nADb scientific summit: Thursday, August 20, 2020

{30 | Introductions and learnings from plasma by Dr. Collins and Dr. Woodcock |

Topic presentation and discussion: Safety - Antibody-dependent enhancement

e Discuss lessons learned on ADE based enhanced respiratory disease from previous therapeutics

» Review potential implications for COVID-19 nAbs

 Review ADE screening and monitoring process for COVID-19 nAb development (for neutralizing and non-neutralizing antibodies that might
contribute to ADE)

| Coffee break

Topic presentation and discussion: Safety — Epitope binding and viral resistance
= Discuss whether epitope binding sites or combinations of site predict therapeutic efficacy
« Discuss range of epitopes being targeted by nAbs and likelihood of viral resistance based on epitope conservation and use of cocktail vs. single nAb

74740 | Topic presentation and discussion: Efficacy — Effector function & antibody optimization

= Review mutations being explored to increase half-life or effector function (e.g. YTE, LS) and any initial efficacy/safety data from animal studies

« Discuss potential impact of mutations on Fc-mediated antibody effector functions and use of Fc region to specify and optimize immune response
e Discuss optimization of antibodies to support manufacturability

v#stsl | Topic presentation and discussion: Efficacy — Learnings form other fields
« Discuss lessons learned from nAb development and efficacy results from flu, Ebola and HIV
» Discuss lessons learned and implications for prevention and vaccine development

| Coffee break

Topic presentation and discussion: Assay development — assay standardization
e Discuss in vitro and in vivo screening characteristics that predict efficacy and safety
e Discuss process for screening for combinatorial nAb candidates and indicators of optimal nAb combinations

IR [ Closing remarks
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University and Howard Hughes Medical Institute Investigator

His research explores virus-host interactions in a variety of viral systems, but with a
major focus on HIV-1 replication in individual cells and animal models

His lab works on both innate and adaptive antiviral immunity and has discovered a
number of novel mechanisms by which hosts defend themselves against viruses

Acted as Chair of the NIH AIDS Molecular and Cellular Biology study section from 2004
to 2009 and served on the NCI Board of Scientific Counselors from 2010 to 2014,
Currently serves on the NIAID AIDS Research Advisory Committee

Leads the COVID-19 spike antibody
program currently in clinical trials.
Leads a virology research group
developing novel Tx for viral
infections including influenza and
hepatitis B, emerging pathogens such
as Ebola and SARS-CoV-2, as well as
the development of oncolytic viruses
and Vx for cancer immunotherapy

Research focuses on studying the
basic mechanisms of transmission,
pathogenesis and persistence in HIV
and other chronic viral infections
Serves as PI, co-PI or Investigator on
HIV broadly nAb clinical trials for HIV
therapy, cure and prevention

David Ho
M.D., Director of Aaron Diamond AIDS Research Center and Clyde and Helen
Wu Professor of Medicine at Columbia University

HIV/AIDS researcher who has made many scientific contributions to the understanding
and treatment of HIV infection

Dr. Ho's group has engineered potent antibodies that neutralize divergent strains of
HIV. The most promising neutralizing agent is a bispecific monoclonal antibody that
entered a first-in-human clinical trial in 2019

Isolated and characterized a large panel of potent and diverse monoclonal antibodies
that neutralize SARS-CoV-2



Galit Alter

Ph.D., Professor of Medicine at Harvard Medical School, Group Leader at the
Ragon Institute of MGH, MIT and Harvard and Co-Director of the Harvard
University Center for AIDS Research (CFAR)

Dr. Alter's work focuses on the development of systems biology tools to define the
correlates of immunity against infectious diseases. She seeks to define the role of
innate immune recruiting antibodies in providing specificity to the innate immune
system to kill virally infected cells

Has developed a suite of antibody profiling assays, deemed Systems Serology, that
aims at gaining a deeper appreciation of the correlates of humoral immune activity
against HIV, tuberculosis, malaria and beyond

Studies molecular aspects of the immune system’s adaptive and innate responses,
using a combination of biochemistry, molecular biology, and genetics
Focus of the Nusse the



Dennis Burton

= Also acts as Director of the NIH Consortium for HIV Vaccine Development (CHAVD) and
Scientific Director of the IAVI Neutralizing Antibody Center (NAZ)

= Pioneered the discovery and characterization of human neutralizing antibodies to
viruses, particularly broadly neutralizing antibodies to HIV and HCV, but also to RSV
and Ebola virus, and the use of such antibodies to facilitate rational HIV vaccine
design



DRAFT - PRE



