
F 2738 

274 1 
2747 
276t 
2754 
2762 
21ea 
2771 
2760 

:s 
Pm6 
2(J I4 
20211 
2b4S 

AVERAOE 
STO.ERR. 

. 

141. 
131. 
144. 
143. 
144. 
140. 
142. 
(30. 
I43. 
t41. 
141. 
143. 
141. 
IZMl. 
141. 
142. 

14i.2 
0.8 

PERtOO 1 VALUES 

4. 
1. 

ii: 
44s. 

149. 

13: 

48: 
20. 
2e. 

D. 

:: 
2. 

37.7 
27.3 

76. 
01. 
et. 
63. 

::: 
Sl. 
61. 
97. 

2: 
to2 * 

62. 
70. 
at. 
et. 

73.8 
3.6 

I 

221. 
355. 
694. 
407. 

6X:: 
374. 
298. 
2a7 

57. 
202. 
137. 
357. 
416. 
360. 
190. 

-LI- 
-*- 
-u- 
-M- 
-M- 
-M- 
-*- 
-a- 

528. 

2. 
473. 

-w- 
-*- 

-M- 
-M- 
-M- 
-M- 
-M- 
-w- 
-Y- 
-m- 
-LI- 
-W- 
42. 
-II- 
SO. 
44. 

:;- 

324.3 527.3 40.0 
45.2 30.9 5.0 



STUDV l l65W60 - WILES 

RESPONSE : 

DATA l.XSflNO 

PERlOO 1 VALUES 

A/Q ALK AST ALT te19.t 
(lU)/L~ (W/L) ( W/l.) tNQ/lx) 

I 
NoRN.RN@. -to: 

HI : 
QROUP ANIUAC 
QIOUP 1 2a66 

M  2603 

‘jrJ 

2620 
2623 
262s 
263 9 
26399 
2637 
2646 
26993 
2654 
2660 
2675 
2660 
266 1 
2662 
2660 
26@S 
2701 
27 90 
2719 
2716 

63 
110 

10 
29 

0.21 4.0 
0.9 7.9 

2.9 
4.3 

33 
221 

Sb 96 
202 70 0% 

0.2 
::: 

3:: 

8:: 
0.9 
0.3 
0.3 
0.3 
0.3 
0.2 
0.3 
0.3 
0.2 
0.3 
0.3 
0.4 

I 
::3 I 
0.3 
0.2 
0.3 
0.3 I 

0.211 
0.02 

26t. 
a34. 
276. 
163. 
973. 
163. 
332. 
126. 
230. 
177. 
264. 
22s. 
226. 
270. 

Z: 
963 + 

~~: 
269. 
164. 
27l. 
227. 
22Q. 
167. 

11.2 
im.3 
12.0 
16.0 
11.7 
12.8 
13.6 

9::: 
19.6 
14.2 
11.0 
15.7 
16.4 
12.6 
17.0 
13.6 

7.9 
14.2 
12.6 
16.S 
95.7 
17.6 
14.5 
23.4 

AVER&Q6 232.2 14.996 
STD.LRR. 11.6 0.63 

0.6 
0.0 ::: :: t x:: 
0.7 6.3 
0.7 6.7 
0.6 7.3 

8:: 
6.2 
6.6 

Z :*: 
8:: 6:s 6.6 
82 6.6 

ii:! 
. :*; 

6:s 
0.6 6.4 
0”:‘: 8 6.6 6.2 

8.: 
0:6 

::: 

0.7 :-x 
0.7 a:9 

0.76 6.64 
0.09 0.05 

4.4 

: :: 
3.6 
3.6 
4.9 
4.2 
4.3 

2:: 
4.3 
4.2 
4.3 
4.2 
3.9 
4.2 
4.9 
3.6 

43::: 

1.3 
413 
4.3 
4.9 

4.94 
0.04 

2.4 1.63 107 * 

X:i 1.01 1.60 3::: 

2.2 
2.4 
2.3 
2.5 
2.6 
2.7 

, 2.s 

i:: 
, 2.3 

2.6 
2.5 
2.5 

22:: 
3.0 

a.990 
0.05 

2.26 920. 
9.64 972. 
9.99 992. 
1.79 923. 
9.63 900. 
9.72 66. 
9.62 944. 
1.44 57. 
9.66 132. 
9.46 66. 
9.46 99. 
9.70 70. 
1.54 66. 
9.72 108. 
1.72 909. 
9.79 95. 
9.72 be. 
1.37 127. 

