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L. reuteri 3630 & L. reuteri 3632

GRAS Notice (GRN) No. 1112 - Annex 14d - part 4
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Individual Animal Numbers, Dose Groups, and Fates 
PSL Study Number 55164: Limosilactobacillus Reuteri: 
28-Day Repeat-Dose Oral Gavage Toxicity Study in Rats 

* The doses listed are the nominal values for each dose group in terms of CFU/kg bw/day. 
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Individual Animal Numbers, Dose Groups, and Fates 
PSL Study Number 55164: Limosilactobacillus Reuteri: 
28-Day Repeat-Dose Oral Gavage Toxicity Study in Rats 
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PSL Study Number 55164: Limosilactobacillus Reuteri: 
28-Day Repeat-Dose Oral Gavage Toxicity Study in Rats 
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APPENDIX N: INDIVIDUAL ANIMAL NECROPSY OBSERVATIONS 

PRODUCT IDENTIFICATION 

L. reuteri 3630 & L. reuteri 3632 



Individual Animal Necropsy Obseivations 

PSL Study Number 55164: Limosilactobacillus Reuteri: 
28-Day Repeat-Dose Oral Gavage Toxicity Study in Rats 

Animal: 3801 Group: Sex: Male 

Dose: 0 CFU 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3802 Group: Sex: Male 

Dose: 0 CFU 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation] : 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3803 Group: Sex: Male 

Dose: 0 CFU 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Last Clinical Observations: 

Hypersalivation, Slight 

Gross Pathology Observations [Correlation] : 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3804 Group: Sex: Male 

Dose: 0 CFU 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3805 Group: Sex: Male 

Dose: 0 CFU 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Last Clinical Observations: 

Hypersalivation, Slight 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3806 Group: Sex: Male 

Dose: 0 CFU 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 
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Individual Animal Necropsy Observations 
PSL Study Number 55164: Limosilactobacillus Reuteri: 

28-Day Repeat-Dose Oral Gavage Toxicity Study in Rats 

Animal: 3806 (Continued) Group: Sex: Male 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3807 Group: Sex: Male 

Dose: 0 CFU 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3808 Group: Sex: Male 

Dose: 0 CFU 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3809 Group: Sex: Male 

Dose: 0 CFU 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3810 Group: Sex: Male 

Dose: 0 CFU 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3811 Group: Sex: Female 

Dose: 0 CFU 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3812 Group: Sex: Female 

Dose: 0 CFU 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 
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Individual Animal Necropsy Obseivations 

PSL Study Number 55164: Limosilactobacillus Reuteri: 
28-Day Repeat-Dose Oral Gavage Toxicity Study in Rats 

Animal: 3812 (Continued) Group: Sex: Female 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3813 Group: Sex: Female 

Dose: 0 CFU 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3814 Group: Sex: Female 

Dose: 0 CFU 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3815 Group: Sex: Female 

Dose: 0 CFU 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3816 Group: Sex: Female 

Dose: 0 CFU 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3817 Group: Sex: Female 

Dose: 0 CFU 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3818 Group: Sex: Female 

Dose: 0 CFU 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 
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Individual Animal Necropsy Observations 
PSL Study Number 55164: Limosilactobacillus Reuteri: 

28-Day Repeat-Dose Oral Gavage Toxicity Study in Rats 

Animal: 3818 (Continued) Group: Sex: Female 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3819 Group: Sex: Female 

Dose: 0 CFU 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

uterus : fluid filled 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3820 Group: Sex: Female 

Dose: 0 CFU 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3821 Group: Sex: Male 

Dose: 1.668E+10 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3822 Group: Sex: Male 

Dose: 1.668E+10 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3823 Group: Sex: Male 

Dose: 1.668E+10 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3824 Group: Sex: Male 

Dose: 1.668E+10 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 
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Individual Animal Necropsy Observations 
PSL Study Number 55164: Limosilactobacillus Reuteri: 

28-Day Repeat-Dose Oral Gavage Toxicity Study in Rats 

Animal: 3824 (Continued) Group: Sex: Male 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3825 Group: Sex: Male 

Dose: 1.668E+10 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3826 Group: Sex: Male 

Dose: 1.668E+10 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3827 Group: Sex: Male 

Dose: 1.668E+10 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3828 Group: Sex: Male 

