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4.  When the LIE has completed his/her review, the label submission is forwarded to the 
Reviewer.  The Reviewer does his/her own technical review (taking into account the notations 
made by the LIE) and scientific evaluation of the label.  It is the Reviewer’s role to decide what 
is supported by filed data and what may need to be changed. 
 
5.  After reviewing, the reviewer initials and dates the mounting sheet and determines what type 
of processing stamp should be applied to the label. There are 4 CVB label stamps:  #1 (returned 
as a sketch; not approved for use), #2 (permanent approval),  #3 (approved for temporary use), 
and #4 (special label for export).  See Appendix I for examples. 
     

5.1  If a final label is acceptable without modification, write “#2” on the mounting sheet to 
indicate that the #2 stamp should be added.  This includes labels that meet all USDA 
regulations, whether for domestic or export use.  See the section of this chapter named 
“Labels for Export Only” for additional instructions on the proper stamp for labels that meet 
foreign regulatory requirements but contain variances to USDA regulations. 
   
5.2  Labels submitted as preliminary sketches are always returned as sketches.  Write “#1” on 
the mounting sheet.   
 
5.3  If a final format label requires revision, process it as a sketch (use #1 stamp).   
 
5.4  If a final label is acceptable for temporary use, write #3 on the mounting sheet and 
ensure that the comments on APHIS Form 2015 specify the expiration date.  For consistency, 
the expiration date is expressed as the last day of the desired month. 
 
5.5  If multiple labels are submitted with the same APHIS Form 2015, it is acceptable to 
return some of the labels as sketches, and some as approved labels, if necessary.  You do not 
have to sketch all the labels back to the firm, if only one of the labels requires revision.  An 
explanation regarding the sketches should be provided in Block 19 of the APHIS Form 2015 
returned to the firm. 
 
5.6 Labels acceptable for defined transitory periods (e.g., interim true names containing old 
and new taxonomy) should be assigned a #3 stamp, even though the expiration date may be 
years away.  Likewise, assign a #3 stamp to labels that should be updated at the next printing.  
(Have the firm estimate how long they anticipate the initial printing to last.)  If such labels 
are assigned #2 stamps, there is no mechanism to flag them for archival at the end of their 
allowable use period, nor is there any mechanism to identify these labels for follow-up if they 
are not replaced in a timely manner.   
 
5.7  Unless other arrangements are made, when a submitted label replaces or supersedes an 
old one, the old label becomes obsolete and is archived as soon as the new one is approved.  
Often, however, the firm will request permission to use existing inventories of the replaced 
label.  As per CVB Notice 12-14, the firm will specify on the mounting sheet and the 2015 
the CVB-issued identification numbers of the labels being replaced.  If applicable, the firm 
will use Block 8D of the APHIS Form 2015 to request permission to use the remaining 
inventories of superseded labels.  If this is permissible without modification, do not make a 
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8.  After the submission has been approved by the super-reviewer, and the section leader, the PA 
will process the labels: 

 
8.1  If there are exceptions, the “CVB Exceptions Attached” box is checked in Block 16 and 
the exceptions will be printed. 
 
8.2  Each label mounting sheet will be stamped with the appropriate stamp.  Attachments to 
the mounting sheet (e.g., foreign language translations, foreign government approvals) also 
will not be stamped but will be stapled to the label.  These documents will also be scanned in, 
and available in the “File Room” on Sharepoint. 
 
8.3  Each different label in the submission will be given a unique number.  The AIMS-
LSRTIS system automatically generates this number.  The number is written in red ink on the 
designated line on the CVB stamp.  If a #3 stamp is used, the appropriate expiration date also 
will be entered. 
 
8.4  If applicable, replaced labels will be stamped (see Appendix I) to indicate that existing 
inventories may be used through a certain date.   
 
8.5 The signature line will be prepared on the 2015.  The date in Block 17 of the 2015 should 
match the date of the stamp on the label mounting sheet. 
 
