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Current treatment strategies for EBV-LPD include restoring EBV-specific cytotoxic

T lymphocytes (CTL) and depleting the B cells with monoclonal antibodies or

chemotherapy. However, Restoration of EBV-specific CTL is limited by the difficulties

in generating enough numbers of EBV-specific CTL in vitro and the lack of in vivo
expansion of infused CTL. Antibody-mediated targeting EBV-infected B cells and

chemotherapy have unwanted side-effects and lead to general immunosuppression. This
study has demonstrated that targeted activation of human Vy9V62-T cells can control

EBV-LPD. It provides a strong preclinical proof of principle for a novel therapeutic

approach using pamidronate to boost human Vy9Vd2-T-cell immunity against

EBV-LPD. As pamidronate has been already used for decades in osteoporosis

treatment, this ‘new application of an old drug’ potentially offers a safe and readily

available option for the treatment of EBV-LPD. The clinical implication of this new

approach has been intensively discussed and highlighted in a commentary published in
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provide a more relevant approach for studies of human immunopathogenesis and
therapeutics for GVHD after bone marrow transplantation (BMT). Using this model, we

demonstrated that human CD8" Treg induced ex vivo by allogeneic hCD40-B cells can

control acute GVHD in an allo-specific manner via reduction of alloreactive T cell

proliferation and inflammatory cytokines secretion within target organs through a
CTLA-4 dependent mechanism. Importantly, these CD8" Treg can induce long-term

tolerance effectively without compromising general immunity and GVT activity.
Therefore, our study provided proof-of-concept of using ex vivo-induced human CD8"
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(We had established the humanized mouse model with a complete human immune

system. My laboratory is one of the very few laboratories worldwide to have

successfully established this humanized mouse model. Using this model, we have

demonstrated for the first time that pamidronate can control influenza infection through

boosting the human Vy9V32-T cell immunity and that this beneficial effect is active
against viruses of varying subtypes and virulence. Our finding provided

proof-of-concept of a novel therapeutic strategy for treating influenza by targeting the

host rather than the virus, thereby reducing the opportunity for the emergence of drug

resistant viruses. As pamidronate is commonly used clinically for the treatment of

osteoporosis and Paget’s disease, this ‘new application of an old drug’ potentially offers

a safe and readily available option either alone or in combination with conventional

antiviral drugs for the treatment of influenza, especially for combating pandemic or drug

resistant viruses. Now we are planning to do the human clinical trials).
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