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SELF-POLARIZING IMMUNE CELLS

CROSS REFERENCE TO RELATED APPLICATIONS

[0001] This application claims priority to and the benefit of U.S. Provisional Patent
Application No. 63/144,860, filed February 2, 2021, the entirety of which is incorporated herein

by reference.

SEQUENCE LISTING

[0000] The instant application contains a Sequence Listing which has been submitted
electronically in ASCII format and is hereby incorporated by reference in its entirety. Said
ASCII copy, created on January 27, 2022, is named 2012851-0124 SL.txt and is 569,792 bytes

in size.

BACKGROUND

[0002] Macrophages are powerful modulators of the immune response and can generally
adopt either a pro-inflammatory (M1) or an anti-inflammatory (M2) phenotype. A precise
balance of M1/M2 macrophages is important in resolving the body’s response to disease and
injury, and various diseases include dysregulated M1/M2 phenotypes. For example,
macrophages in the tumor microenvironment (TME) are often biased toward an M2 phenotype
that safeguards the tumor, while M1 macrophages in atherosclerotic tissue promote plaque

progression.

[0003] Therefore, a need exists for establish a method to genetically control and/or

maintain the M1/M2 polarization of engineered immune cells for cell therapies.

SUMMARY OF THE INVENTION

[0004] The present disclosure encompasses, among other things, compositions
comprising modified immune cells (e.g., stem cells, macrophages, monocytes, and/or dendritic

cells) comprising exogenous cytokines and methods of producing the same. The present
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disclosure also encompasses, among other things, compositions comprising modified immune
cells (e.g., stem cells, macrophages, monocytes, and/or dendritic cells) comprising fusion

proteins and methods of producing the same.

[0005] The present disclosure provides a system for establishing genetic control over
immune cell (e.g., stem cell, macrophage, monocyte, and/or dendritic cell) phenotype using
cytokine-based signaling. The present disclosure provides, inter alia, co-expression of pro-
inflammatory (M1) or anti-inflammatory (M2) promoting exogenous cytokines with a chimeric
antigen receptor (CAR) in an immune cell (e.g., stem cell, macrophage, monocyte, and/or
dendritic cell), which enables the immune cell to produce large quantities of the expressed
exogenous cytokine. Additionally, co-expression of a pro-inflammatory (M1) promoting
exogenous cytokine and a CAR in an immune cell (e.g., stem cell, macrophage, monocyte,
and/or dendritic cell) enables the immune cell to “self-polarize” to an M1 phenotype. Similarly,
co-expression of an anti-inflammatory (M2) promoting exogenous cytokine and a CAR in an
immune cell (e.g., stem cell, macrophage, monocyte, and/or dendritic cell) enables the immune

cell to “self-polarize” to an M2 phenotype.

[0006] The present disclosure also provides, inter alia, fusion proteins in which a pro-
inflammatory (M1) or anti-inflammatory (M2) promoting cytokine is directly fused to one of its
corresponding receptor subunits, such that the cytokine can intramolecularly bind its tethered
receptor and induce downstream signaling. Unlike naturally occurring soluble cytokines, the
tethered cytokines of the present disclosure are designed to only stimulate the modified immune
cells (e.g., stem cells, macrophages, monocytes, and/or dendritic cells); direct fusion to the
receptor can prevent cytokine diffusion from the cell membrane and can encourage rapid binding
kinetics due to a high local concentration. This tethered cytokine-cytokine receptor fusion
protein design may thereby provide a constitutive pro-inflammatory (M 1) or anti-inflammatory
(M2) promoting signal to the modified immune cells (e.g., stem cells, macrophages, monocytes,

and/or dendritic cells), with minimized risk for cytotoxic effects on surrounding cells.

[0007] In one aspect, the present disclosure provides a modified immune cell comprising
a fusion protein comprising a cytokine, a linker, and a cytokine receptor, wherein the modified

immune cell is a stem cell, macrophage, monocyte, or dendritic cell and the cytokine binds the
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cytokine receptor. In some embodiments, a fusion protein is membrane-bound. In some

embodiments, a linker is a flexible linker. In some embodiments, a linker is a cleavable linker.

[0008] In some embodiments, a modified immune cell further comprises a chimeric
antigen receptor (CAR).
[0009] In some embodiments, a fusion protein further comprises a signal peptide. In

some embodiments, a fusion protein comprises, from N-terminus to C-terminus: a signal peptide,
a cytokine, a linker, and a cytokine receptor. In some embodiments, a fusion protein comprises
an amino acid sequence at least 80% identical to a sequence selected from Table 2a, Table 2b,

Table 3a, Table 3b, Table 6, Table 8, or Table 9.

[0010] In another aspect, the present disclosure provides a modified immune cell
comprising one or more nucleic acids encoding a fusion protein comprising a cytokine, a linker,
and a cytokine receptor, wherein the modified immune cell is a stem cell, macrophage, monocyte
or dendritic cell and the cytokine binds the cytokine receptor. In some embodiments, a fusion
protein is membrane-bound. In some embodiments, a linker is a flexible linker. In some

embodiments, a linker is a cleavable linker.

[0011] In some embodiments, a modified immune cell further comprises a chimeric
antigen receptor (CAR).
[0012] In some embodiments, a fusion protein further comprises a signal peptide. In

some embodiments, a fusion protein comprises, from N-terminus to C-terminus: a signal peptide,
a cytokine, a linker, and a cytokine receptor. In some embodiments, one or more nucleic acids
encoding a fusion protein comprise a sequence at least 80% identical to a sequence selected from
Table 10. In some embodiments, one or more nucleic acids encoding a fusion protein comprise a
sequence at least 80% identical to a sequence selected from Table 11a or 11b. In some
embodiments, one or more nucleic acids comprise a sequence at least 80% identical to a
sequence selected from Table 4a, Table 4b, or Table 7. In some embodiments, one or more
nucleic acids comprise a sequence at least 80% identical to a sequence selected from Table 5a or
Table 5b. In some embodiments, one or more nucleic acids comprise a sequence at least 80%
identical to a signal peptide sequence selected from Table 8. In some embodiments, one or more
nucleic acids comprise a sequence at least 80% identical to a linker sequence selected from Table