8.7  The submission will be returned to the Reviewer for final signature. 

 
9.  When the processed submission is returned to the Reviewer, the Reviewer should: 

 
9.1  Confirm that each copy of each label or sketch has been stamped with the proper stamp.  
Ensure that the correct label number has been added; this number should coincide with the 
label number written in Block F. Ensure that temporary use labels bear the correct expiration 
date. 
 
9.2  Confirm that replaced labels for which the firm has requested extended use are properly 
stamped and dated. 
 
9.3  Confirm that the proper Exceptions text has been  attached to the 2015.  Ensure the 
Exceptions checkbox has been checked in Block 16. 
 
9.4  When each of the above is confirmed, sign the 2015 in Block 16.  Return the submission 
to the PA that did the initial processing. 

 
10.  The labels will be further processed and filed as described in Step 9 of “Flow of 
Information” for the Outlines of Production chapter, except that obsolete labels for currently 
licensed products are filed in the Label Correspondence file for the firm and not in individual 
product files.  Any extra copies submitted by the firm are returned to the firm.  Supporting 
documents associated with foreign approvals and/or language translations are filed with the 
label, not the 2015. 
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Reviewing Labels and Sketches 
 
1.  All label claims and recommendations for administration and use must be supported by data 
on file at the CVB.  No statement may be false or misleading.   
 

1.1  Label claim:  Labels for each product must have a “claim” that describes the expected 
efficacy of the product.  There must be a claim for each antigen in the true name of the 
product.  The claim is based on the results of the pivotal efficacy study for the given product 
fraction.  A claim has at least 2 components:  degree of protection and disease. 
 

1.1.1  Degree of protection:  Possible categories, in order of descending stringency are:  
1)  for the prevention of infection, 2)  for the prevention of disease, 3)  as an aid in the 
prevention of disease, and 4)  as an aid in the reduction/control of disease.  Definitions 
for these categories are found in VS Memorandum 800.202.  Note that the degree of 
protection provided by each antigen in a multi-antigen product may differ. 
 
1.1.2  The disease or agent against which the product is effective:  Examples include  “As 
an aid in the prevention of disease due to West Nile virus” or “As an aid in the control of 
feline panleukopenia.” 
 
1.1.3  In the case of agents that cause multiple disease syndromes, the syndrome for 
which efficacy has been proven must be included.  Example:  “As an aid in the control of 
reproductive disease due to porcine respiratory and reproductive syndrome virus.” 
 
1.1.4  In the case of agents with multiple types or strains that are not necessarily highly 
cross-protective, the claim must specify the type/strain for which efficacy was 
demonstrated (e.g., aids in the prevention of persistently infected calves due to bovine 
virus diarrhea type 1). 
 
1.1.5  You may encounter old labels that state “for the vaccination of <animal> against 
<disease>” or other non-standard equivalent.  These labels should be updated to the 
current format as soon as possible.   
 
Old claim syntax is not acceptable for new products.  Ensure that all labels meet current 
standards before recommending a product for licensure. 

 
1.2.  Route(s) of administration, number of doses, dose volume, and time interval between 
doses in the initial vaccination series:  This must correspond to the protocol used in the 
pivotal efficacy study. 
 
It is not permissible to state on a domestic-use label that a product may be co-administered or 
mixed with another product, even though there may be data on file to support the statement.  
This claim is considered to recommend the use of an unlicensed combination package.   
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1.3  Minimum age at vaccination:  Ideally, all new labels should specify a minimum age at 
vaccination, but some historical labels lack this information.  The minimum age should 
correspond to the age of the animals used in the field safety and efficacy studies.  In cases 
where SPF animals with no maternal antibody are used in efficacy studies, the label may 
recommend revaccination at frequent intervals until maternal antibody has waned.   
 
Equine and bovine efficacy studies are often conducted using older animals after maternal 
antibodies have waned.  Labels for these products can recommend vaccination of younger 
animals provided that the field safety study was conducted in animals of that age.  In those 
cases, the labels must recommend revaccination at 6 months of age.   

 
1.4.  Revaccination interval (after initial vaccination series):  Each label must specify 
recommendations for revaccination beyond the initial vaccination series, as appropriate.   