Dose: 1.668E+10 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

testes-combined: (Comment) R-11mm x 6mm, L-16mm x 4mm 

testes-combined : bilateral; small 

epididymides-combined: (Comment) R-32mmx3mm, L-42mmx3mm 

epididymides-combined : bilateral; small 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3829 Group: Sex: Male 

Dose: 1.668E+10 

Necropsy Date: 5/1/2021 Study Day (Week) of Death: 19 (3) 

Last Clinical Observations: 

Irregular Respiration 

Gross Pathology Observations [Correlation]: 

esophagus : (Comment) has a small tear with food particles near opening 
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Individual Animal Necropsy Obseivations 

PSL Study Number 55164: Limosilactobacillus Reuteri: 
28-Day Repeat-Dose Oral Gavage Toxicity Study in Rats 

Animal: 3829 (Continued) Group: 2 Sex: Male 

Gross Pathology Observations [Correlation] (Continued): 

esophagus : hole 

lungs : (Comment) clear colorless fluid present 

lungs : enlarged; red 

all gross lesions : (Comment) clear colorless fluid in thoracic cavity 

all gross lesions : fluid filled; clear 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3830 Group: 2 Sex: Male 

Dose: 1.668E+10 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3831 Group: 2 Sex: Female 

Dose: 1.668E+10 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3832 Group: 2 Sex: Female 

Dose: 1.668E+10 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3833 Group: 2 Sex: Female 

Dose: 1.668E+10 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3834 Group: 2 Sex: Female 

Dose: 1.668E+10 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 
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Individual Animal Necropsy Observations 
PSL Study Number 55164: Limosilactobacillus Reuteri: 

28-Day Repeat-Dose Oral Gavage Toxicity Study in Rais 

Animal: 3835 Group: 2 Sex: Female 

Dose: 1.668E+10 

Necropsy Date: 5/1 2/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3836 Group: 2 Sex: Female 

Dose: 1.668E+10 

Necropsy Date: 5/1 3/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3837 Group: 2 Sex: Female 

Dose: 1.668E+10 

Necropsy Date: 5/1 3/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3838 Group: 2 Sex: Female 

Dose: 1.668E+10 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations (Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3839 Group: 2 Sex: Female 

Dose: 1.668E+10 

Necropsy Date: 5/1 3/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3840 Group: 2 Sex: Female 

Dose: 1.668E+10 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3841 Group: 3 Sex: Male 
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Individual Animal Necropsy Observations 
PSL Study Number 55164: Limosilactobacillus Reuteri: 

28-Day Repeat-Dose Oral Gavage Toxicity Study in Rats 

Animal: 3841 (Continued) Group: 3 Sex: Male 

Dose: 3.337E+10 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation): 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3842 Group: 3 Sex: Male 

Dose: 3.337E+10 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation): 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3843 Group: 3 Sex: Male 

Dose: 3.337E+10 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation): 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3844 Group: 3 Sex: Male 

Dose: 3.337E+10 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation): 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3845 Group: 3 Sex: Male 

Dose: 3.337E+10 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation): 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3846 Group: 3 Sex: Male 

Dose: 3.337E+10 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation): 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3847 Group: 3 Sex: Male 
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Individual Animal Necropsy Observations 
PSL Study Number 55164: Limosilaclobacillus Reuleri: 

28-Day Repeat-Dose Oral Gavage Toxicity Study in Rats 

Animal: 3847 (Continued) Group: Sex: Male 

Dose: 3.337E+10 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3848 Group: Sex: Male 

Dose: 3.337E+10 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3849 Group: Sex: Male 

Dose: 3.337E+10 

Necropsy Dale: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3850 Group: Sex: Male 

Dose: 3.337E+10 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

testes-combined : (Comment) R-1. 8 cm x 1. 2 cm 

testes-combined : right; small 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3851 Group: Sex: Female 

Dose: 3.337E+10 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3852 Group: Sex: Female 

Dose: 3.337E+10 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 
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Individual Animal Necropsy Obseivations 
PSL Study Number 55164: Limosilactobacillus Reuteri: 

28-Day Repeat-Dose Oral Gavage Toxicity Study in Rats 

Animal: 3853 Group: 3 Sex: Female 

Dose: 3.337E+10 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3854 Group: 3 Sex: Female 

Dose: 3.337E+10 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

uterus : fluid filled 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3855 Group: 3 Sex: Female 

Dose: 3.337E+10 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3856 Group: 3 Sex: Female 

