1. Non-Technical Abstract

Neuroblastomaisacommon type of malignancy arising in young children. The majority
of children diagnosed with disseminated neuroblastoma have a high probability of
succumbing to this disease despite the use of intensive chemotherapy, radiation, and
surgery. Only 8% of children diagnosed with recurrent neuroblastomaare alive morethan
36 months after thisdiagnosisismade. ThisPhase| protocol seeksto establish the safety
of targeting neuroblastomacellsin children with relapsed or refractory disease with
engineered immune cells. The ultimate goal of devel oping thisnew form of therapy isto
combineit with current up-front therapiesto decrease theincidence of relapse. Taking
advantage of the high levels of expression of a cell-surface epitope recognized by the
CE7 monoclonal antibody. arecombinant DNA molecule encoding anengineered T cel 1
receptor haying the specificity of CE7 has been constructed that, when expressed m
cytolytic T lymphocytes, redirectstheir killing function to neuroblastomacells. In the
proposed study, children with relapsed/recurrent neuroblastomawill have T cells
harvested. Genetically modifed, and expanded to large cell numbers outside the body.
Cytolytic T cell clones expressing the CE7R receptor and the selection/suicide fusion
protein designated Hy TK will be re-infused into each study participant in aseriesof three
escalating ccl 1 doses and the saf ety of thisprocedure monitored. Additionally, patients
will be studied to determine how long these cells remain in the circulation, and if
administering the T cell growth factor Interleukin-2will promotethe persistenceand anti-
tumor activity of infused T cells. This study will provide the necessary safety datato
justify larger Phase I/11 protocols to study the ability of adoptively transferred
neurobl astoma-specific T cellsto prevent neuroblastoma relapse.