 
1.4.1  If the product contains antigens subject to requirements for duration of immunity 
(DOI) data (see Chapter on Stability  then the label must disclose the proven 
duration of immunity.  This may be expressed indirectly as a recommended revaccination 
interval, or the label may expressly state that the duration of immunity is at least X days. 
 
If a product is licensed before DOI studies are completed, the label must state that the 
duration of immunity is unknown. 
 
1.4.2  If the product does not contain antigens subject to DOI requirements, annual 
revaccination is often recommended as the default.  This is acceptable at this time, 
provided that there is no reason to suspect that the interval should be shorter. 

   
1.5.  Slaughter withdrawal period:  For products intended for food-producing animals 
(including horses), a slaughter withdrawal period (required time elapsed between final 
vaccination and slaughter) of at least 21 days must be specified, per 9CFR 112.2(a)(8).  This 
interval is based on data (gross lesions and histopathology) provided by the firm that 
characterizes the vaccination site at various time periods after vaccination.  See the reviewer 
manual chapter on adjuvants, and Veterinary Services Memorandum 800.51, for more 
information. 
 
Withdrawal statements are not required on oral antibody products intended solely for 
neonatal use.  Although technically these products are subject to slaughter withdrawal times, 
they are used in such a manner that an acceptable withdrawal period (at least 21 days) would 
elapse before the animal was slaughtered. 
 
1.6  Safety precautions:  As the result of minor post-vaccination reactions noted during the 
pre-license field safety study or because of public health concerns, it may be appropriate to 
include a safety statement.  Examples:  “Transient swelling may be observed at the 
vaccination site” or “Accidental injection in humans may cause severe inflammation and 
necrosis.”  
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2.  Besides the data-driven elements described above, final container labels have several other 
required elements.  See 9CFR 112.2(a) for details.  Note that for very small containers, some of 
the requirements are exempted.    
 

2.1  True name:  The trade name must not overshadow (i.e., be more prominent than) the true 
name. 
 
2.2  Name and address of manufacturer (licensee) if produced in the United States.  If 
imported, the name and address of the permittee, as well as the name of the foreign 
manufacturer, must be included.  See also 9CFR 112.4.   
 

2.2.1  Subsidiary names may be used interchangeably with the licensee name. 
 
2.2.2  Division and distributor names must be clearly specified as such, and the licensee 
name also must appear.  Specific guidance for distributor labels is found in VS 
Memorandum 800.80. 
 

2.3  USDA Establishment Number:  This number must appear on all labels, even those used 
solely for export, as it is recognized by our international trading partners as evidence that the 
label has been approved by APHIS.  Imported product must contain the USDA Permit 
Number.  The only exceptions are Special Labels for Export and labels for unlicensed 
products exported under FDA-EREA, both of which must not bear the licensenumber. 
 
2.4  Storage temperature:  To promote international harmonization, storage recommendations 
of 2°-8°C are acceptable, despite the 9CFR requirement for an upper limit of 7°C. 
 
2.5  Warning to use entire contents when first opened (multiple-dose vials only).  Does not 
apply to diagnostics. 
 
2.6  If the product contains live organisms, a warning to burn the container and all unused 
contents  
 
2.7  Serial number.  Do not use the word “Lot” in lieu of Serial on domestic labels.  In the 
U.S., Lot is used to identify individual components of test kits so that they are not confused 
with the serial number of the overall kit.  . 
 
2.8  Permitted expiration date for the serial:  The label for this information should be 
“Expiration” or “Exp.” on labels for domestic use.   
 
2.9  Number of doses (if applicable) 
 
2.10  Recoverable volume, in cc or ml units 
 
2.11  Preservative statement, if applicable 
 
2.12  The label must be legible. 
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Symbol Used for Reference 

 
 

Contains sufficient for < n ˃ tests 9 CFR 112.2(a)(9)  

 
Do not reuse  

 
Keep away from sunlight  

 
This side up  

 
Keep dry  

 
 
 
Per Notice 15-02, additional symbols may be considered with appropriate justification, provided 
the symbol has not been disallowed in previous communication.   
 