8.
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[0013] In some embodiments, a signal peptide is or comprises a CD8a, IgG «, PDGFR-f,
Type I Interferon (IFN-al, TFN-a2, TFN-o4, IFN-o5, IFN-a6, IFN-a7, IFN-a8, IFN-a10, IFN-
al3, IFN-al4, IFN-a16, I[FN-al7, IFN-a21, IFN-f3, IFN-w, IFN-¢, or IFN-x), Type 1l
Interferon (IFN-y), Type III Interferon (IFN-A1, IFN-A2, IFN-A3, or IFN-A4), TNF-o, IL-1p, IL-
6, IL-12, IL-17, IL-23, GM-CSF, IL-4, IL-10, IL-13, IL-18, M-CSF, TGF-B, IFNAR1, IFNAR2,
IFNGR1, IFNGR2, IFNLR1, TNFR1, TNFR2, IL-1R1, IL-1R3, IL-6Rq, gp130, IL-12RB1, IL-
12RB2, IL-17RA, IL-17RB, IL-17RC, IL-23R, CSF2-Ra, CSF2-Rp, IL-4Ra, IL-4Ral, IL-2Ryc,
IL-10R1, IL-10R2, IL-13Ral, IL-18Ra, IL-18RB, CSF1-R, TGF-BR1, or TGF-BR2 signal
peptide.

[0014] In some embodiments, a cytokine is or comprises a pro-inflammatory cytokine.
In some embodiments, a cytokine is or comprises an anti-inflammatory cytokine. In some
embodiments, a cytokine is or comprises a Type I Inteferon (IFN-al, IFN-a2, IFN-o4, IFN-a5,
IFN-a6, IFN-a7, IFN-a8, IFN-a10, IFN-a13, IFN-a14, IFN-a16, IFN-a17, IFN-a21, IFN-{,
IFN-w, IFN-¢, or IFN-x), Type Il Interferon (IFN-y), Type III Interferon (IFN-A1, IFN-A2, IFN-
A3, or IFN-A), TNF-q, IL-1B, IL-6, IL-12, IL-17, IL-23, or GM-CSF. In some embodiments, a
cytokine is or comprises IL-4, IL-10, IL-13, IL-18, M-CSF, or TGF-B. In some embodiments, a
cytokine is or comprises a Type I Inteferon (IFN-al, IFN-a2, IFN-a4, IFN-a5, IFN-a6, IFN-a7,
IFN-a8, IFN-a10, IFN-al3, IFN-a14, IFN-a16, IFN-al7, [FN-a21, IFN-, IFN-w, IFN-¢, or
IFN-x), Type Il Interferon (IFN-y), Type III Interferon (IFN-A1, IFN-A2, IFN-A3, or IFN-A4),
TNF-o, IL-1B, IL-6, IL-12, IL-17, IL-23, GM-CSF, IL-4, IL-10, IL-13, IL-18, M-CSF, or TGF-
B.

[0015] In some embodiments, a cytokine receptor is or comprises a pro-inflammatory
cytokine receptor. In some embodiments, a cytokine receptor is or comprises an anti-
inflammatory cytokine receptor. In some embodiments, a cytokine receptor is or comprises
IFNARI, IFNAR2, IFNGR1, IFNGR2, IFNLR1, TNFR1, TNFR2, IL-1R1, IL-1R3, IL-6Raq,
gp130, IL-12RB1, IL-12RB2, IL-17RA, IL-17RB, IL-17RC, IL-23R, CSF2-Ra, or CSF2-Rf. In
some embodiments, a cytokine receptor is or comprises IL-4Ra, IL-4Ral, IL-2Ryc, IL-10R1, IL-
10R2, IL-13Ral, IL-18Ra, IL-18RB, CSF1-R, TGF-BR1, or TGF-PR2. In some embodiments, a
cytokine receptor is or comprises IFNAR1, IFNAR2, IFNGR1, IFNGR2, IFNLR1, TNFRI1,
TNFR2, IL-1R1, IL-1R3, IL-6Rq, gp130, IL-12RB1, IL-12RB2, IL-17RA, IL-17RB, IL-17RC,
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IL-23R, CSF2-Ra, CSF2-Rp, IL-4Ro, IL-4Ra 1, IL-2Ryc, IL-10R1, IL-10R2, IL-13Ra1, IL-
18R, IL-18Rp, CSF1-R, TGF-BR1, or TGF-BR2.

[0016] In some embodiments, a linker is or comprises a linker selected from a group
consisting of: a (G4S)nlinker, wherein n = 1-5 (SEQ ID NO: 170), a Whitlow linker, and Linker
26.

[0017] In another aspect, the present disclosure provides a modified immune cell
comprising a fusion protein comprising interleukin 10 (IL-10), a linker, and interleukin-10
receptor (IL10R). In another aspect, the present disclosure provides a modified immune cell
comprising a fusion protein comprising interferon beta (IFNP), a linker, and interferon-o/f3

receptor (IFNAR).

[0018] In some embodiments, a fusion protein is membrane-bound. In some

embodiments, a linker is a flexible linker. In some embodiments, a linker is a cleavable linker.

[0019] In some embodiments, a modified immune cell further comprises a chimeric
antigen receptor (CAR).
[0020] In another aspect, the present disclosure provides a pharmaceutical composition

comprising a modified immune cell of the present disclosure. In some embodiments, a

pharmaceutical composition comprises a pharmaceutically acceptable carrier.

[0021] In another aspect, the present disclosure provides a nucleic acid construct
comprising one or more nucleic acids encoding a fusion protein comprising a cytokine and a
cytokine receptor. In some embodiments, a nucleic acid construct further comprises one or more

nucleic acids encoding a chimeric antigen receptor (CAR).

[0022] In another aspect, the present disclosure provides a pharmaceutical composition
comprising a nucleic acid construct of the present disclosure. In some embodiments, a

pharmaceutical composition comprises a pharmaceutically acceptable carrier.

