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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-74

A method for genetically modifying and expanding lymphocytes
of a subject; A method for performing adoptive cell therapy
on a subject, by facilitating transducing resting
Tymphocytes of a subject; A method for transducing resting T
cells and/or resting NK cells from isolated blood;

2. claims: 75-118

A recombinant retrovirus;

3. claims: 119-144

An isolated polynucleotide for regulating expression of a
target polynucleotide, comprising: a polynucleotide encoding
a target polynucleotide operably linked to a promoter and a
riboswitch, wherein the riboswitch comprises: a.) an aptamer
domain capable of binding a nucleoside analogue antiviral
drug and having reduced binding to guanine or 2'-
deoxyguanosine relative to the nucleoside analogue antiviral
drug; and b.) a function switching domain capable of
regulating expression of the target polynucleotide, wherein
binding of the nucleoside analogue by the aptamer domain
induces or suppresses the expression regulating activity of
the function switching domain, thereby regulating expression
of the target polynucleotide;

4., claims: 145-173

A method for selecting a microenvironment restricted
antigen-specific targeting region, comprising panning a
polypeptide display Tibrary by: a. subjecting polypeptides
of the polypeptide display library to a binding assay under
a normal physiological condition and a binding assay under
an aberrant condition; and b. selecting a polypeptide which
exhibits an increase in binding activity at the aberrant
condition compared to the physiological condition, thereby
selecting the microenvironment restricted antigen specific
targeting region, by d) contacting the polypeptide library
under aberrant conditions with a target antigen bound to a
solid support, wherein clones expressing polypeptides that
bind the target antigen remain bound to the solid support
through the target antigen; e) incubating the solid supports
with bound polypeptides under physiological conditions; and
f) collecting clones that elute from the solid support under
the physiological conditions, thereby isolating the
microenvironment restricted antigen-specific targeting
region;
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

5. claims: 174-190

A chimeric antigen receptor for binding a target antigen
comprisng a) a microenvironment restricted antigen-specific
targeting region that exhibits an increase in binding to the
target antigen; b) a transmembrane domain; and c) an
intracellular activating domain.

6. claims: 191-255

A retroviral packaging system, comprising: a mammalian cell
comprising: a) a first transactivator expressed from a
constitutive promoter and capable of binding a first ligand
and a first inducible promoter for affecting expression of a
nucleic acid sequence operably linked thereto in the
presence versus absence of the first ligand; b) a second
transactivator capable of binding a second ligand and a
second inducible promoter, and affecting expression of a
nucleic acid sequence operably linked thereto in the
presence versus absence of the second Tigand; and c) a
packagable RNA genome for a retroviral particle, wherein the
first transactivator regulates expression of the second
transactivator and a retroviral REV protein, wherein the
second transactivator regulates expression of a gag
polypeptide, a pol polypeptide, and one or more pseudotyping
elements capable of binding to a target cell and
facilitating membrane fusion thereto, and wherein the
retroviral proteins are derived from a retrovirus; a method
for making a retrovirus by using said retroviral packaging
system;

7. claims: 256-282

A method for genetically modifying and expanding lymphocytes
of a subject, using a recombinant retrovirus capable of
binding to CD3 and CD28, and comprising a constitutively
active IL-7 receptor mutant; wherein expression of the IL-7
receptor mutant is regulated by a riboswitch that binds a
nucleoside analog antiviral drug, wherein binding of the
nucleoside analog antiviral drug to the riboswitch increases
expression of the IL-7 receptor mutant; and C. a polypeptide
capable of binding to CD3 and a polypeptide capable of
binding to CD28; said recombinant retrovirus per se; Said
genetically modified lymphocyte, wherein expression of said
first engineered signaling polypeptide and/or said second
engineered signaling polypeptide is regulated by a
riboswitch that binds a nucleoside analog antiviral drug,
wherein binding of the nucleoside analog antiviral drug to
the riboswitch increases expression of the IL-7 receptor
mutant.
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