Bilingual or foreign-language labels are permissible, provided that a direct English translation is 
provided.  If the label is intended for domestic use, however, English must be one of the 
languages on it.   
 
3.  Carton labels also have required elements and packaging restrictions, described in 9CFR 
112.2(b). 
 
4.  Products containing certain antigens are subject to additional requirements.  See 9CFR 112.7 
for requirements for the following: 
 

• live Newcastle disease virus 
• infectious bronchitis virus 
• Marek’s disease virus 
• rabies virus 
• modified live infectious bovine rhinotracheitis virus 
• Clostridium hemolyticum 
• Clostridium botulinum Type C 
• Erysipelothrix rhusiopathiae 
• canine adenovirus type 2 
• feline panleukopenia virus 
• autogenous biologics 
• wart vaccine 
• normal serum, antiserum 
• diluents not tested for viricidal activity 
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Labels for Export Only 
 
Firms often submit labels that are used only for serials exported to foreign countries.  Use of 
such labels must be authorized by the CVB if the labels are applied to the product while it is in 
the U.S.  See 9CFR 112.8 for additional detail.  Such labels also undergo review and approval in 
the receiving country, which may have different labeling requirements, or allow different 
labeling statements, than does APHIS.  In such cases, labels that do not meet the requirements of 
the 9CFR may be approved for export purposes either under our regular processing workflow 
(i.e., with a #2 or #3 stamp) or as a Special Label for Export (i.e., #4 stamp).   
 
The following items are needed to approve an export label containing variances to APHIS 
regulations: 
 

• Copy of foreign regulatory authorization from receiving country.  The content and 
appearance of such documentation varies greatly from country to country.  It may, or 
may not, include an actual label approved by foreign regulators. 

• A direct translation of any foreign text, if applicable 
• Statement on the mounting sheet that the label is for EXPORT ONLY 

 
The reviewer must determine whether the variances on an export label are “cosmetic” or pertain 
to claims or product use.  Cosmetic changes include formatting or text elements required in 
APHIS regulations but, without which, the label maintains acceptable descriptions of product 
expectations (claims) and proper use.  Labels containing only cosmetic differences should be 
processed with a #2 or #3 stamp under the flexibilities provided in 9CFR 112.2(e).  Those with 
statements for claims or use that have not been approved by the CVB are approvable only under 
the additional flexibility provided in VS Memorandum 800.208 and must be processed with a #4 
stamp.   
 
A list of potential variances is maintained in a spreadsheet named “ -

  The spreadsheet identifies the 
stamp under which that variance has previously been approved and describes any variance-
specific instructions for processing.  It is the responsibility of the reviewer to process labels 
consistent with those precedents and to add to the spreadsheet when new variances arise.  
 
Labels processed with a #2 or #3 stamp must include the USDA Establishment Number.  If a 
label otherwise eligible for a #2 or #3 stamp is submitted without a USDA Establishment 
Number, contact the firm to discuss adding the Establishment Number.  The number is a required 
element for approval unless the firm can provide documentation that the foreign regulatory 
authority does not allow it.  (This differs from simply providing a foreign approval of a label that 
does not bear the number, as this does not prove that the regulators would have rejected a label 
that did contain the number.) 
 
Labels processed with a #4 stamp must NOT bear the USDA Establishment Number.  These 
labels also are not eligible for Certificates of Licensing and Inspection. 
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The regulatory authorizations from some countries are for a finite period and/or are subject to 
periodic renewal.  If a label is processed with a #4 stamp, the CVB approval of the label should 
terminate when the current foreign regulatory authorization expires.  There is a space on the #4 
stamp to insert an expiration date (i.e., “Use permitted until…”).  If the foreign authorization 
does not expire and is not subject to renewal, then insert the phrase “further notice” in the date 
blank on the #4 stamp (“Use permitted until further notice.”)  If an export label is processed with 
a #2 or #3 stamp, it is not necessary to define a CVB expiration date solely because the foreign 
authorization has an expiration. 
 