[0023] In another aspect, the present disclosure provides a method of treating or
preventing a disease or disorder in a subject, comprising delivering to the subject a

therapeutically effective amount of a pharmaceutical composition of the present disclosure.
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[0024] In another aspect, the present disclosure provides a method of modifying an
immune cell, the method comprising delivering to the immune cell a nucleic acid construct
comprising one or more nucleic acids encoding a fusion protein comprising a cytokine, a linker,
and a cytokine receptor. In some embodiments, a linker is a flexible linker. In some
embodiments, a linker is a cleavable linker. In some embodiments, a nucleic acid construct
further comprises one or more nucleic acids encoding a chimeric antigen receptor (CAR). In
some embodiments, delivering comprises electroporation or transfection with DNA, mRNA, or
chemically modified mRNA. In some embodiments, delivering comprises transduction with an
adeno-associated viral (AAV) vector, an adenoviral vector, or a retroviral vector. In some
embodiments, a retroviral vector comprises a lentiviral vector or a gammaretroviral vector. In
some embodiments, a lentiviral vector is packaged with a Vpx protein. In some embodiments,
an adenoviral vector comprises an Ad2 vector or an Ad5 vector. In some embodiments, an Ad5S
vector comprises an Ad5f35 adenoviral vector. In some embodiments, delivery comprises

transposon-based delivery or CRISPR-based targeted integration.

[0025] In another aspect, the present disclosure provides a modified immune cell
comprising an exogenous cytokine and a chimeric antigen receptor (CAR), wherein the modified
immune cell is a stem cell, macrophage, monocyte, or dendritic cell and the exogenous cytokine
is or comprises a pro-inflammatory cytokine, an anti-inflammatory cytokine, or a
chemoattractant chemokine. In some embodiments, an exogenous cytokine comprises a signal
peptide. In some embodiments, an exogenous cytokine comprises an amino acid sequence at

least 80% identical to a sequence selected from Table 2a, Table 2b, Table 6, or Table 8.

[0026] In another aspect, the present disclosure provides a modified immune cell
comprising one or more nucleic acids encoding an exogenous cytokine and a chimeric antigen
receptor (CAR), wherein the modified immune cell is a stem cell, macrophage, monocyte or
dendritic cell and the exogenous cytokine is or comprises a pro-inflammatory cytokine, an anti-
inflammatory cytokine, or a chemoattractant chemokine. In some embodiments, an exogenous
cytokine further comprises a signal peptide. In some embodiments, one or more nucleic acids
comprise a sequence at least 80% identical to a sequence selected from Table 4a, Table 4b, Table
7, or Table 11b. In some embodiments, one or more nucleic acids comprise a sequence at least

80% identical to a sequence selected from Table 8.
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[0027] In some embodiments, one or more nucleic acids encode a signal peptide. In
some embodiments, a signal peptide is or comprises a CD8a, IgG «, PDGFR-f, Type I Interferon
(IFN-al, IFN-a2, IFN-a4, IFN-a5, IFN-a6, IFN-a7, IFN-a8, IFN-a10, IFN-a13, IFN-a14, IFN-
al6, IFN-al7, IFN-a21, IFN-f, [FN-w, IFN-¢, or IFN-x), Type Il Interferon (IFN-y), Type III
Interferon (IFN-A1, IFN-A2, IFN-A3, or IFN-A), TNF-a, IL-1p, IL-6, IL-12, IL-17, IL-23, GM-
CSF, IL-4, IL-10, IL-13, IL-18, M-CSF, TGF-B, IFNAR1, IFNAR2, IFNGR1, IFNGR2,
IFNLR1, TNFR1, TNFR2, IL-1R1, IL-1R3, IL-6Ra, gp130, IL-12RB1, IL-12RB2, IL-17RA, IL-
17RB, IL-17RC, IL-23R, CSF2-Ra, CSF2-Rp, IL-4Rq, IL-4Ra 1, IL-2Ryc, IL-10R1, IL-10R2,
IL-13Ral, IL-18Rq, IL-18Rp, CSF1-R, TGF-BR1, or TGF-BR2 signal peptide.

[0028] In some embodiments, an exogenous cytokine is or comprises a Type I Inteferon
(IFN-a1, IFN-a2, IFN-04, IFN-a5, IFN-a6, IFN-a7, IFN-a8, IFN-a10, IFN-a13, IFN-a14, IFN-
al6, IFN-al7, IFN-a21, IFN-f, IFN-w, IFN-g, or IFN-x), Type Il Interferon (IFN-y), Type III
Interferon (IFN-A1, IFN-A2, IFN-A3, or IFN-A4), TNF-q, IL-1B, IL-6, IL-12, IL-17, IL-23, GM-
CSF, IL-4, IL-10, IL-13, IL-18, M-CSF, TGF-B, CCL19, or CXCL12. In some embodiments, an
exogenous cytokine is or comprises [FN-y, IL-10, CCL19, or CXCL12.

[0029] In another aspect, the present disclosure provides a pharmaceutical composition
comprising a modified immune cell of the present disclosure comprising an exogenous cytokine
and a CAR. In some embodiments, a pharmaceutical composition comprises a pharmaceutically

acceptable carrier.

[0030] In another aspect, the present disclosure provides a nucleic acid construct
comprising one or more nucleic acids encoding an exogenous cytokine and a chimeric antigen

receptor (CAR).

[0031] In another aspect, the present disclosure provides a pharmaceutical composition
comprising a nucleic acid construct of the present disclosure comprising one or more nucleic
acids encoding an exogenous cytokine and a CAR. In some embodiments, a pharmaceutical

composition comprises a pharmaceutically acceptable carrier.

[0032] In another aspect, the present disclosure provides a method of treating or
preventing a disease or disorder in a subject, comprising delivering to the subject a
therapeutically effective amount of a pharmaceutical composition of the present disclosure,

wherein the pharmaceutical composition comprises a modified immune cell of the present
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disclosure comprising an exogenous cytokine and a CAR or a nucleic acid construct of the
present disclosure comprising one or more nucleic acids encoding an exogenous cytokine and a

CAR.

[0033] In another aspect, the present disclosure provides a method of modifying an
immune cell, the method comprising delivering to the immune cell a nucleic acid construct
comprising one or more nucleic acids encoding an exogenous cytokine and a chimeric antigen
receptor (CAR). In some embodiments, the delivering comprises electroporation or transfection
with DNA, mRNA, or chemically modified mRNA. In some embodiments, delivering comprises
transduction with an adeno-associated viral (AAV) vector, an adenoviral vector, or a retroviral
vector. In some embodiments, a retroviral vector comprises a lentiviral vector or a
gammaretroviral vector. In some embodiments, a lentiviral vector is packaged with a Vpx
protein. In some embodiments, an adenoviral vector comprises an Ad2 vector or an AdS vector.
In some embodiments, an Ad5 vector comprises an Ad5f35 adenoviral vector. In some

embodiments, delivery comprises transposon-based delivery or CRISPR-based targeted

integration.
BRIEF DESCRIPTION OF THE DRAWING
[0034] The drawings are for illustration purposes only, not for limitation.
[0035] Figure 1 shows exemplary fusion proteins comprising IFN-f and IFNAR1/2 and
IL10 and IL10RA/B.
[0036] Figure 2 shows exemplary fusion protein designs comprising a signal peptide, a

cytokine, a linker and a cytokine receptor, wherein the cytokine binds the cytokine receptor.