1.611 
0.041 

191. 

9% 
272. 
930. 

9::: 
936. 
904. 
137. 
169. 

66. 
120. 
102. 
936. 
106. 

69. 
904. 

mt. 
87. 

9957. 
63. 
97. 
66. 
05. 

tt. 
44. 

144. 
13s. 

50. 
42. 

120. 
54. 
39. 

932. 
33. 
30. 
47. 
57. 
54. 
32. 
20. 
40. 
40. 
33. 

936. 
47. 

33:: 
20. 

99t. t 1us.3 92.0 
18.6 42.6 35.6 



STUDY 8660460 - WILES a PERIOD 1 VALUES 

RESPONSE : 

WOUP 2 zsst 
H 2602 

XZ 
2617 
2616 
2632 
2636 
2636 
2648 
2650 
2652 
2657 
2662 
2674 
2676 
2670 
2665 
2669 
2695 
2699 
2703 
2706 
2709 
2714 

2t2. 14.4 
260. 20.4 

76. 17.6 
160. (4.0 
131. 15.9 
162. 11.4 
169. 15.6 
250. 17.1 
$92. $4.. 
1st. 12.6 
$73. 13.1 
317. 13.6 
250. t3.6 
394. 16.4 
257. (6.1 
1RO. 13.0 
140. 16.7 
226. t2.2 
406. 15.5 
396. 13.3 
195. 14.6 
204. 13.6 
266. 15.6 
2t4. 22.1 
167. 17.1 

0.7 

8:: 

2 
0:7 
0.7 
0.7 

K 

8:: 
0.7 
0.9 
0.7 
0.7 

8:; 
0.6 
0.7 

8-t’ I 
0.6 
0.7 
0.6 

E 
6:s 
5.e 
6.6 
6.5 
6.6 
7.0 

f :X 
6.7 
6.6 
6.9 
7.0 
6.9 

:-: 
6:9 
7.2 
6.6 
6.7 
6.6 

2: 
6.7 

4.4 
4.1 
3.7 
3.9 
4.3 
4.1 
4.3 
4.5 

3.: 
4:o 
4.3 
4.5 
4.7 
4.4 
4.1 
3.6 
3.9 
4.4 
4.3 
4.4 
4.1 
4.3 
4.1 
4.1 

2.9 
2.9 

Z 
2.5 

’ 2.4 
2.3 

, 2.5 
2.3 
2.4 
2.6 
2<3 
2.3 
2.3 
2.4 
2.3 
2.3 
2.9 
2.8 
2.3 
2.3 
2.5 

::: 
2.6 

AVEAAW 221.7 15.42 0.69 6.68 4.10 2.49 
sm. 6Rlt * 15.4 0.83 0.01 0.07 0.05 0.05 

AlI QLDfJ 
(QWDL] (W/D11 

AU Aft ALT TblLI 
(IV/L) (W/L) (W/L) (MWDL 1 

1.52 104. 
1.41 106. 
1.26 165. 
1.95 96. 
1.72 129. 
1.71 83. 
1.97 136. 
1.60 151. 
1.70 loo. 
1.63 65. 
1.48 170. 
1.07 92. 
1 .S6 59. 
2.04 252. 
1.03 133. 
t.79 46. 
1.65 46. 
1.34 65. 
1.57 79. 
1.07 127. 
1.91 62. 
?.C4 70. 
1.59 60. 
t.!z 125. 
1.58 50. 

1.691 104.9 
0.040 8.7 

:E: 
625. 
160. 
221. 
214. 

2::: 

1::: 
164. 
*39. 
123. 
m5. 
126. 
105. 
$26. 
106. 

(19. 
144. 
110. 
277. 

2% 
04. 

63. 
66. 

269. 
64. 
71. 

102. 
43. 

(24. 