Note that not all labels designated by the firm as Export Only will be unacceptable for 
domestically marketed product; it simply may be that this is the only intended use that they have.   
 
Labels for Permitted (Imported) Product 
 
If a label is approved for a product imported under a Permit for General Sale and Distribution, 
add the following comment to the Exceptions section of the APHIS Form 2015: 
 

This label is to be used only on containers and packaging imported into the United States.  
Use of this label on serials (or portions thereof) not imported into the United States is 
prohibited. 
 

This comment is intended to remind foreign manufacturers that they are not to use labels 
identifying the product as licensed by the USDA on any containers of product that they may 
distribute in countries other than the US.  The veterinary permit number implies not only that the 
product is licensed (permitted) in the US, but also that the individual serial (or portion thereof) 
has undergone serial release by APHIS.  Only those containers that have been imported into the 
US may bear this assurance. 
 
Master Label Concept 
 
To reduce the amount of paperwork associated with label submissions, the Master Label concept 
(9CFR 112.5(d)(1)) was adopted.  Many products are marketed in various package sizes; the 
labels for each size are often identical except for physical size and the text regarding the number 
of doses and recoverable volume.  In those cases, it is permissible for the licensee or permittee to 
submit only the label for the smallest package size.  This label becomes the Master Label and 
serves as a template for other larger package sizes, which are specified on the mounting sheet.  It 
is not necessary to submit the other related presentations; such labels are approved concurrently 
with the submitted Master Label. 
 
Minor Label Changes 
 
Although most label changes must be approved prior to using the modified labels on licensed 
product, there are certain minor changes (9CFR 112.5(c)(2)) that do not require prior approval, 
provided that they do not render the label false or misleading and do not affect legibility.  Labels 
containing minor changes, however, must be submitted within 60 days of label use.  Currently 
accepted minor changes include:   
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• Change in physical dimensions 
• Change in color of label print 
• Addition or deletion of Trade Mark or Registered symbol 
• Correction of typographical errors 
• Adding or changing barcodes/label control numbers 
• Revising or updating logos 

 
Diluent Labels 
 
There are special requirements, described in 9CFR 112.3, for labels placed on inert (i.e., contains 
no biological agents) diluents that are used to reconstitute lyophilized biological products.  The 
following must be included: 
 

• The name (Sterile Diluent) 
• True name of biological product with which the diluent is packaged (unless the firm 

has another method of matching the correct diluent to the product) 
• Recoverable volume, in cc or ml 
• Serial number 
• Name and address of licensee or permittee 

 
Additional requirements, described in 9CFR 112.3(f), apply if the diluent and desiccated portions 
will come into contact while the diluent is in its original container. 
 
Approval of labels before a product is licensed or permitted 
 
Approved labeling materials must NOT be returned to the license or permit applicant before the 
license or permit is issued.  Sketches may be returned at any time, according to the procedure 
described above.  When a final label suitable for use on licensed product is submitted, mark it 
“HPL” (Hold Pending Licensure), and add a “Hold Pending Licensure” tag to the mail log item 
and put the label in the prelicensing file.  The label is processed with a #2 (or #3) stamp at the 
time the license is prepared for signature.  The PA who prepares the license will process the 
label.  
 
Experimental Use Labels 
 
Labels used on unlicensed product for experimental use have specific requirements that are 
discussed in the chapter, “Experimental Shipment of Biological Product.”  Such labels do NOT 
undergo the same approval process as labels for licensed product and are not stamped with any 
of the CVB stamps. 
 
Packaging 
 
Specific packaging requirements are described in 9CFR 112.6 for the following products: 
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Appendix I.  CVB Stamps Used on Labeling Materials 
 
 
#1 stamp—used for sketches 
 

 
 
 
 
2 stamp—used for permanently approved labels 

 
 
 
 
#3 Stamp; used to approve labels for temporary use (expiration date is entered at the 
bottom) 
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#4 Stamp; used to process Special Labels for Export 

 
 
Extended use stamp; used when firms request continued use of current inventories of labels 
that have been replaced 
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