Figure discloses "(GGGGS)x" as SEQ ID NO: 175.

[0037] Figure 3A and Figure 3B show illustrations of an exemplary method of the
present disclosure, comprising gene delivery of constructs encoding a fusion protein (and
optionally a CAR, see Figure 3B) to an immune cell (e.g., a macrophage), dimerization of the
fusion protein with an endogenous receptor and polarization of a macrophage to a pro-

inflammatory (i.e., M1) state.
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[0038] Figure 4A and Figure 4B show illustrations of an exemplary method of the
present disclosure, comprising gene delivery of constructs encoding a fusion protein (and
optionally a CAR, see Figure 4B) to an immune cell (e.g., a macrophage), dimerization of the
fusion protein with an endogenous receptor and polarization of a macrophage to an anti-

inflammatory (i.e., M2) state.

[0039] Figure SA and Figure 5B show exemplary constructs comprising a signal
peptide, a FLAG tag, a cytokine, a linker, a cytokine receptor, a P2A peptide and mCherry. In
Figure SA, an antibody binds the FLAG tag and in Figure 5B, an antibody binds the cytokine.

[0040] Figure 6A and Figure 6B show exemplary graphs illustrating viability of
HEK293T cells (Figure 6A) and surface expression of fusion proteins in HEK293T cells
(Figure 6B) transfected with plasmid DNA.

[0041] Figure 7 shows exemplary graphs illustrating a correlation between detection of a
FLAG tag by an antibody and mCherry expression in the IFNB-IFNARI and IL4-IL13Rao

groups.

[0042] Figure 8 shows exemplary Western blots illustrating expression of the fusion

proteins in HEK293T cells.

[0043] Figure 9 shows an exemplary construct comprising a signal peptide, a FLAG tag,
a cytokine, a linker, a cytokine receptor, a P2A peptide and mCherry. This figure also illustrates

an antibody that binds the FLAG tag.

[0044] Figure 10A and Figure 10B show exemplary graphs illustrating viability of
macrophages (Figure 10A) and surface expression of fusion proteins in macrophages (Figure

10B) transduced with VPX-Lentivirus comprising a fusion protein.

[0045] Figure 11A and Figure 11B show exemplary graphs illustrating viability, P2A-
mCherry expression, and surface expression of fusion proteins in macrophages transduced with

VPX-Lentivirus comprising a fusion protein.

[0046] Figure 12A and Figure 12B show exemplary graphs illustrating expression of
pro-inflammatory (M1) and anti-inflammatory (M2) markers from macrophages that were

transduced with VPX-Lentivirus comprising a fusion protein.



WO 2022/169870 PCT/US2022/014936

[0047] Figure 13 shows an exemplary graph illustrating viability of macrophages after

transfection with mRNA encoding cytokines and a CAR.

[0048] Figure 14 shows an exemplary graph illustrating CAR expression in macrophages
after transfection with mRNA encoding cytokines and a CAR.

[0049] Figure 15 shows an exemplary graph illustrating IFN-y levels from macrophages
after transfection with mRNA encoding cytokines and a CAR.

[0050] Figure 16 shows an exemplary graph illustrating IL-10 levels from macrophages
after transfection with mRNA encoding cytokines and a CAR.

[0051] Figure 17 shows an exemplary graph illustrating CCL19 levels from

macrophages after transfection with mRNA encoding cytokines and a CAR.

[0052] Figure 18 shows an exemplary graph illustrating CXCL12 levels from

macrophages after transfection with mRNA encoding cytokines and a CAR.

[0053] Figure 19 shows exemplary graphs illustrating levels of pro-inflammatory (M1)
markers CD80 and CD86 from macrophages after transfection with mRNA encoding cytokines
and a CAR.

[0054] Figure 20 shows exemplary graphs illustrating levels of anti-inflammatory (M2)
markers CD163 and CD206 from macrophages after transfection with mRNA encoding
cytokines and a CAR.

DEFINITIONS

[0055] In order for the present invention to be more readily understood, certain terms are
first defined below. Additional definitions for the following terms and other terms are set forth
throughout the specification. The publications and other reference materials referenced herein to
describe the background of the invention and to provide additional detail regarding its practice

are hereby incorporated by reference.

[0056] The articles “a” and “an” are used herein to refer to one or to more than one (i.e,,
to at least one) of the grammatical object of the article. By way of example, “an element” means

one element or more than one element.

10
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[0057] Approximately or about: As used herein, the term "approximately" or "about," as
applied to one or more values of interest, refers to a value that is similar to a stated reference
value. In certain embodiments, the term "approximately" or "about" refers to a range of values
that fall within 25%, 20%, 19%, 18%, 17%, 16%, 15%, 14%, 13%, 12%, 11%, 10%, 9%, 8%,
7%, 6%, 5%, 4%, 3%, 2%, 1 %, or less in either direction (greater than or less than) of the stated
reference value unless otherwise stated or otherwise evident from the context (except where such

number would exceed 100% of a possible value).

[0058] Activation: As used herein, the term “activation” refers to the state of a cell, for
example a monocyte, macrophage, or dendritic cell that has been sufficiently stimulated to
induce detectable cellular proliferation or has been stimulated to exert its effector function.
Activation can also be associated with induced cytokine production, phagocytosis, cell signaling,

target cell killing, and/or antigen processing and presentation.

[0059] Activated monocytes/macrophages/dendritic cells: As used herein, the term
“activated monocytes/macrophages/dendritic cells” refers to, among other things,
monocyte/macrophage/dendritic cells that are undergoing cell division or exerting effector
function. The term “activated monocytes/macrophages/dendritic cells” refers to, among others
thing, cells that are performing an effector function or exerting any activity not seen in the
resting state, including phagocytosis, cytokine secretion, proliferation, gene expression changes,

metabolic changes, and other functions.