Dose: 3.337E+10 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations (Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3857 Group: 3 Sex: Female 

Dose: 3.337E+10 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3858 Group: 3 Sex: Female 

Dose: 3.337E+10 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3859 Group: 3 Sex: Female 
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Individual Animal Necropsy Obseivations 
PSL Study Number 55164: Limosilactobacillus Reuteri: 

28-Day Repeat-Dose Oral Gavage Toxicity Study in Rats 

Animal: 3859 (Continued) Group: 3 Sex: Female 

Dose: 3.337E+10 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3860 Group: 3 Sex: Female 

Dose: 3.337E+10 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3861 Group: 4 Sex: Male 

Dose: 1.001E+11 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3862 Group: 4 Sex: Male 

Dose: 1.001E+11 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3863 Group: 4 Sex: Male 

Dose: 1.001E+11 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3864 Group: 4 Sex: Male 

Dose: 1.001E+11 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3865 Group: 4 Sex: Male 
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Individual Animal Necropsy Obseivations 
PSL Study Number 55164: Limosilactobacillus Reuteri: 

28-Day Repeat-Dose Oral Gavage Toxicity Study in Rats 

Animal: 3865 (Continued) Group: 4 Sex: Male 

Dose: 1.001E+11 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3866 Group: 4 Sex: Male 

Dose: 1.001E+11 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3867 Group: 4 Sex: Male 

Dose: 1.001 E+11 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3868 Group: 4 Sex: Male 

Dose: 1.001E+11 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3869 Group: 4 Sex: Male 

Dose: 1.001E+11 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3870 Group: 4 Sex: Male 

Dose: 1.001E+11 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3871 Group: 4 Sex: Female 
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Individual Animal Necropsy Obseivations 
PSL Study Number 55164: Limosilactobacillus Reuteri: 

28-Day Repeat-Dose Oral Gavage Toxicity Study in Rats 

Animal: 3871 (Continued) Group: 4 Sex: Female 

Dose: 1.001E+11 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3872 Group: 4 Sex: Female 

Dose: 1.001E+11 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3873 Group: 4 Sex: Female 

Dose: 1.001E+11 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3874 Group: 4 Sex: Female 

Dose: 1.001E+11 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3875 Group: 4 Sex: Female 

Dose: 1.001E+11 

Necropsy Date: 5/12/2021 Study Day (Week) of Death: 30 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3876 Group: 4 Sex: Female 

Dose: 1.001E+11 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No obseivations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3877 Group: 4 Sex: Female 
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Individual Animal Necropsy Observations 
PSL Study Number 55164: Limosilactobacillus Reuteri: 

28-Day Repeat-Dose Oral Gavage Toxicity Study in Rats 

Animal: 3877 (Continued) Group: 4 Sex: Female 

Dose: 1.001E+11 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3878 Group: 4 Sex: Female 

Dose: 1.001E+11 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3879 Group: 4 Sex: Female 

Dose: 1.001E+11 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 

Animal: 3880 Group: 4 Sex: Female 

Dose: 1.001E+11 

Necropsy Date: 5/13/2021 Study Day (Week) of Death: 31 (5) 

Gross Pathology Observations [Correlation]: 

No observations found 

Any remaining protocol required tissues, which have been examined, have no visible lesions 
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APPENDIX O: INDIVIDUAL ANIMAL TERMINAL BODY AND ORGAN WEIGHTS 

PRODUCT IDENTIFICATION 

L. reuteri 3630 & L. reuteri 3632 



Sex: Male Day(s) Relative to Start Date 
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* The doses listed are the nominal values for each dose group in terms of CFU/kg bw/day. 

Individual Animal Teiminal Body and Organ Weights 
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* The doses listed are the nominal values for each dose group in terms of CFU/kg bw/day. 
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Sex: Male Day(s) Relative to Start Date 
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Sex: Male Day(s) Relative to Start Date 
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Sex: Female Day(s) Relative to Start Date 

 


  

 

 

  

  
  

  

  

  
  

  
  

  

  

  

  

Individual Animal Terminal Body and Organ Weights 
PSL Study Number 55164: Limosilactobacillus Reuteri: 

28-Day Repeat-Dose Oral Gavage Toxicity Study in Rats 

 
 
 

 

 

 
 

 

 

 
 

 
 

 

 

 

 

  
  
  

  

  

  
  

  

  

  
  

  
  

  

  

  

  

Page 437 
PSL Study Number 55164 

* The doses listed are the nominal values for each dose group in terms of CFU/kg bw/day. 



