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Vaiidation ef Rat Teratogenic Ztudy with Phealtan - IDBT No. P-5397.

Overall Corrment:

re

The audit and validation of this report indicate
that the Tinal report is not supported by the raw
data. UFf prime gignificance was a higher than
sctually found incidence of resorptions reported
for the controls and absence of raw data on fetal
skeletel and internal development.
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Yalidation of Evaluation:

Audit:

Egnort No,

Date of
sludys .

Protocol:

Test
Materiol:

Animal
Suitability:

Raw Dota:

B-5397 dated October 11, 1967.

Started on 21-5-07 and terminated on 27-7-G7.

No profocel available but procedure indicntes that

‘groups of 5-12 pregnant females (17 controls) reccived

icvels of 100 and 500 mg/kg of Phaltan suspended in
corn oil (total dose = 0.1% of body weight) according
to one of two dosing schedules - A = 10 doses from day
6 through 15 of gestation, or B = 3 doses from day B
through 10. {bservations were made on body weight,
mortality, reactions and pathologic exanination on

all females wsacrificed on 20th day of gestation.
Rumber of implantation sites, resorption sites, corpora
luten, numbers of fetuses present, their weight and
abtnormelities in external and internal development and
skeletal development were noted. Positive controls
received trypan blue at 50 and 25 mg/kq.

Ho evidence available 1o indicate that it was
received ¢t YT,

Charleg River strain albino rats obtained from

Charles River Breeding Laboratory Litd.
- %

Initial weights of wany rats missing at the 6th

day of gestation when treatment started. Data absent

. on wveighing out test material and very few data on

mortality and reactions. HNo raw data to indicate

that pathelogical procedures were actunlly conducied
on gross pathology,internal development and on skelectal
developrnent.
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Dntens

005&903 at the higher level {500 mo/lg) end a few

wats at the lover level (100 mg/kg) appear to have Leen
done about a month befere the rest of the study and
controls. Handwritien dntes on surmary coasage sheets
indicate that the experiment started and {inished on
the approximate dates indicated above. MNone of the

~

duta sheets were signed.

The pretscol was rnot followed closely. At least

three lovels of trypan blue {12.5 mg/kg, 25.0 mg/ka,
and 50 mg/lkg) wers used instead of only 5 ma/kg. The
different groups of animala were dosed at different
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Test Material
& Quality
Lontrol:

Personnel:
——c2nNnck

001484

times and many observations weres not made.

Ho shipping invoices or other dnta to show that

the test material was ment to IDT. No datm available
oen mixing the test material with vehicle for dosing
although calculations showing the total amount of
test material to be administered were available.

Report prepared byt Gerald Kennedy, B.S.

. Staff Assistant
Report approved by:
Otis E. Fancher, Ph.D,
Director.

*J. €. Calandra, M.D., Ph.D.
President

Technicians: Ho signatures on any of data.

ecution of the study:

Body weight:

Hortality andg
Reactiona:
PALLI )

Teratogenic and

Reproduction
Studies:

Fetal Skeletal

Bevelopuent:

Rav data wvere missing on the body welghts on the

first day of desing on many of the rats but those

ihat were available for final body weights agrecd with
the final report.

The use of two dosing schedules (10 doses with the
lower level and 3 with the higher level) is nod
good scientific practice.

¢

!
There was very lettle raw data on reactions. One

death was reported at the high level {500 mg/xg) of
ﬁh&%é&gp, supposedly after 3 doses bul' the raw data
indicated that the Gosing regime was complete and
the rat died 1 day before the others in the same
group were sacrificed.

Table IX {sae mppendix) has been corrected accordi
to the raw data. It 1y bz observed that the numbe
of -resorptions anc ehnormalities have been increased

in the positive

i the controls and chenged somewhat
controls. There did not apprar to be any changes.in
the teat animals,

Ho raw data available.. s

R O

e e T PR e vy

AR WO el 422 5 s o s ¥ n iy g e ok



f. Fetal Ianternal
Devclopmtnt:_

g+ Progeny Body

Meight:

Overall Comment:

He He Cunningham
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No raw ¢ata ovailable.

Only the av¥erage weights of the male and female
fetuses in each litter were available in the raw
datan. The nn(iit(”-, however, has taken the
available data on fetal weights and calculated that
statistically significant sigpi-fivant differences
existed between the control and test male and female
pups {P<0.05) at the 100 ng/kg level, and (P< 0.01) 2t th.
500 mg/lkg level) . ’
Thz auvdit and validation of this report indicnte
that the final report is not supported by the raw
data. Of prime significance was a higher than
actually found incidence of resorptions reported

for the controls and absence of raw data on fetal
skeletal and internnl development. ’
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