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Mr Kevin McKoskey

Director, Sponsored Projects
University of Minnesota

450 McNamara Alumm Center
200 Qak Street SE
Minneapolis, MN 55455-2070

RE. 2 RO1AIOR9728-06

Dear Mr McKoskey:

Thank you for your correspondence of Aprif 15, 2015, regarding the October 17, 2014 White House
announcement of a U S. Government-wide pause an certain gain-of-function {GOF) experiments and rts
potential impact on your research {http //www whitehouse.zov/bl g deing-dilgence-
asse55-nsks—and-beneﬁts-rife—sc:ences-gain-function-research}. The research funding pause pertains to
GoF research projects that M3y be reasonably anticipated to confer attributes to Influenza, MERS, or
SARS viruses such that the resulting virus would have enhanced pathogenicity and/or transmissiblity in

mammals via the respiratory route

NIAID reviewed the onginat grant application, and the additional mformation provided by you, and
made the following assessments regarding Subaim 2 1 of the above-referencad grant:

* NIAIDs v agreement that the work you pPreposed under Experiments 1,2, and 3 15 ot subject
to the Gof research funding pause This determunation is based on the fact that the work will be
carried aut using erther recom Binant proteins or replication-deficient pseudoviruses, and wu}
natinvoive the generation of 3 rephcating SARS-CoV variant with enhanced pathogenicity
and/or transmissibulity via the respiratory route.

¢ NIAID's determination 1s that the work proposed under Expernment 4 to generate SARS-Like
viruses with enhanced affinity for human receptors {via both reverse genetics and serial
passaging) is subject to the Gor research funding pause, and therefore may not be conducted
under this grant, Given the lack of empiric evidence that increased receptor binding alone s
nsufficient to increase pathogenicity, NIAID has determined that the proposed work is
reasonably anticipated to result in a SARS-Like virus with enhanced pathogenicity. NIAID
acknowledges that in lieu of generating SARS-Like viruses with enhanced affinity far human
receptors you will pursue alternative strategies using foss-of-function mutations, or mutations
targeting the ACE2 receptor. NIAID also acknowledges your statement that ff any mutant
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viruses you generate demonstrate either enhanced virus growth >1 0g compared to the

wildtype parental backbane strain or moie efficient growth in pnmary human airway epithelial
celis, you wiil mmediately stop all expeniments with the mutant and notfy NIAID and the 1BCs at

the University of Minnesota and the University of North Carolina at Chapel Hill of these resuits

please remember that the institution must comply in fuil with 2!l terms and canditions placed on this
grant. if your research evalves ta include experiments that may be subject to the GoF research funding
pause or you observe enhanced pathogemcity and/or transmissibnlity of SARS or SARS-Like wifuses1n
mammals via the respiratory route at any time during the course of conducting these expenments, you
must immediately step these research activities and pravide the NIAID Program Officer and Granis
Management Speciafist with the reievant data and infarmation rejated to these unanticipated

putcoOmes

As indicated above, NIAID determinations are based on informatian from multiple sQUICES, hut primafsily
on our cormmunlcation with yau 2bout the details of your proposed experiments and your research
results Shauld NIAID'S determination thange based on information obtained through the US

Government GoF delibe rative process, described here
hetp'//www phe E.ov;'s.}/duaIng[D.ocurnents/gaan@f-functron pdf, you will be notified, however, until

such time, or unti! the Gof resaarch funding pause s lifted, NIAID's determination, indicated above, (S

fina!
Please let us know if you have any queastions, of If you require additional information

sincerely,

DY }@J\Zﬁ {@/m b~
on Bumbray-Quares

Grants Management Specialist
NIAID/NIH/DHHS
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Erk i, Stemmy, Ph D.
Program Officer

Owision of Microbiclogy and infectious Diseases
NIAID/NIH/DHHS
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CC. Dr.Fangls
Ms Erin Knudsen
Ms. Mary Kirker
Or irene Glawinski
Dr Andrew Ford
Dr Raiph Baric
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