Sex: Female Day(s) Relative to Start Date 
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Sex: Female Day(s) Relative to Start Date 
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Sex: Female Day(s) Relative to Start Date 
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* The doses listed are the nominal values for each dose group in terms of CFU/kg bw/day. 



Sex: Female Day(s) Relative to Start Date 

1.001E+11 
CFU Spleen 
Group4 Wt 

(g) 

Day 30/31 

3871 0.47 
3872 0.45 

3873 0.50 
3874 0.52 

3875 0.47 

3876 0.58 
3877 0.58 

3878 0.56 
3879 0.48 

3880 0.51 

Mean 0.512 

SD 0.047 

N 10 

Thymus 
Wt 
(g) 

Day 30/31 

0.294 
0.300 

0.210 
0.173 

0.425 

0.376 
0.441 

0.295 
0.274 

0.205 

0.2993 

0.0915 

10 

Individual Anrnal Terminal Body and Organ Weights 
PSL Study Number 55164: Lrnosilactobacillus Reuteri: 

28-Day Repeat-Dose Oral Gavage Toxicity Study in Rats 

Uterus 
Wt 
(g) 

Day 30/31 

0.46 
1.01 

0.39 
1.38 

0.46 

0.31 
0.45 

0.41 
0.38 

0.42 

0.567 

0.345 

10 
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APPENDIX P: INDIVIDUAL ANIMAL ORGAN-TO-BODY WEIGHT RATIOS 

PRODUCT IDENTIFICATION 

L. reuteri 3630 & L. reuteri 3632 



Sex: Male Day(s) Relative to Start Date 

 


  

 

 

  

  
  

  

  

  
  

  

  

 

  

  

  

Individual Animal Organ-To-Body Weight Ratios 
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Sex: Male Day(s) Relative to Start Date 
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Sex: Male Day(s) Relative to Start Date 
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Sex: Male Day(s) Relative to Start Date 
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Sex: Male Day(s) Relative to Start Date 
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* The doses listed are the nominal values for each dose group in terms of CFU/kg bw/day. 



Sex: Male Day(s) Relative to Start Date 
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Sex: Male Day(s) Relative to Start Date 
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* The doses listed are the nominal values for each dose group in terms of CFU/kg bw/day. 



Sex: Male Day(s) Relative to Start Date 
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Sex: Female Day(s) Relative to Start Date 
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Sex: Female Day(s) Relative to Start Date 

 


 

 

 

 
 

 
 

 

 
 

 
 

 

 

 

 

 
 
 

 

 
 

 
 

 

 
 

 
 

 

 

 

 

Individual Animal Organ-To-Body Weight Ratios 
PSL Study Number 55164: Limosilactobacillus Reuteri: 

28-Day Repeat-Dose Oral Gavage Toxicity Study in Rats 

Page 455 
PSL Study Number 55164 

* The doses listed are the nominal values for each dose group in terms of CFU/kg bw/day. 



Sex: Female Day(s) Relative to Start Date 
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Sex: Female Day(s) Relative to Start Date 
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Sex: Female Day(s) Relative to Start Date 
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Sex: Female Day(s) Relative to Start Date 
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APPENDIX Q: INDIVIDUAL ANIMAL ORGAN-TO-BRAIN WEIGHT RATIOS 

PRODUCT IDENTIFICATION 

L. reuteri 3630 & L. reuteri 3632 



Sex: Male Day(s) Relative to Start Date 
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* The doses listed are the nominal values for each dose group 
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Sex: Female Day(s) Relative to Start Date 

 





























Individual Animal Organ-To-Brain Weight Ratios 
PSL Study Number 55164: Limosilactobacillus Reuteri: 

28-Day Repeat-Dose Oral Gavage Toxicity Study in Rats 

Page 476 
PSL Study Number 55164 

* The doses listed are the nominal values for each dose group in terms of CFU/kg bw/day. 



Sex: Female Day(s) Relative to Start Date 

 
 
  

 

 

  
  
  
  
  

  
  
  
  

  

  

  

  

Individual Animal Organ-To-Brain Weight Ratios 
PSL Study Number 55164: Limosilactobacillus Reuteri: 

28-Day Repeat-Dose Oral Gavage Toxicity Study in Rats 

 
 

 

 

 
 
 
 
 

 
 
 
 

 

 

 

 

  
  

  

  

  
  
  
  
  

  
  
  
  

  

  

  

  

Page 477 
PSL Study Number 55164 

* The doses listed are the nominal values for each dose group in terms of CFU/kg bw/day. 



