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INTRODUCTION 
 
Study Title: Efficacy of novel Ebola virus countermeasures in mice. 
 
Purpose: The purpose of this study is to evaluate the efficacy of novel EBOV countermeasures in 
mice. 
 
MATERIALS AND METHODS 
Study Site: Texas Biomedical Research Institute 
Animals:  Mice  
Challenge Agent:  Mouse adapted (MA) EBOV, 1000 PFU IP 
Test Articles: KE-163922; KE-168824; GRFT 
Vehicle: PBS 
 
Experimental Study: Forty mice were assigned to 5 groups consisting of 8 mice per group, as 
detailed in Table 1. 
 
Table 1. Experimental Design (Only showing for GRFT) 
Group 

No. 
No. 

Animals Experimjental Objective Treatment SC Challenge  
       Agent 

9 8 PBS Mock; vehicle treated, unexposed N/A N/A 
10 8 Vehicle treated, MA EBOV exposed N/A MA EBOV 
13 8 GRFT SC SD 0,9 (SID) 

SD1-8 (BID) 
MA EBOV 

N/A – Not applicable. 
 
Gross Necropsy:  
Necropsies were conducted in accordance with Texas Biomed SOP 903.  Tissue samples (liver, 
spleen, and lung) were collected for microscopic evaluation.  
 
Histopathology:  
Tissues were fixed by immersion in 10% neutral-buffered formalin for a minimum of fourteen days, 
then trimmed, routinely processed, and embedded in paraffin.  Sections of the paraffin-embedded 
tissues were cut at 5 µm thick, and histology slides were deparaffinized, stained with hematoxylin 
and eosin (H&E), coverslipped, and labeled.  Slides were evaluated by a board-certified veterinary 
pathologist using a light microscope.  The results of histopathological examination of each animal 
were summarized in the Summary Pathology Report by the Study Pathologist (Table 2 to Table 6). 
 
PATHOLOGY RESULTS 
 
Survival 
All PBS unexposed control animals survived to the Day 21 terminal euthanasia. Two of 8 animals 
assigned to the KE-168824 group (Group 12) survived to the terminal euthanasia. All vehicle treated 
MA EBOV exposed mice (Group 2) and remaining test article-treated MA EBOV-exposed mice 
(Group 11, 12, and 13) died or were euthanized prior to the end of protocol, between Day 3 and 7. 
GROUP 13 (GRFT) 
 
Histologic findings 
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Microscopic changes consistent with EBOV infection consisted of hepatocellular necrosis with mixed 
cell inflammation and intracytoplasmic inclusion bodies and splenic lymphoid depletion with 
lymphocytolysis. EBOV-related findings were similar in character to those noted in the positive 
control and other treated groups but were in general less frequent and in lower severity grades. One 
finding noted within the liver, hepatocellular vacuolation, was not noted in the control groups. The 
finding was characterized by enlarged hepatocytes that contained numerous small clear cytoplasmic 
vacuoles with discrete, well-defined margins (microvesicular vacuolation). Findings are summarized 
in Table 6.  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
CONCLUSION 
All GRFT-treated mice died or were euthanized between Day 3 and 7. Of interest, EBOV-related 
microscopic changes were less frequently noted in this group and were generally of lower severity 
grade when compared with the other two treatment group mice. Two of the GRFT-treated mice 
lacked EBOV-related microscopic findings in the tissues evaluated. 
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