[0060] Agent: As used herein, the term “agent” (or “biological agent” or “therapeutic
agent”), refers to a molecule that may be expressed, released, secreted or delivered to a target by
a modified cell described herein. An agent includes, but is not limited to, a nucleic acid, an
antibiotic, an anti-inflammatory agent, an antibody or fragments thereof, an antibody agent or
fragments thereof, a growth factor, a cytokine, an enzyme, a protein (e.g., an RNAse inhibitor), a
peptide, a fusion protein, a synthetic molecule, an organic molecule (e.g., a small molecule), a
carbohydrate, a lipid, a hormone, a microsome, a derivative or a variation thereof, and any
combinations thereof. An agent may bind any cell moiety, such as a receptor, an antigenic
determinant, or other binding site present on a target or target cell. An agent may diffuse or be

transported into a cell, where it may act intracellularly.

11
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[0061] Antibody: As used herein, the term “antibody” refers to a polypeptide that
includes canonical immunoglobulin sequence elements sufficient to confer specific binding to a
particular target antigen. As is known in the art, intact antibodies as produced in nature are
approximately 150 kD tetrameric agents comprising two identical heavy chain polypeptides
(about 50 kD each) and two identical light chain polypeptides (about 25 kD each) that associate
with each other into what is commonly referred to as a “Y-shaped” structure. Each heavy chain
comprises at least four domains (each about 110 amino acids long) — an amino-terminal variable
(VH) domain (located at the tips of the Y structure), followed by three constant domains: CHI,
CH2, and the carboxy-terminal CH3 (located at the base of the Y’s stem). A short region, known
as the “switch”, connects the heavy chain variable and constant regions. The “hinge” connects
CH2 and CH3 domains to the rest of the antibody. Two disulfide bonds in this hinge region
connect the two heavy chain polypeptides to one another in an intact antibody. Each light chain
comprises two domains — an amino-terminal variable (VL) domain, followed by a carboxy-
terminal constant (CL) domain, separated from one another by another “switch”. Intact antibody
tetramers comprise two heavy chain-light chain dimers in which the heavy and light chains are
linked to one another by a single disulfide bond; two other disulfide bonds connect the heavy
chain hinge regions to one another, so that the dimers are connected to one another and a
tetramer is formed. Naturally-produced antibodies are also glycosylated, typically on the CH2
domain. Each domain in a natural antibody has a structure characterized by an “immunoglobulin
fold” formed from two beta sheets (e.g., 3-, 4-, or 5-stranded sheets) packed against each other in
a compressed antiparallel beta barrel. Each variable domain contains three hypervariable loops
known as “complementarity determining regions” (CDR1, CDR2, and CDR3) and four
somewhat invariant “framework” regions (FR1, FR2, FR3, and FR4). When natural antibodies
fold, the FR regions form the beta sheets that provide the structural framework for the domains,
and the CDR loop regions from both the heavy and light chains are brought together in three-
dimensional space so that they create a single hypervariable antigen binding site located at the tip
of the Y structure. The Fc region of naturally-occurring antibodies binds to elements of the
complement system, and also to receptors on effector cells, including, for example, effector cells
that mediate cytotoxicity. Affinity and/or other binding attributes of Fc regions for Fc receptors
can be modulated through glycosylation or other modification. In some embodiments, antibodies

produced and/or utilized in accordance with the present invention (e.g., as a component of a

12
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CAR) include glycosylated Fc domains, including Fc domains with modified or engineered
glycosylation. In some embodiments, any polypeptide or complex of polypeptides that includes
sufficient immunoglobulin domain sequences as found in natural antibodies can be referred to
and/or used as an “antibody”, whether such polypeptide is naturally produced (e.g., generated by
an organism reacting to an antigen), or produced by recombinant engineering, chemical
synthesis, or other artificial system or methodology. In some embodiments, an antibody is
polyclonal. In some embodiments, an antibody is monoclonal. In some embodiments, an
antibody has constant region sequences that are characteristic of mouse, rabbit, primate, or
human antibodies. In some embodiments, antibody sequence elements are humanized,
primatized, chimeric, etc, as is known in the art. Moreover, the term “antibody”, as used herein,
can refer in appropriate embodiments (unless otherwise stated or clear from context) to any of
the art-known or developed constructs or formats for utilizing antibody structural and functional
features in alternative presentation. For example, in some embodiments, an antibody utilized in
accordance with the present invention is in a format selected from, but not limited to, intact IgA,
IgG, IgE or IgM antibodies; bi- or multi- specific antibodies (e.g., Zybodies®, etc); antibody
fragments such as Fab fragments, Fab’ fragments, F(ab’)2 fragments, Fd’ fragments, Fd
fragments, and isolated CDRs or sets thereof; single chain Fvs; polypeptide-Fc fusions; single
domain antibodies (e.g., shark single domain antibodies such as IgNAR or fragments thereof);
cameloid antibodies; masked antibodies (e.g., Probodies®); Small Modular
ImmunoPharmaceuticals (“SMIPs™”); single chain or Tandem diabodies (TandAb®); VHHS;
Anticalins®; Nanobodies® minibodies; BITE®s; ankyrin repeat proteins or DARPINs®;
Avimers®; DARTSs; TCR-like antibodies;, Adnectins®; Affilins®; Trans-bodies®; Affibodies®;
TrimerX®; MicroProteins; Fynomers®, Centyrins®; and KALBITOR®s. In some
embodiments, an antibody may lack a covalent modification (e.g., attachment of a glycan) that it
would have if produced naturally. In some embodiments, an antibody may contain a covalent
modification (e.g., attachment of a glycan, a payload [e.g., a detectable moiety, a therapeutic

moiety, a catalytic moiety, etc], or other pendant group [e.g., poly-ethylene glycol, etc.].