Sex: Female Day(s) Relative to Start Date 

 































Individual Animal Organ-To-Brain Weight Ratios 
PSL Study Number 55164: Limosilactobacillus Reuteri: 

28-Day Repeat-Dose Oral Gavage Toxicity Study in Rats 

Page 478 
PSL Study Number 55164 

* The doses listed are the nominal values for each dose group in terms of CFU/kg bw/day. 



Page 479 
PSL Study Number 55164 

APPENDIX R: HISTOPATHOLOGY 

PRODUCT IDENTIFICATION 

L. reuteri 3630 & L. reuteri 3632 

Submitted By: 

StageBio 
5930 Main Street 

Mount Jackson, VA 22842 



 

PATHOLOGY REPORT 

Limosi/actobacil/us reuteri; 28-DAY REPEAT-DOSE ORAL GAVAGE TOXICITY STUDY IN RATS 

Product S::afety L::abs (PSL) Study Number 55164 

Prepared by 

SlageBio 
5930 Main Street 

Mount Jackson, VA 22842 

Testing Facility 

Product Safety Labs 
2394 us Highway 130 

Dayton , New Jersey 08810 

Sponsor 

Elanco Animal Health Incorporated 
2500 Innovation Way 

Greenfield, Indiana. 46140 

September 7, 2021 

Page 480 
PSL Study Number 55164 



OF CONTENTS 

Final Pathology Report 
ElancoAnimal Health Incorporated 

PSL Study Number 55164 

1.0 GLP Compliance Statement- Histopathology Slide Preparation ............ 3 
2.0 GLP Compliance Statement- Histopathology Evaluation . . .. .... . 4 
3.0 Executive Summary .. .... . 5 
4.0 Introduction .. . . ... . 6 

4.1 Protocol ............ 6 
4.2 Objective ....... ..... 6 

5.0 Methods ....... 6 
5.1 Compliance Statement .. .... . 6 
5.2 Study Design .. ... .... . 6 

Table 1. Dose Levels ....... 6 
5.3 Necropsy ... .... . 7 
5.4 Histological Processing .. .... . 7 

6.0 Results .... ... .... . 8 
6.1 Animal Mortality ....... 8 
6.2 Macroscopic Observations .. .... . 8 
6.3 Microscopic Observations ....... 8 

7.0 Conclusion ..................................................................................................................................... 9 
REFERENCE .... ... .... ... ..... ... .... ... ..... ... ...... ... .... ... ..... ... ..... ... .... ... ..... ... .... .... ..... ... .... .... .... ... ..... ... .... ... ..... ... .... . 9 
Appendix A. Histopathology Incidence Tables (Expanded Summary Report of Histopathology) .. 10 
Appendix B. Histopathology Incidence Tables (Individual Data Listing of Gross to Microscopic 
Correlation) ...... ... .... ... ..... ... .... ... ..... ... ..... .... .... .... .... ... ..... ... .... ... ..... ... .... ... ..... .... .... .... .... ... ..... ... .... ... ..... ... ... 31 
Appendix C. Histopathology Incidence Tables (Individual Gross and Microscopic Observations) 33 
Appendix D. Tissue Accountability ................. ..... ... .... .......................................................................... 124 
Appendix E. Quality Assurance Statement ........ 126 

2 917/2021 

Page 481 
PSL Study Number 55164 



1.0 GLP Compliance Statement- Histopathology Slide Preparation 

Flnal Pathology Report 
Sanco Antmat Health Incorporated 

PSL Stuoy Number 55164 

The histologica l slide preparation portion of Product Safety Labs Study Number 55164, which was 
performed al SlageBio, 5930 Main Street, Mount Jackson, VA 22842, was conducted in compliance with 
U.S. FDA GLP: 21 CFR Part 58, 1987. 
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2.0 GLP Compliance Statement• Histopathology Evaluation 

Final Pathology Report 
Elanco Animal Health Incorporated 

PSL Study Number 55164 

The histopathological slide evaluation portion of Product Safety Labs Study Number 55164, which was 
perfonned at StageBio, 5930 Main Street, Mount Jackson, VA 22842, was conducted in compliance with 
U.S. FDA GLP: 21 C:FR Part 58, 1987. 