::: 
94. 
42. 
36. 
66. 
65. 
40. 
26. 
41. 
47. 
55. 
35. 

1t1, 
31. 
OS. 
20. 

162.6 67.1 
22.3 9.9 

0.1 
0.1 
0.1 
0.1 
0.1 
0.1 
0.1 
0.1 
0.3 ! 
0.3 
0.3 
0.3 

8:f 
I 

$:I . 1 
0.2 1 

83 
0.3 
0.3 1 
0.3 
0.3 
0.3 
0.3 

0.23 
0.02 



I 
, 

RESPDWE : 

ORaw 3 2506 
Y  2604 

2606 
. 2612 

2610 
262t 
2634 
2640 
264 i 

’ 2646 
2647 
2646 
2666 
2656 
266 1 
2666 
2et 1 
2672 
2670 
2663 
2666 
2694 
2697 
2703 
2715 

AVEI ALOE 
StD.LRR. 

QROW, 4 26U# 

AVERI 
SfO.LRR. 

256. 11.7 
164. IS.9 
21s. 19.6 
200. 14.0 
136. te.0 
tel. 11.6 
211. IS.4 
130. 13.t 
166. 19.3 
207. 16.7 
167. 11.6 
22t. 42.0 
202. 16.2 ’ 
269. 13.6 
193. m .1 
274. (3.4 
364. (6.2 
367. 11.6 
466. 11.4 
249. 14.6 
276. 16.6 
193. 16.2 
260. 93.1 
tss. 13.6 
249. 16.S 

236.t 
16.3 

es. 

130.0 
-lit- 

IS.06 
O*SO 

27.1 

27. to 
-a- 

::: 
6.3 
6.4 
0.6 

2: 

::: 
I 8.0 

t-i 
r:3 
6.0 

::: 

t:: 
6.2 
6.3 
6.3 
6.2 
6.4 
s.0 
6.3 

6.20 
O.C% 

8.7 

s.70 
-M- 

’ 

OAfA LtSttNQ 

AL0 QLOG I/Q ALK AST ALT 
(oM/DL) (6WDL b (W/l1 (lU/LI ( Ill/L 1 

4.2 
4.2 
3.5 
4.2 
4.1 
3.9 
4.1 

::: 
4.0 
4.0. 
3.9 
4.3 
4.2 
3.6 
4.1 

: :: 
4.1 
4.2 

::: 

2: 
4.1 

4.07 
0.03 

3.9 

3.90 
-hi- 

t.0 
2.1 
2.6 
2.2 
1.7 

::: 

::; 
t.9 
2.3 
t.* 
2.0 
1.6 
1.9 
2.1 
2.1 
2.4 

f-l 
2:2 
2.0 
2.3 
e.9 
2.2 

2.33 
2.00 
1.23 
t.91 
2.41 
1.96 
1.71 
1.52 
1.67 
2.11 
1.74 
2.03 
2.15 
2.33 
2.00 
I.@5 
2.00 
1.67 
1 .es 
2.00 
1.66 
2.10 
1.76 
2.05 
1.66 

73. 
129. 
205, 
116. 

76. 
137. 
100. 
180. 

xl. 
159. 

67. 
its. 
101. 

66. 
123. 

76. 
131. 
116. 

2: 
136. 
106. 

76. 
106. 

66. 

2.13 1.942 107.7 
0.05 0.050 7.3 

1.6 

t.ao* 
-M- 

2. it 

2.170 
-M- 

32s. 

325.0 
-Y- 

133. 
232. 
203. 

SB. 
132. 
$66. 
122. 
215. 
156 * 
166, 
14-I. 

l -a- 

126. 
60. 

111. 
86. 
87. 

101. 
123. 

so. 
63. 

130. 
$24. 
338. 

B6. 

141 .o 
11.9 

IS6 . 

196.0 
-w- 

40. 
6s. 

(04. 
45. 
33. 

::: 
45. 
35. 
3s. 
36. 
-Y- 
5s. 
35. 
44. 
36. 
4t. 
41. 
40. 
34. 
40. 
65. 

2:: 
35. 

53.0 
7.3 

135. 

