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IV. OPTION - PHASE 4: 2-YEAR STUDY

A

PURPOSE

To evaluate the toxic and carcinogenic potential of sodium tungstate dihydrate in Hiseher-344 Harlan
Sprague-Dawley Trats exposed perinatally and up to 2 years.

TREATMENT AND OBSERVATIONS

1.

DAMS

Male and female Harlan Sprague-Dawley rats and C3H/HeN male and C57Black/6N female mice shall
be approximately 7-8 weeks of age upon receipt. These F rats/mice will be housed separately, 5 per
cage, for a 10-14 day quarantine period. Then, one breeder male will be housed with 2 breeder
females. During cohabitation, vaginal smears are to be taken daily to determine the presence of sperm.
Adequate females are to be bred to produce the required number of pregnant dams within a 1-week
period so that F1 rats and are approximately the same age when weaned and started on treatment (20-
27 days for rats and 18-25 days for mice). Breeder males will be discarded after breeding. The
pregnant dams shall be randomly assigned to treatment and control groups and housed individually. At
each of five three ! concentrations (to be determined based on the F-week 18-week ! study) plus a
control group, pregnant dams shall receive the subject test article mixed in drinking water, starting on
gestational day 6 for rats and day 5 for mice and continuing until the end of the nursing period. The
breeder rats/mice will receive NIH-07 diet from time of receipt, through cohabitation, gestation, and
until pups are weaned. [Note: All pups will be weaned on the same day, the day the last litter born
reaches PND20 for rats or PND 18 for mice.] Water consumption will be measured weekly for dams
from the time they are assigned to a treatment group through weaning of pups. Dams shall be weighed
at the time they are determined to be pregnant and assigned to a treatment group, and then weekly until
the pups are weaned, at which time dams will be killed and a complete necropsy will be performed and
all tissues saved. Dams that do not deliver within 3-4 days of anticipated delivery date shall be
cuthanized, examined for uterine implantations/resorptions, and these findings recorded.

Pregnant Dams Test Groups Species Total
Treatment 25 X 3 X 2 = 150
Controls 25 X 1 X 2 = 50
200

PUPS
a. BIRTH TO WEANING

The number, sex, and body weight of the pups shall be recorded the day after delivery (PND 1).
On PND 4 pups will be culled to a maximum of eight per litter (i.e., 4 males and 4 females) and
shall be tattooed (on a limb) for unique identification. All pups shall be weighed on PND 4,7, and
weekly thereafter, until weaned. All pups will be weaned on the same day, the day the last litter
born reached PND20 for rats or PND 18 for mice. This will result in pups being between 20-27
days of age at weaning for rats or 18-25 for mice.

Pups (PND 4 to Weanin

Litters Pups Sexes Test Groups Species Total

Treatment 25  x 4 X 2 X 53 X 2 = 80661200’
Controls 25 X 4 X 2 X 1 X 2 = 160 400’
960 1600

b. WEANING TO SACRIFICE ~ 104-WEEK STUDY
At weaning, pups shall be culled to 2 males and 2 females per litter. Pups will then be tail tattooed
using unique consecutive numbers. The day of weaning and start of exposure using NTP-

! Revised by Amendment 1 after RFP issued.

SAMPLE WORK ASSIGNMENT C