[0062] Antibody agent. As used herein, the term “antibody agent” refers to an agent that
specifically binds to a particular antigen. In some embodiments, the term encompasses any
polypeptide or polypeptide complex that includes immunoglobulin structural elements sufficient

to confer specific binding. Exemplary antibody agents include, but are not limited to monoclonal

13



WO 2022/169870 PCT/US2022/014936

antibodies or polyclonal antibodies. In some embodiments, an antibody agent may include one
or more constant region sequences that are characteristic of mouse, rabbit, primate, or human
antibodies. In some embodiments, an antibody agent may include one or more sequence
elements are humanized, primatized, chimeric, etc., as is known in the art. In many
embodiments, the term “antibody agent” is used to refer to one or more of the art-known or
developed constructs or formats for utilizing antibody structural and functional features in
alternative presentation. For example, in some embodiments, an antibody agent utilized in
accordance with the present invention is in a format selected from, but not limited to, intact IgA,
IgG, IgE or IgM antibodies; bi- or multi- specific antibodies (e.g., Zybodies®, etc); antibody
fragments such as Fab fragments, Fab’ fragments, F(ab’)2 fragments, Fd’ fragments, Fd
fragments, and isolated CDRs or sets thereof; single chain Fvs; polypeptide-Fc fusions; single
domain antibodies (e.g., shark single domain antibodies such as [IgNAR or fragments thereof),
cameloid antibodies; masked antibodies (e.g., Probodies®); Small Modular
ImmunoPharmaceuticals (“SMIPsTM”); single chain or Tandem diabodies (TandAb®); VHHs;
Anticalins®; Nanobodies® minibodies; BITE®s; ankyrin repeat proteins or DARPINs®;
Avimers®; DARTSs; TCR-like antibodies;, Adnectins®; Affilins®; Trans-bodies®; Affibodies®;
TrimerX®; MicroProteins; Fynomers®, Centyrins®; and KALBITOR®s. In some
embodiments, an antibody agent may lack a covalent modification (e.g., attachment of a glycan)
that it would have if produced naturally. In some embodiments, an antibody agent may contain a
covalent modification (e.g., attachment of a glycan, a payload [e.g., a detectable moiety, a
therapeutic moiety, a catalytic moiety, etc], or other pendant group [e.g., poly-ethylene glycol,
etc.]. In many embodiments, an antibody agent is or comprises a polypeptide whose amino acid
sequence includes one or more structural elements recognized by those skilled in the art as a
complementarity determining region (CDR); in some embodiments an antibody agent is or
comprises a polypeptide whose amino acid sequence includes at least one CDR (e.g., at least one
heavy chain CDR and/or at least one light chain CDR) that is substantially identical to one found
in a reference antibody. In some embodiments an included CDR is substantially identical to a
reference CDR in that it is either identical in sequence or contains between 1-5 amino acid
substitutions as compared with the reference CDR. In some embodiments an included CDR is
substantially identical to a reference CDR in that it shows at least 85%, 86%, 87%, 88%, 89%,
90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%, or 100% sequence identity with the
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reference CDR. In some embodiments an included CDR is substantially identical to a reference
CDR in that it shows at least 96%, 96%, 97%, 98%, 99%, or 100% sequence identity with the
reference CDR. In some embodiments an included CDR is substantially identical to a reference
CDR in that at least one amino acid within the included CDR is deleted, added, or substituted as
compared with the reference CDR but the included CDR has an amino acid sequence that is
otherwise identical with that of the reference CDR. In some embodiments an included CDR is
substantially identical to a reference CDR in that 1-5 amino acids within the included CDR are
deleted, added, or substituted as compared with the reference CDR but the included CDR has an
amino acid sequence that is otherwise identical to the reference CDR. In some embodiments an
included CDR is substantially identical to a reference CDR in that at least one amino acid within
the included CDR is substituted as compared with the reference CDR but the included CDR has
an amino acid sequence that is otherwise identical with that of the reference CDR. In some
embodiments an included CDR is substantially identical to a reference CDR in that 1-5 amino
acids within the included CDR are deleted, added, or substituted as compared with the reference
CDR but the included CDR has an amino acid sequence that is otherwise identical to the
reference CDR. In some embodiments, an antibody agent is or comprises a polypeptide whose
amino acid sequence includes structural elements recognized by those skilled in the art as an
immunoglobulin variable domain. In some embodiments, an antibody agent is a polypeptide
protein having a binding domain which is homologous or largely homologous to an
immunoglobulin-binding domain. In some embodiments, an antibody agent is not and/or does
not comprise a polypeptide whose amino acid sequence includes structural elements recognized
by those skilled in the art as an immunoglobulin variable domain. In some embodiments, an
antibody agent may be or comprise a molecule or composition which does not include
immunoglobulin structural elements (e.g., a receptor or other naturally occurring molecule which

includes at least one antigen binding domain).

[0063] Antibody fragment. As used herein, the term “antibody fragment” refers to a
portion of an intact antibody and refers to the antigenic determining variable regions of an intact
antibody. Examples of antibody fragments include, but are not limited to, Fab, Fab', F(ab')2, and
Fv fragments, linear antibodies, scFv antibodies, and multispecific antibodies formed from

antibody fragments and human and humanized versions thereof.
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[0064] Antibody heavy chain: As used herein, the term “antibody heavy chain” refers to
the larger of the two types of polypeptide chains present in all antibody molecules in their

naturally occurring conformations.

[0065] Antibodly light chain: As used herein, the term “antibody light chain” refers to the
smaller of the two types of polypeptide chains present in all antibody molecules in their naturally

occurring conformations.

[0066] Synthetic antibody: As used herein, the term “synthetic antibody” refers to an
antibody that is generated using recombinant DNA technology, such as, for example, an antibody
expressed by a bacteriophage as described herein. The term should also be construed to mean an
antibody which has been generated by the synthesis of a DNA molecule encoding the antibody
and which DNA molecule expresses an antibody protein, or an amino acid sequence specifying
the antibody, wherein the DNA or amino acid sequence has been obtained using synthetic DNA

or amino acid sequence technology which is available and well known in the art.

[0067] Antigen: As used herein, the term “antigen” or “Ag” refers to a molecule that is
capable of provoking an immune response. This immune response may involve either antibody
production, the activation of specific immunologically-competent cells, or both. A skilled
artisan will understand that any macromolecule, including virtually all proteins or peptides, can
serve as an antigen. Furthermore, antigens can be derived from recombinant or genomic DNA.
A skilled artisan will understand that any DNA that comprises a nucleotide sequences or a partial
nucleotide sequence encoding a protein that elicits an immune response encodes an “antigen” as
that term is used herein. Furthermore, one skilled in the art will understand that an antigen need
not be encoded solely by a full length nucleotide sequence of a gene. It is readily apparent that
the present invention includes, but is not limited to, the use of partial nucleotide sequences of
more than one gene and that these nucleotide sequences are arranged in various combinations to
elicit the desired immune response. Moreover, a skilled artisan will understand that an antigen
need not be encoded by a “gene” at all. It is readily apparent that an antigen can be generated
synthesized or can be derived from a biological sample. Such a biological sample can include,

but is not limited to a tissue sample, a tumor sample, a cell or a biological fluid.