135.0 
-n- 

PERXOO 1 VALUES 

nIlI.! 
IRWDL) 

I 

I ’ 
0.1 i 

K  I I 
0.2 I 
0.1 

8:: 

I 

0.1 i 
0.3 
0.2 
0.2 
0.2 
0.3 
0.3 
0.3 t 
0.2 
0.3 i 
0.3 ; 
0.4 
0.3 

60:: 
0.3 
0.4 
0.3 

0.23 
0.02 

-w- 

-M- 
-u- 

I 



WW.RNS.-LO: . 
OawP ANY&L 
OmuP 1 2566 

Y 2603 

SE 
261s 
2620 
2623 
2625 
2631 
2635 , 2637 
2646 
26S3 
2.64 
2660 
2676 
2660 
266 1 
2662 
2660 
2666 
2701 
27 IO 
2711 
2716 

141 3.9 10.2 G.8 IS 6 
lb* 7.1 12.2 a.0 122 30 

147. 
144, 
14s. 
144. 
147. 
143. 
i43. 
146. 
14s. 
146. 
14s. 
(47. 
14s. 
147. 
143. 
147. 
14s. 
(46, 
147. 
146. 
146. 
147. 
149. 
146. 
146. 

7.4 
6.2 

t :: 

::if 

2:: 

r: 
416 
7.6 
6.4 
7.0 
6.7 

X 
6.1 
s.3 

ii: 
6.0 
8.2 
7.2 
6.1 

tl.6 
11.1 
11.0 
10.0 
11.~ 

I).? 
11.) 

0.5 
11.0 
10.6 
to.4 
11.0 
t1.0 
12.3 
10.7 
11.7 
ts.1 
10.2 
to.7 
10.8 
it.4 
41.7 
11.S 
11.6 
t1.e 

6.6 
s.9 

t:: 

::: 

2: 

E 

3:: 

;:: 
6.6 

t-t 
r:cr 
6.6 

t-3 
6:4 
6.6 
6.6 
6.6 

162. 
121. 
256. 
231. 
263. 
164. 
26f. 
14f. 
166. 
149 * 
132. 
131. 
173. 
t63. 
l(8. 
171. 
127. 
$37. 
((4. 
f47. 
to2. 
147. 
169. 
194. 
t4*. 

ii: 

5:: 
s2. 
67. 

G: 
62. 
83. 
75. 

105. 
7s. 
66. 

107. 
143. 
t4s * 

76. 
99. 

1:;: 

4::: 
toe. 
+!J4. 

et. -*- 
25. -II- 
62. -Y- 
67. 619. 

160. -H- 
43. -w- 
92. 931. 
53. -Y- 

165. -M- 
SS. -n- 
70. -Y- 
75. -n- 
67. -M- 

137. -*- 
20. -*- 

279. -M- 
lO2. 640. 

30. -n- 
62. -M- 
31. -w- 
36. -U- 

136. 826. 
66. 696. 

121. -M- 
62. -*- 

-M- 
-M- 

2 
-f#: 
-a- 
65. 
-w- 
-M- 
-W- 
-M- 
-*- 
-Y- 
-m- 
-II- 
-M- 
72. 
-MI- 
-W- 
-M- 
-H- 
67. 
63. 
-w- 
-*- 

AYERIOL $46.6 6.68 11.56 6.47 166.6 03.7 69.0 642.6 79.4 
STD.LRR. 0.3 0.211 0.14 0.16 6.6 5.t (1.2 42.6 4.7 

PElIoo t VALUES 

FOLXC A. 
(No/m) 



DATA LtStIN6 

RISPONSL : 
* 

6wuP 2 26W 
Y 2602 

2606 
* 2at3 

2617 
2616 
2632 
2836 
2626 
2646 
2660 
2632 
2617 
2662 
2674 
2676 
26’76 
2666 
2669 
2666 
2666 
2703 
2706 
2761) 
2714 

AVERAQE 
STQ.EttU. 

. 

144. 
144. 
145. 
144. 
146.) 
14s. 
144. 

*143. 
144. 
(42. 
t46. 
147. 
146. 
147. 
146. 
143. 
143. 
146. 
146. 
14s. 
t46. 
I46. 
141. 
146. 
146. 