Allen w. Singer, DVM, D¥:VP, DABT 
Principal Investigator 
StageBio 
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3.0 Executive Summary 

Final Pathology Report 
ElancoAnimal Health Incorporated 

PSL Study Number 55164 

The objective of this study was to evaluate the potential toxicity of Limosi/actobacil/us reuteri (L. reuten) 
ATCC PTA-126787 (L. reuteri 3630) and ATCC PTA-126788 (L. reuteri 3632) in male and female rats 
likely to arise from daily exposure via oral gavage over a test period of 28 days. A no-observed-adverse­
effecl-level (NOAEL) was also sought for each sex. 

Methods: According to the protocol, 80 rats (40 male and 40 female) were assigned to four treatment 
groups in this study. Following the in-life procedures, all surviving animals were euthanized on Day 30/31 
and subjected to a full necropsy. One Group 2 male rat did not survive to Day 30/31 ; it also was subjected 
to a full necropsy. Protocol-required tissues were collected at necropsy and forwarded to StageBio where 
protocol-specified tissues from all animals in Group 1 and Group 4, the unscheduled death animal, and 
gross lesions from all animals, were processed, embedded in paraffin, sectioned and stained with 
hematoxylin and eosin (H&E) . The resulting microscopic slides were evaluated by Allen W. Singer, DVM, 
DACVP, DABT of StageBio. This pathology report by StageBio presents the results of the microscopic 
evaluation of protocol-required tissues from all animals in Group 1 and Group 4, the unscheduled death 
animal, and gross lesions from all animals. 

Conclusion: The objective of this study was to evaluate the potential toxicity of Limosilactobacillus reuteri 
(L. reuten) ATCC PTA-126787 (L. reuteri 3630) and ATCC PTA-126788 (L. reuteri 3632) in male and 
female rats likely to arise from daily exposure via oral gavage at doses up to 760 mg/kg bw/day L. retueri 
3630 plus 455 mg/kg bw/day L. reuteri 3632 over a test period of 28 days. A no-observed-adverse-effecl­
level (NOAEL) was also sought for each sex. 

There were no gross or microscopic findings attributed to administration with the test articles, ATCC 
PTA-126787 (L. reuteri 3630) and ATCC PTA-126788 (L. reuteri 3632). Thus, based solely on the 
microscopic examinations, the no-observed adverse effect level (NOAEL) was the high-dose group, L. 
reuteri 3630 (760 mg/kg bw/day) plus L. reuteri 3632 (455 mg/kg bw/day). 
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4.0 Introduction 

4.1 Protocol 

Final Pathology Report 
ElancoAnimal Health Incorporated 

PSL Study Number 55164 

This report presents the histopathology results of a study to evaluate the potential toxicity of 
Limosi/actobaci//us reuteri (L reuten) ATCC PTA-126787 (L reuteri 3630) and ATCC PTA-126788 (L 
reuteri 3632) in male and female rats likely to arise from daily exposure via oral gavage over a test period 
of 28 days, PSL Study Number 55164, Elanco Animal Health Incorporated, Greenfield, Indiana, 46140. 
All in-life procedures and tissue harvests were performed at Product Safety Labs under the direction of 
Raghavendra Gowda, PhD. As per Protocol Amendment No. : 7 dated 17 Aug21 , the Study Director was 
revised to Mark Bauter, BS. Histology was performed at StageBio and microscopic evaluation was 
completed by Allen W Singer, DVM, DACVP, DABT at StageBio. 

4.2 Objective 

The objective of this study was to evaluate the potential toxicity of Limosi/actobaci//us reuteri (L reuten) 
ATCC PTA-126787 (L reuteri 3630) and ATCC PTA-126788 (L reuteri 3632) in male and female rats 
likely to arise from daily exposure via oral gavage over a test period of 28 days. A no-observed-adverse­
effect-level (NOAEL) was also sought for each sex. 

5.0 Methods 

5.1 Compliance Statement 

The portions of this study conducted at StageBio were conducted in compliance with the U.S. FDA GLP: 
21 CFR Part 58, 1987. An electronic copy of this report in portable document format (PDF) will be 
provided to PSL in addition to the hard copy. The PDF is a representation of the pathology report hard 
copy. However, only the signed hard copy of the pathology report is considered raw data. 

