


INTRODUCTION
The ability to administer drugs by oral gavage to neonatal rodents is critical for the assessment of non-clinical development of many pharmaceuticals. Oral gavage administration is a common route of delivery in preclinical research and is used to precisely deliver a �xed volume of drug. The 
objective of these studies was to assess the tolerance of the procedures administering reverse osmosis water (ROW) to neonatal Sprague Dawley rats starting as early as postpartum Day (PPD) 4, 7 or 10 to Day 20 and to neonatal CD-1 mice starting on PPD 7 to Day 21.   

METHODS
Three (3) pregnant rats and three (3) pregnant mice were received from Charles River Canada and included in the study. Rat pups were divided into groups containing 6 to 8 pups/sex/group (Table 1), and mouse pups were divided into groups containing 5 to 10 pups/sex/group (Table 2). 

RESULTS AND DISCUSSION
Rats: There were no adverse clinical signs, mortality or macroscopic �ndings associated with the administration of ROW by oral gavage to rats starting on post-partum day 4, 7 or 10 until day 20 in this study.  
Body weights were lower for male pups scheduled for dosing (Groups 2, 3 and 4) starting on Day 4, 7 and 10 and remained slightly lower for dosed animals to post-partum day 20 in comparison to those that were not dosed (Figures 1 and 2). In addition the body weight changes 
were lower throughout the study for males and females that were dosed and attained statistical signi�cance for male animals on post-partum days 14 to 20.
Occasional cysts were noted in one or both kidneys of one or more animals from all groups. Pale areas were noted in one or both kidneys of one animal in Group 2 and in one animal in Group 3. One animal from Group 2 had unilateral dilatation of the renal pelvis and another had a 
few dark areas in the mandibular salivary gland. One animal from each dose group, including controls had a dark focus or dark foci in the thymus at necropsy. A single animal from Group 4 had a single white linear depressed area in the spleen. All of these �ndings were considered 
to be background, spontaneous or related to experimental procedures �ndings.

Mice: There were no adverse clinical signs or macroscopic �ndings associated with the gavage procedures or administration of ROW by oral gavage to mice starting on post-partum day 7 until day 21 in this study.  
An initial slight decrease in body weight gain was observed in the animals administered ROW in comparison to those not dosed, although the di�erence was not considered signi�cant when compared to the non-dosed animals (Figures 3 and 4).
Occasional dark foci, dark areas or dark discoloration were noted in either the salivary gland, thymus or the lungs of individual animals in both Group 1, that were not dosed and/or Group 2 that received 10 mL/kg/day of ROW via oral gavage starting on PPD 7. All of these �ndings 
were considered to be background, spontaneous or related to experimental procedures �ndings. Two pups died following gavage incidents and considered procedural related on PPD11 and 13, respectively. 

CONCLUSION
The results obtained from these studies provided su�cient evidence that daily oral gavage to neonatal rats from PPD 4, 7 and 10 to PPD 20 and male and female neonatal mice from PPD 7 to PPD 21 was well tolerated.  
A slight reduction in body weight and body weight gains was observed prior to the start of dosing until termination of the dosed animals compared to the naïve controls. All macroscopic �ndings observed were considered background, spontaneous or related to the experimental procedure.
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Treatment 
Group

Dosed Starting on 
Post-Partum Day

Dose Level 
(mg/kg/day)

Dose
Volume

(mL/kg/day)

Number of Animals

Male Female

1. Control* - 0 0 6 6

2. ROW** 4 0 10 8 8

3. ROW** 7 0 10 8 8

4. ROW** 10 0 10 8 8

*Control animals were not dosed. 
** Reverse Osmosis Water.

The data collected included mortality checks, clinical signs recorded twice daily during the study, body weights were recorded for pups at PPD 0, 4, 7, 14, 20 (rats only) and 21 (mice only) and macroscopic evaluations at the end of treatment.

TABLE 1 (Rats):

Treatment 
Group

Dosed Starting on 
Post-Partum Day

Dose Level 
(mg/kg/day)

Dose
Volume

(mL/kg/day)

Number of Animals

Male Female

1. Control* - 0 0 5 5

2. ROW** 7 0 10 10 10

*Control animals were not dosed. 
** Reverse Osmosis Water.

TABLE 2 (Mice):

Figure 1 Figure 3

Figure 2 Figure 4






