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Adverse Event Report 
• Attending Veterinarian observes several 

animals treated with high doses of 
chemotherapeutic agent have developed oral 
and genital ulcers indicative of active Herpes B 
virus infection 
 

http://ocw.tufts.edu/Content/60/lecturenotes/896102/869276_medium.jpg http://www.ccac.ca/images/ETC/module4/zoonosis_herpes_BRhesus.jpg 



University of Pittsburgh Department of Environmental Health and Safety University of Pittsburgh Department of Environmental Health and Safety 

Research Study Description 

• Examination of male fertility in cancer 
treatment model 

• Compare sperm count and efficiency of 
spermatogenesis pre- and post-treatment 
with chemotherapeutic agent 
– High dose busulfan 

– Routinely used for treatment of Chronic 
Myelogenous Leukemia 
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Research Study Description 

• Research protocol 
required collection of 
samples from animals 
during period of 
immunosuppression 

• Herpes B virus detected 
by PCR in samples 
collected from one 
animal with active 
lesions 
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Immediate Risk Mitigation 
• EH&S and Attending Veterinarian work with PI to 

suspend work on protocol: No additional busulfan 
treatments performed 
 

• Current cohort of immunosuppressed animals 
required care 
 
– EH&S risk assessment of facility work practices, emergency 

response and injury treatment protocols, personal 
protective equipment 
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Immediate Risk Mitigation 

• EH&S recommendations: 
• Immediate discontinuation of sample collection 

• Mandated chemical restraint for direct handling 
of animals  

• Enhanced decontamination methods 

• PPE enhancements 
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Other Risk Mitigation 

• New cohort of B virus seropositive animals in 
quarantine reassigned to other studies 
– Not exposed to high-dose busulfan treatment 
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Retrospective Review of Veterinary 
Records 

B Virus Serology Status Number of Animals in 
Study 

Evidence of B Virus 
Reactivation Post-Busulfan 
Treatment  

Seropositive 16 14 

Seronegative 14 0 

• University program has many years of experience with other 
NHP model systems involving immunocompromised animals 
• SIV 
• Infectious disease models 
• Transplant models 

• No evidence of reactivation of B virus in these models 
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Post-Incident Review:   
How did this happen? 

• Investigator new to research with non-human primates 
– Generally recognized that immunocompromised animals are at 

increased risk for reactivation of B virus but new investigator was not 
well-versed in the species 

– Literature review found isolated cases of reactivation of B virus in 
specific models of immunosuppression 

• Chemical immunosuppressive agents 

• Sourcing NHPs from Herpes B seropositive colonies 
– Historically, the majority of NHPs sourced for studies at the University 

were not required to be sourced from B virus SPF colonies or to be 
seronegative  
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Post-Incident Review:  
University Biohazards Committee 

 

• Provide advice regarding University Biosafety 
programs 
– Review incident reports involving biohazardous 

materials or biological agents and recommend 
corrective actions 

– Coordinated review and revision of guidelines  
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Post-Incident Review:  
Concerns Identified 

 
• High risk to personnel  
• Animal welfare 
• Adverse effects on research and data collection 

 
• University’s current mechanisms for IACUC 

protocol review and animal ordering did not 
identify or educate investigators of this potential 
hazard 
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Animal Research Protocol Review In 
Place Prior to Incident 

• University’s IACUC 
sends all protocols out 
for designated review 
– EH&S designated 

reviewer for all 

– Generate a risk 
assessment for every 
protocol 
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BHC Recommendations:   
 1. EH&S to identify studies that involve 

immunosuppression of NHPs 
2. EH&S to develop administrative controls/work 

practice enhancements for these protocols 
• Disinfectant recommendations 
• Review of NHP-associated injury response procedures 
• Identification of high risk tasks and specialized work practice 

controls and/or PPE. 

3. EH&S to educate animal care and research staff  
4. EH&S to trigger mandatory meeting with all research 

personnel to review specific hazards prior to start of 
project 



University of Pittsburgh Department of Environmental Health and Safety 

BHC Recommendations: Division of 
Laboratory Animal Resources  

5.  Investigators should be 
alerted to the 
potential risk of 
reactivation of latent 
Herpes B virus 
infection in 
immunocompromised 
Macaques 
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BHC Recommendations 

6. IACUC, EH&S, and DLAR collaborate to 
monitor adverse events in NHP populations in 
studies involving immunosuppression 
– IACUC/EH&S act promptly to suspend research 

and reassess risk to personnel if evidence of active 
Herpes B infection  

– Require that only Herpes B seronegative animals 
be used in certain types of studies 
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Final Results 
• PI voluntarily discontinued work with known 

Herpes B virus seropositive animals in this 
model 
 

• Identified opportunities for improvement 
– Cooperation between research oversight groups 
– Education of research community  
– Improved communication between parties 

involved 
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Final Results  
 

• New institutional awareness of potential 
implications of this type of study 

• Improved EH&S risk assessment and training 
programs for the University’s non-human 
primate research community 
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