5.2 Study Design 

Forty male (M) and 40 female (F) animals were enrolled in this study, as shown in Table 1, below: 

Table 1 Dose Levels 
 


  

    


 
   

 


    
 

   
    

    


 
   

    
    



    
    

    

LR3630 = 132 000 000 000 CFU/g (1 .32E+11) and LR3632 = 220 000 000 000 CFU/g (2.2E+11 ) 

b Calculated using the geometric mean 
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5.3 Necropsy 

Final Pathology Report 
ElancoAnimal Health Incorporated 

PSL Study Number 55164 

At terminal sacrifice on Day 30/31 , all surviving animals were euthanized and subjected to a full necropsy. 
The single unscheduled death was also subjected to a full necropsy. Necropsies included examination of 
the external surface of the body, all orifices, musculoskeletal system and the thoracic, abdominal, pelvic 
and cranial cavities and their contents. At scheduled termination, the following organs were weighed: 
adrenals (combined) , brain, epididymides (combined, males only), heart, kidneys (combined), liver, 
ovaries with oviducts (combined, females only), testes (combined, males only) , spleen, thymus, and 
uterus (females only). The following organs and tissues from all animals were preserved in 10% neutral 
buffered formalin : 

accessory genital organs (prostate and seminal 
vesicles) 
adrenals 
all gross lesions 
aorta 
bone (femur) 
bone marrow (from femur and sternum) 
brain sections including medulla/pons, 
cerebellar and cerebral cortex 
cecum 
cervix 
colon 
duodenum 
esophagus 
Harderian gland 
heart 
ileum with Peyer's patches 
jejunum 
kidneys 
larynx 
liver 
lungs 
lymph node mandibular 
lymph node mesenteric 
mammary gland 

nasal turbinates 
nose 
ovaries 
oviducts 
pancreas 
parathyroid 
peripheral nerve (sciatic) 
pharynx 
pituitary gland 
rectum 
salivary glands (sublingual, submandibular, and 
parotid) 
skeletal muscle 
skin 
spinal cord - 3 levels: cervical , mid-thoracic, and 
lumbar 
spleen 
sternum 
stomach 
thymus 
thyroid 
trachea 
urinary bladder 
uterus 
vagina 

The epididymides, eyes, optic nerve, and testes from all animals were preserved in modified Davidson's 
fixative and then stored in ethanol. The gross lesions for testes and epididymides were required for 
histopathological evaluation. 

5.4 Histological Processing 

Collected tissues from all animals were forwarded to StageBio where the protocol-required tissues from 
all surviving animals in Group 1 and Group 4, the unscheduled death animal, and gross lesions from all 
animals were processed, embedded in paraffin, sectioned and stained with hematoxylin and eosin (H&E). 
Animal information from PSL's Gross Pathology Results was entered into Pristima® at Sta@eBio. All 
microscopic slides were evaluated, and microscopic findings were entered directly into Pristima by Allen 
W Singer, DVM, DACVP, DABT of StageBio. Gross to microscopic correlations and the incidence of 
microscopic findings are presented in the Histopathology Incidence Tables portion of this report . 

Pristima® allows data entry for one test article only, so the test article is identified as "Various" in the 
header of pages in the Histopathology Incidence Tables. The term "Various" refers to all of the test 
articles used in this study and as described in Table 1 
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the Histopathology Incidence Tables, the following abbreviations apply 

L=Left 
R=Right 
M=Male 
F=Female 
1>=Minimal 
2>=Mild 
3>=Moderate 
4>=Marked 
5>=Severe 

Within the Tissue Accountability Appendix, the following abbreviation applies: 

SOPs=Standard Operating Procedures 

6.0 Results 

6.1 Animal Mortality 

Final Pathology Report 
ElancoAnimal Health Incorporated 

PSL Study Number 55164 

There was one unscheduled death, Group 2 male 3829, on Day 19, among the animals submitted for 
histopathological evaluation. Al necropsy, this animal had a visible tear of the esophagus, with 
fluid/edema noted in the thoracic cavity and around the lungs; these changes were attributed to 
inadvertent esophageal dosing trauma and served as the cause of death. No evidence of ATCC PTA-
126787 (L. reuteri 3630) and ATCC PT A-126788 (L. reuteri 3632) toxicity was observed in this animal. 