6.7 

3:: 

t :Z 

2: 
9:s 
6.2 
7.4 
6.S 
6.6 
7.3 

I’:: 

t:: 

::3 

2: 

i:Z 

t :: 

11.0 
12.3 

0.7 
it.8 

to.4 
e.4 

IO.1 
lI.2 
it.2 
11.1 
IO.6 
Il.6 
11.3 
12.8 
12.0 
ID.6 

8.4 
11.1 
t2.4 
11.1 
11.0 
11.1 
11.7 
lOa 
11.1 

6.6 
6.1 

::: 

3:: 
4.6 

:*“b 
6:6 
7.3 

::: 

:-: 
6:s 
4.6 

;-I: 
s:s 
7.6 

::t 

3:X 

146.2 7.32 Il.03 6.70 
0.3 0.28 0.16 0.23 

189. 67. 
133. 67. 
22s. 53. 
262. 47. 
255. to. 
292. 64. 
160. 70. 
tra. 72. 
IIS. 143. 

74. 
60. 

,119. 
132. 99. 
ttut . 
210. 
145. 
121. 

2::: 
139. 
If@‘ 
143. 
136. 
174. 
113. 

t64.6 
10.6 

97. 
123. 

:3: 

53. 97. 
e9. 

t26. 
121. 
106. 

66. 
61. 

66.5 
5.2 

47. -M- 
63. -M- 

155. -*- 
70. -#I- 
61. -M- 

105. -&I- 
71. 985. 

130. -w- 
63. -M- 
04. -*- 
30. -la- 

113. -w- 
91. -M- 

126. -W- 
307. -IN- 
114, -R- 
131. 706. 

36. -M- 
194. 1222. 

77. -Y- 
66. -w- 
51. 657. 
89. 796. 

* 66. -M- 
66. -m- 

Ii- 
-Y- 
-a- 
-*- 
-at- 
72. 
-w- 
-M- 
-*- 
-*- 
-M- 
-w- 
-m- 
-M- 

- 
ii:. 

i’: 
,“I 
-w- 

2: 
-a- 
-M- 

96.6 013.4 61.2 l 

II.5 8S.J 4.2 

PERtW I VALUES 

VfT.812 FOClC A. 
4 PWIIL 1 ( WWL 1 

: 



OATA l.tstm6 

STUOV RO!XO46O - WILES PERXOO f VALUES 

RESPDU!iE : 
OlE% 

CHfJl. 
(@G/DC) CM$L 1 

vtt.e12 FOl.IC A. 
(PO/ML ) (No/ML 1 

ORDUP 3 2598 
I 2604 

:z 
?@I@ 
262 1 

8 2634 
2640 
2641 
2645 
2647 
2649 
2655 
26M 
2661 
266s 
267 1 
2672 . 
26TO 
2663 
26116 
2694 
2697 
2705 
2715 

AVERME 
STO.ERR. 

IRIDUP 4 2659 

AVERAOE 
SfD.ERR. 

145. 
143. 
145. 
143. 
wt. 
14s. 
144. 
145. 
142. 
14s. 
144. 
141. 
147. 
146. 
143. 
147. 
143. 
146. 
145. 
146. 
144. 
140. 
t43. 
147. 
146. 

145.0 
0.3 

180. 

150.0 
-II- 

2: 
X:: 
t:: 
6.5 
s.1 

z-t 
s:s 
7.2 
7.4 
7.2 
4.6 
6.9 

::: 
0.0 

:*: 
63 
5.4 
6.3 
7.0 

6.76 
0.24 

5.2 

S.20 
-N- 

il.5 
0.) 

11.1 
11.3 

8::: 
11.2 
10.1 
1O.S 

6.4 
(0.2 
11.3 
11.3 
11.4 

9.7 
il.1 
12.4 
12.2 
12.3 
10.3 
10.5 
10.2 
$0.11 
10.6 
1t.4 

8.2 
6.0 

:*f 
414 

c: 
6 :o 
I.6 
4.6 
6.2 
7.0 
7.Q 

::: 
6.7 
7.1 

: :: 

2: 

:*: 
6:8 
7.8 

16. 
60. 
20. 
04. 
33. 
34. 
61. 
47. 
19. 
24. 
al. 
24. 
60. 

