
 
 

 
 

 
CENTER FOR VETERINARY BIOLOGICS NOTICE NO. 19-03 
 
 
TO:  Biologics Licensees, Permittees, and Applicants 
   Directors, Center for Veterinary Biologics 
   Veterinary Services Leadership Team 
   American Veterinary Medical Association 
 
FROM:  Byron Rippke  
   Director 
 
SUBJECT: New Extraneous Agent Testing Requirement for Equine-Origin 

Antibody, Antitoxin, Serum, and Plasma Products Regulated by 
APHIS   

 
I. PURPOSE 

This Notice informs interested parties of a new testing requirement for donor horses 
and completed APHIS-regulated antibody, antitoxin, serum, and plasma products of 
equine origin for freedom from equine parvovirus-hepatitis.   
 
II. BACKGROUND 
 
Recently published research describes equine parvovirus-hepatitis as a probable cause 
of equine serum hepatitis.1, 2, 3 The research indicates that the virus is present in, and 
can be spread by, administration of equine serum and/or plasma.     
 
Title 9, Code of Federal Regulations, part 113.450(c)(2) states: “An animal that tests 
positive for an infectious disease shall not be used in the manufacture of antibody 
products.” The presence of equine parvovirus-hepatitis in licensed veterinary 
biologicals poses a newly identified and unacceptable risk, requiring regulatory 
action.  
 
III. ACTION 
 
A. Donor Horses 
 
All horses used as donor animals for the manufacture of APHIS-regulated antibody, 
antitoxin, serum, and plasma products must test negative for the presence of equine 
parvovirus-hepatitis in blood samples, by test methods acceptable to APHIS. Donor 
herds must be tested annually, and all additions to the donor herd must test negative 
prior to sharing physical space or being allowed contact to donor animals. If a 
negative animal in the herd subsequently tests positive, contact the Center for 
Veterinary Biologics (CVB) for guidance on additional requirements. 
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B. Serial Release Testing 
 
In addition, each completed serial of APHIS-regulated antitoxin, antibody, serum, or 
plasma product labeled for use in equines must test negative for equine parvovirus-
hepatitis by test methods acceptable to APHIS, as listed in the respective Outline of 
Production. Test results must be reported on APHIS Form 2008 in accordance with 
the Outline of Production. Exemptions to the serial testing requirements may be 
considered if data acceptable to APHIS demonstrate that production methods prohibit 
the presence of the infectious virus in the completed product.   
 
C. Product Labeling 
 

1. Labeling of products licensed for use in equines must bear a caution statement 
indicating that use of equine serum and plasma products has been associated 
with hepatitis (Theiler’s Disease).   
 

2. Labeling of products of equine origin licensed for use in species other than 
equine must bear a caution statement stating “Do not use in equine species.”  
This statement may be removed once donor herd testing described in Section 
III.A is fully implemented. 
 

3. Once in compliance with Sections III.A and B, equine product labeling may 
bear a statement affirming the product has tested free of equine parvovirus.  
Additional statements indicating freedom from other specific viruses with less 
definitive associations to equine hepatic disease4 may be considered by the 
CVB with submission of an acceptable test and test validation data. The 
caution statement for Theiler’s Disease must remain.  

 
IV. IMPLEMENTATION/ APPLICABILITY 

 
The policy applies to prelicense and licensed equine-origin antibody, antitoxin, 
serum, and plasma products, regardless of animal species for administration. Policy 
regarding the use of equine-origin serum in the production of other biologicals such 
as vaccines is currently being reviewed and will be addressed separately. 

 
Products must be in compliance with Sections III.A and B within 18 months of the 
publication date of this notice. Labels must be in compliance with Parts 1 and 2 of 
Section III.C within 6 months of the publication date of this notice. Outlines of 
Production must be updated with applicable testing and labeling changes as they are 
implemented. 
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