[0068] Anti-tumor effect: Asused herein, the term “anti-tumor effect” refers to a

biological effect which can be manifested by a decrease in tumor volume, a decrease in the
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number of tumor cells, a decrease in the number of metastases, an increase in life expectancy, or
amelioration of various physiological symptoms associated with the cancerous condition. An
“anti-tumor effect” can also be manifested by the ability of the peptides, polynucleotides, cells

and antibodies of the invention in prevention of the occurrence of a tumor in the first place.

[0069] Autologous: As used herein, the term “autologous” refers to any material derived

from an individual to which it is later to be re-introduced into the same individual.

[0070] Allogeneic: As used herein, the term “allogeneic” refers to any material (e.g., a

population of cells) derived from a different animal of the same species.

[0071] Xenogenic: As used herein, the term “xenogeneic” refers to any material (e.g., a

population of cells) derived from an animal of a different species.

[0072] Cancer: As used herein, the term “cancer” refers to a disease characterized by the
rapid and uncontrolled growth of aberrant cells. Cancer cells can spread locally or through the
bloodstream and lymphatic system to other parts of the body. Examples of various cancers
include but are not limited to, breast cancer, prostate cancer, ovarian cancer, cervical cancer, skin
cancer, pancreatic cancer, colorectal cancer, renal cancer, liver cancer, brain cancer, lymphoma,
leukemia, lung cancer and the like. In certain embodiments, the cancer is medullary thyroid

carcinoma.

[0073] Conservative sequence modifications: As used herein, the term “conservative
sequence modifications” refers to amino acid modifications that do not significantly affect or
alter the binding characteristics of an antibody containing the amino acid sequence. Such
conservative modifications include amino acid substitutions, additions and deletions.
Modifications can be introduced into an antibody compatible with various embodiments by
standard techniques known in the art, such as site-directed mutagenesis and PCR-mediated
mutagenesis. Conservative amino acid substitutions are ones in which an amino acid residue is
replaced with an amino acid residue having a similar side chain. Families of amino acid residues
having similar side chains have been defined in the art. These families include amino acids with
basic side chains (e.g., lysine, arginine, histidine), acidic side chains (e.g., aspartic acid, glutamic
acid), uncharged polar side chains (e.g., glycine, asparagine, glutamine, serine, threonine,
tyrosine, cysteine, tryptophan), nonpolar side chains (e.g., alanine, valine, leucine, isoleucine,

proline, phenylalanine, methionine), beta-branched side chains (e.g., threonine, valine,
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isoleucine) and aromatic side chains (e.g., tyrosine, phenylalanine, tryptophan, histidine). Thus,
one or more amino acid residues within the CDR regions of an antibody can be replaced with
other amino acid residues from the same side chain family and the altered antibody can be tested

for the ability to bind antigens using the functional assays described herein.

[0074] Co-stimulatory ligand: As used herein, the term “co-stimulatory ligand” refers to
a molecule on an antigen presenting cell (e.g., an APC, dendritic cell, B cell, and the like) that
specifically binds a cognate co-stimulatory molecule on a monocyte/macrophage/dendritic cell,
thereby providing a signal which mediates a monocyte/macrophage/dendritic cell response,
including, but not limited to, proliferation, activation, differentiation, and the like. A co-
stimulatory ligand can include, but is not limited to, CD7, B7-1 (CD80), B7-2 (CD86), PD-L1,
PD-L2, 4-1BBL, OX40L, inducible costimulatory ligand (ICOS-L), intercellular adhesion
molecule (ICAM), CD30L, CD40, CD70, CD83, HLA-G, MICA, MICB, HVEM, lymphotoxin
beta receptor, 3/TR6, ILT3, ILT4, HVEM, an agonist or antibody that binds Toll ligand receptor
and a ligand that specifically binds with B7-H3. A co-stimulatory ligand also encompasses, inter
alia, an antibody that specifically binds with a co-stimulatory molecule present on a
monocyte/macrophage/dendritic cell, such as, but not limited to, CD27, CD28, 4-1BB, 0X40,
CD30, CD40, PD-1, ICOS, lymphocyte function-associated antigen-1 (LFA-1), CD2, CD7,
LIGHT, NKG2C, B7-H3, and a ligand that specifically binds with CD83.

[0075] Cytotoxic: As used herein, the term “cytotoxic” or “cytotoxicity” refers to killing
or damaging cells. In one embodiment, cytotoxicity of the metabolically enhanced cells is

improved, e.g. increased cytolytic activity of macrophages.

[0076] LEffective amount: As used herein, “effective amount” and “therapeutically
effective amount” are interchangeable, and refer to an amount of a compound, formulation,
material, or composition, as described herein effective to achieve a particular biological result or
provides a manufacturing, therapeutic or prophylactic benefit. Such results may include, but are

not limited to, anti-tumor activity as determined by any means suitable in the art.

[0077] Effector function: As used herein, “effector function” or “effector activity” refers
to a specific activity carried out by an immune cell in response to stimulation of the immune cell.
For example, an effector function of macrophages to engulf and digest cellular debris, foreign

substances, microbes, cancer cells and other unhealthy cells by phagocytosis.
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[0078] Encoding: As used herein, “encoding” refers to the inherent property of specific
sequences of nucleotides in a polynucleotide, such as a gene, a cDNA, or an mRNA, to serve as
templates for synthesis of other polymers and macromolecules in biological processes having
either a defined sequence of nucleotides (i.e., IRNA, tRNA and mRNA) or a defined sequence of
amino acids and the biological properties resulting therefrom. Thus, a gene encodes a protein if
transcription and translation of mRNA corresponding to that gene produces the protein in a cell
or other biological system. Both the coding strand, the nucleotide sequence of which is identical
to the mRNA sequence and is usually provided in sequence listings, and the non-coding strand,
used as the template for transcription of a gene or cDNA, can be referred to as encoding the

protein or other product of that gene or cDNA.