1::: 
63. 

122. 

:;: 
112, 

0. 
113. 
136. 
100. 

14. 

10.86 7.17 61.6 
0.17 0.25 a.11 

to.4 

10.40 
-m- 

7,4 

7.40 
-I- 

7l4. 

76.0 
-M- 

61. 
46. ’ 

if: 

2: 
63. 
67. 
7s. 
SO. 

2: 
57. 
(II. 
ss. 
60. 
9s. 

fS: 
66. 

, E: 
64. 

XX: 

61.0 
2.6 

63. 

113 .o 
-M- 

I 

I 

40. 
08. 
69. 
26. 
39. 
40. 
66. 
59. 
31. 
46. 
46. 
46. 
27. 
37. 
Sib. 
30. 

116. 
64. 
79. 
56. 

x:: 
117. 

iii: 

-M- 
1042. 

-M- 
-M- 
-*- 
-M- 
-M- 
-M- 

1193, 
-w- 
TM- 
-M- 

766. 
-M- 
-M- 
-M- 
-*- 
-M- 
-w- 

Iwo. 
-w- 

695. 
-Y- 
-M- 
-M- 

60.1 6S5.2 
5.3 s9.4 

334, 

334 .o 
-M- 

-M- 

-M- 
-*- 

-M- 
82. 
-M- 
-M- 

I;- 
-*- 
-M- 
&l7. 
-M- 
-M- 
-*- 
76. 
-n- 

Ii- 
-M- 
-M- 
-M- 
116. 
-*- 

106. 
-M- 
-II- 
-M- 

es.4 
4.9 

+I- 

-*- 
-II- 



orrr LtSttNiJ 

$tlJLW bOS-0460 - NW-PREONANT FEMALES 

RESPONSE : 

Nllm.mm.4.0: 
HI: 

ORWP ANtWIt. 
QRouP t 2746 

F 279S 
2764 
277s 
27si 
203s 

* 
AVERAll& 
SlO.ERR. 

$0 
21 8:: 

4.0 2.9 33 36 16 
7.1 4.3 221 202 70 

isi. MI.6 
167 l 2t.s 
297. $2.8 
216. 20.3 
224. 17.2 
17l. IS.1 

0.0 

i:i 

017 
0.7 

b.2 2.6 

1.: 
4:s 

::: 
2.6 

4.6 2.7 
5.3 ’ 3.0 

1.66 
1.05 
1.91 
1.75 
1.70 
1.77 

41. 

::: 
64. 
71. 
66. 

401. 220. 
136. 63. 

98. 36. 
249. 156. 

its. 43. 
lS2. (10. 

204.3 lO.‘iI 0.73 7.52 4.63 2.66 t .607 62.3 lSo.2 99.7 
22.0 1.26 0.02 0.27 0. (6 o.tt 0.032 5.4 46.3 29.6 

QROUP 2 2730 169. 16.0 0.6 
F 2732 201. lS.4 0.6 

2740 222. $7.6 0.6 
2742 196. 16.2 0.6 
2753 111. 17.9 0.7 
2773 209. 11.7 0.6 
2778 134. t9.9 0.7 
2e22 ’ me. 16.2 0.6 

7.7 
7.3 
7.6 

I:: 
7.3 
7.4 
7.0 

S.1 
4.6 
4.7 
5.2 
4,6 
4.8 
4.9 
4.6 

2.6 
2.5 
2.9 
2.7 
2.2 

‘ 2: 
2.4 

1.96 44. 324. 170. 
1.92 to. 156, 59. 
1.62 49. 163. 32. 
1.93 47. 163. 113. 
2.09 49. 246. 117. 
1.70 57. 532. 223. 
1.96 69. 196. loo. 
1.92 57. 212. 64. 