Unscheduled death male Animal 3829 had several gross findings, including small esophageal tear with 
food particles near the opening; lungs red and swollen with clear, colorless fluid ; and clear colorless fluid 
in the thoracic cavity. Although the physical esophageal perforation was not present on the microscopic 
slide presented, there was significant chronic-active inflammation surrounding the esophagus, trachea, 
pharynx and into mediastinal tissues, consistent with a trauma-induced tear The lungs also had 
significant inflammation of the pleural surfaces, related to spread of the mediastinal infection caused by 
the tear Similar inflammation was found microscopically around the epicardial surfaces of the heart and 
surrounding the thymic tissue. 

6.2 Macroscopic Observations 

All animals other than Animal 3829, as discussed above, survived to the scheduled in-life termination 
necropsy. Among these, only a few necropsy findings were noted as follows (with microscopic correlates 
in parentheses) : Group 1 female Animal 3819 had a fluid filled uterus (dilatation) ; Group 2 male Animal 
3828 had small , bilateral testes (right - 11mm x 6mm, and left - 16mm x 4mm) (atrophy) , and small , 
bilateral epidymides (right - 32mm x 3mm, and left - 42mm x 3mm) (hypospermia) ; Group 3 male Animal 
3850 had a small , right testis (1.8cm x 1.2cm) (atrophy) ; and Group 3 female Animal 3854 had a fluid 
filled uterus (dilatation) . 

All these were common incidental macroscopic findings in contro l rats of this age and strain, and were 
unrelated to the ATCC PTA-126787 (L. reuteri 3630) and ATCC PTA-126788 (L. reuteri 3632) 
administration. 

6.3 Microscopic Observations 

There were no microscopic changes noted that we re related to administration of the test articles. 
Findings, morphologies, severities observed, and incidences of changes seen, including that of early­
stage "chronic progressive renal nephropathy", a very common spontaneous change in rats, were 
consistent with those expected in untreated rats of this age, sex, and strain (Mcinnes, 2012; Palm, 1998). 
Most of these were simple ce llular infiltrates of various organs. 
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7.0 Conclusion 

Final Pathology Report 
Elanco Animal Health Incorporated 

PSL Study Number 55164 

The objective of this study was to evaluate the potential toxicity of Limosi/actobacil/us reuteri (L. reuten) 
ATCC PTA-126767 (L. reuteri 3630) and ATCC PTA-126788 (L. reuteri 3632) in male and female rats 
likely to arise from daily exposure via oral gavage at doses up to 760 mg/ kg bw/ day L. retueri 3630 plus 
455 mg/kg bw/day . L. reuteri 3632 over a test period of 28 days. A no-observed-adverse-effect-level 
(NOAEL) was also sought for each sex. 

There were no gross or microscopic findings attributed to administration with the test articles, ATCC 
PTA-126787 (L reuteri 3630) and ATCC PTA-126788 (L. reuteri 3632). Thus, based solely on the 
microscopic examinations, the no-observed adverse effect level (NOAEL) was the high-dose group, L. 
reuteri 3630 (760 mg/kg bw/day) plus L. reuteri 3632 (455 mg/kg bw/day). 

Signature: 

Allen W. Singer, DVM, DACVP, DABT 
Study Pathologist 
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QUALITY ASSURANCE STATEMENT 

Study Title: Limosilactobacil/us reuteri: 28-Day Repeat-Dose Oral Gavage Toxicity Study in 

Rats 

Study Number: 55164 

StageBio Document Identification (ID); SBDOC000773 

The following have been inspected by the StageBio Quality Assurance Unit (QAU) as· required by the 
Good Laboratory Practice (GLP) regulations disseminated by the U.S. Food and Drug Administration 
(FDA, 21 CFR 58), as well as the study protocol and amendment, and applicable StageBio SOPs. 

   
 

 

 

 
 

 


 
  

 


'The report is an accurate reflection of the raw data. 

Form 1203-2v3 
Effective: 26Apr2021 
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!!!!Stage Bio 

Stag eBio Study ID: 00 75 2-0 046 

Trtle: LJMCGIL.A::Tce.ACil..LIJS R EUTERI: 28-DAV RE~AT-DCG E ORi:iJ.... GAVAGE Tc»<:ICITv' SllJDV IN RATS 

Reason for Signing 

I am the author of this Quality Assurance Statement 

S BOOCDDDl ll 

Signature 
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-5B9927C38702 
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