July 17, 2014
Editor(s)
Journal of Visualized Experiments
Dear Editor(s),

We would like you to consider our revised manuscript entitled “Biosafety level 4 suit laboratory suite entry and exit procedures” by Janosko et al. for publication in the Journal of Visualized Experiments. 
Maximum-containment research or the study of highly virulent viral pathogens (i.e., Risk Group 4 agents that can only be evaluated in biosafety level 4 (BSL-4) facilities), is an integral part of all medical countermeasure programs. Countermeasure development for Risk Group 4 agents is a high priority because neither infection prophylaxes nor treatment options exist for infections with these pathogens. Most of these agents are endemic in a number of areas of the world and could be imported from endemic areas. In addition, many Risk Group 4 agents are considered possible starting materials for the construction of biological weapons. 

Because only few BSL-4 facilities exist worldwide due to their high construction and maintenance costs, Risk Group 4 pathogen countermeasure research is usually performed in tight collaboration between a BSL-4 facility (for “live” pathogen experiments) and outside facilities belonging to the government, industry, or Academia. Although collaborative researchers are generally knowledgeable about the procedures and safety precautions required for BSL-1/2 and sometimes BSL-3 experiments, they most likely are not be familiar with experimental procedures in BSL-4 suit laboratories. 

Our article provides a detailed visual demonstration of BSL-4 suit laboratory systems check, laboratory entry, movement, and exit procedures. We aim to further joint projects between collaborators and scientists considering BSL-4 projects by increasing awareness of the challenges associated with BSL-4 research, such as experimental technical limitations in BSL-4 laboratory space and the increased duration of such projects. 
In this article, we describe the practices and procedures at the NIH/NIAID Integrated Research Facility at Fort Detrick in Maryland, USA, for checking external systems, and inspecting and donning positive-pressure suits, entering the laboratory, moving through air pressure-resistant doors, and connecting to air-supply hoses. We also discuss moving within and exiting the BSL-4 suit laboratories, including using the chemical shower and removing and storing positive-pressure suits.
Importantly, our article is not meant as an instruction on how individual work steps have to be performed, as standard operating procedures differ slightly among facilities. Instead, our article gives non-BSL-4 experts a glimpse into the BSL-4 environment and describes facility-specific procedures that can be generalized to other situations.
The reviewers’ comments have been extremely helpful to streamline our article and to correct minor oversights. We are confident that we have addressed all of the reviewers’ concerns and that our revised manuscript is now suitable for publication.

Thank you for your consideration.
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Jens H. Kuhn
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