AVERAOt 100.4 (6.39 0.77 7.40 4.84 1 2.56 1.696 37.6 252.0 112.2 
STD. ERR. tt.1 0.S4 0.02 0.13 0.06 0.06 0.050 5.3 44.3 21.S 

@RWP 3 272s $22. 16.9 
F 2733 230. 16.4 

277s 170. 16.7 
2763 102. 2t.4 
2764 rlli . 21.6 
lb07 $77. IS.4 
2613 343. (4.6 
2829 Ibc. 15.3 

0.7 

iii-:: 
0:; 
6.6 
0.7 
0.6 
0.6 

6.11 

2: 
6.0 
8.2 
7.8 
0.6 
7.s 

4.7 

2: 
8.6 
3.4 

ii,: 
s:2 

2.1 
2.5 
2.6 
3.1 

x:: 
3.0 
2.7 

2.24 46. 
1.92 59. 
1.99 $20. 
f.87 36. 
t.42 35. 
1.60 62. 
I.67 113. 
1.93 32. 

765, 
190. 
126. 
371. 
397. 

2::: 
224. 

250. 
96. 
63. 

to. 
l&4. 

56. 
164. 
107. 

AVtRAltE (94 .o 
SfD.tRR. 23.9 

lb. 16 
0.91 

‘ 

0.71 0.07 5.20 2.67 1 .b42 62.9 297.0 $37.7 
0.02 0.29 0.14 0.17 0.086 12.3 76.6 23.9 

PER100 .t VAlUfS 

A/Q ALU Aft ACT T8tt.t 
(IU/L) f tu/c 1 4 IU/f.~ (nom 1 

0.0 
0.33 

0.2 

::: 
0.1 
0.1 
0.2 

O.lS 
0.02 

0.2 
0.1 
0.2 

2: 

8.: 
0:4 

0.19 
0.04 

I 
i 

0.2 f 
0.2 

do:; 
0.2 
0.1 f 
0.1 
0. 9 I 

I 
0.16 
0.02 



..’ 
i 
, 

STIJDV bbd-0460 - NON-PRE6NANf FEWALES 

RESPONSE : 

QRWP 4  2720 134. 43.0 
F 2736 t21. 36.7 

2746 wk. 30.0 
2756 194. 30.0 
2786 146. 32.6 
276  t me). 23.6 
2772 f17. 31.7 
2762 216. 53.6 
2793 t35, 39.7 
26t* 12s. 42.7 
?620 132. 29.2 
2624 tes. 30.0 
2843 167. 43.3 

AVERAQE 
StO.ERR. 

14t9.6 
6.0 

34.65 
1.69 

oO: t t-i 
4.1 

s:a 
3.5 

0.b 3.7 
0.4 4.7 3.3 
0.S 6.4 3.7 

0”:: 5.: 4.0 3.3 
0.6 6:3 4.1 
0.8 
0.6 :*a 

4.1 
3.9 

0.6 612  4.1 
0.6 6.2 4.3 
0.0 3.0 4.2 

0.64 1.04 3.67 
0.02 0.$4 0.09 

+ 

A/Q ALU AST ALT 
FfU/L) ( W/L) (W/L) 

2.66 99. 164. 60. 
1.04 250. 164. 67. 
2.06 2f6. 166. 113. 
2.36 363. 226. 192. 
2.16 360. 146. l(3. 
2.22 267. 176. 127. 
2.20 246. 464. 244. 
1.66 147. 126. 61. 
2.73 114. 210. 107. 
2.05 241. 176. 66. 
1.95 157. 139. 00. 
2.26 166. 144. 65. 
2.47 211. 200. 161. 

2.211 224.5 
0.074 24.2 

162.6 1iS.S 
23.2 lJ.O 

PER100 t VALUIES 

-u- 
-*- i 
-M- i -m- , 

I -ml- ( 
-Iy- I 

I 



DATA l.!Stf)JO 
I 

$fuov 811s-M80 - NON-PREONANl FEMALES PERmD 1 VALUES 

RBSPDNSE: VIf.912 FDLlC A. 

NDRM.R?W.-LO: 

QRWP AN%, 
OROUP 1 2746 

F 275s 
2764 
2776 
2791 
2838 

141 
fS8 

3.9 
7.1 

t0.2 
12.2 

142. 
147. 
148. 
145. 
147. 
146. 

4.4 
7.0 
8.2 
8.t 

t :: 

t1.a 
t1.B 
10.7 
11.7 
11.4 
12.5 
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