[0079] Endogenous: Asused herein “endogenous” refers to any material from or

produced inside a particular organism, cell, tissue or system.

[0080] Exogenous: As used herein, the term “exogenous” refers to any material

introduced from or produced outside a particular organism, cell, tissue or system.

[0081] Expand: As used herein, the term “expand” refers to increasing in number, as in
an increase in the number of cells, for example, monocytes, macrophages, and/or dendritic cells.
In one embodiment, monocytes, macrophages, or dendritic cells that are expanded ex vivo
increase in number relative to the number originally present in a culture. In another
embodiment, monocytes, macrophages, or dendritic cells that are expanded ex vivo increase in
number relative to other cell types in a culture. In some embodiments, expansion may occur in
vivo. The term "ex vivo," as used herein, refers to cells that have been removed from a living
organism, (e.g., a human) and propagated outside the organism (e.g., in a culture dish, test tube,

or bioreactor).

[0082] FExpression: Asused herein, the term “expression” of a nucleic acid sequence
refers to generation of any gene product from a nucleic acid sequence. In some embodiments, a
gene product can be a transcript. In some embodiments, a gene product can be a polypeptide. In
some embodiments, expression of a nucleic acid sequence involves one or more of the following:
(1) production of an RNA template from a DNA sequence (e.g., by transcription); (2) processing
of an RNA transcript (e.g., by splicing, editing, 5’ cap formation, and/or 3’ end formation); (3)
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translation of an RNA into a polypeptide or protein; and/or (4) post-translational modification of

a polypeptide or protein.

[0083] Expression vector: As used herein, the term “expression vector” refers to a vector
comprising a recombinant polynucleotide comprising expression control sequences operatively
linked to a nucleotide sequence to be expressed. An expression vector comprises sufficient cis-
acting elements for expression; other elements for expression can be supplied by the host cell or
in an in vitro expression system. Expression vectors include all those known in the art, such as
cosmids, plasmids (e.g., naked or contained in liposomes) and viruses (e.g., lentiviruses,

retroviruses, adenoviruses, and adeno-associated viruses).

[0084] Fragment: As used herein, the terms “fragment” or “portion” refers to a structure
that includes a discrete portion of the whole, but lacks one or more moieties found in the whole
structure. In some embodiments, a fragment consists of such a discrete portion. In some
embodiments, a fragment consists of or comprises a characteristic structural element or moiety
found in the whole. In some embodiments, a nucleotide fragment comprises or consists of at
least 3,4, 5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65,
70, 75, 80, 85, 90, 95, 100, 110, 120, 130, 140, 150, 160, 170, 180, 190, 200, 210, 220, 230, 240,
250, 275, 300, 325, 350, 375, 400, 425, 450, 475, 500, or more monomeric units (e.g., nucleic
acids) as found in the whole nucleotide. In some embodiments, a nucleotide fragment comprises
or consists of at least about 5%, 10%, 15%, 20%, 25%, 30%, 25%, 40%, 45%, 50%, 55%, 60%,
65%, 70%, 75%, 80%, 85%, 90%, 95%, 96%., 97%, 98%, 99%, or more of the monomeric units
(e.g., residues) found in the whole nucleotide. The whole material or entity may in some

embodiments be referred to as the “parent” of the whole.

[0085] Homology: As used herein, the term “homology” refers to the overall relatedness
between polymeric molecules, e.g., between nucleic acid molecules (e.g., DNA molecules and/or
RNA molecules) and/or between polypeptide molecules. In some embodiments, polymeric
molecules are considered to be “homologous” to one another if their sequences are at least 25%,
30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%., 85%., 90%, 95%, or 99%
identical. In some embodiments, polymeric molecules are considered to be “homologous” to one
another if their sequences are at least 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%,
75%, 80%, 85%, 90%, 95%, or 99% similar (e.g., containing residues with related chemical
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properties at corresponding positions). As will be understood by those skilled in the art, a variety
of algorithms are available that permit comparison of sequences in order to determine their
degree of homology, including by permitting gaps of designated length in one sequence relative
to another when considering which residues “correspond” to one another in different sequences.
Calculation of the percent homology between two nucleic acid sequences, for example, can be
performed by aligning the two sequences for optimal comparison purposes (e.g., gaps can be
introduced in one or both of a first and a second nucleic acid sequences for optimal alignment
and non-corresponding sequences can be disregarded for comparison purposes). In certain
embodiments, the length of a sequence aligned for comparison purposes is at least 30%, at least
40%, at least 50%, at least 60%, at least 70%, at least 80%, at least 90%, at least 95%, or
substantially 100% of the length of the reference sequence. The nucleotides at corresponding
nucleotide positions are then compared. When a position in the first sequence is occupied by the
same nucleotide as the corresponding position in the second sequence, then the molecules are
identical at that position; when a position in the first sequence is occupied by a similar nucleotide
as the corresponding position in the second sequence, then the molecules are similar at that
position. The percent homology between the two sequences is a function of the number of
identical and similar positions shared by the sequences, taking into account the number of gaps,
and the length of each gap, which needs to be introduced for optimal alignment of the two

sequences.

[0086] Identity: As used herein, the term “identity” refers to the subunit sequence
identity between two polymeric molecules particularly between two amino acid molecules, such
as, between two polypeptide molecules. When two amino acid sequences have the same residues
at the same positions; e.g., if a position in each of two polypeptide molecules is occupied by an
Arginine, then they are identical at that position. The identity or extent to which two amino acid
sequences have the same residues at the same positions in an alignment is often expressed as a
percentage. The identity between two amino acid sequences is a direct function of the number of
matching or identical positions; e.g., if half (e.g., five positions in a polymer ten amino acids in
length) of the positions in two sequences are identical, the two sequences are 50% identical; if
90% of the positions (e.g., 9 of 10), are matched or identical, the two amino acids sequences are

90% identical.
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[0087] Substantial identity: As used herein, the term “substantial identity” refers to a
comparison between amino acid or nucleic acid sequences. As will be appreciated by those of
ordinary skill in the art, two sequences are generally considered to be "substantially identical" if
they contain identical residues in corresponding positions. As is well known in this art, amino
acid or nucleic acid sequences may be compared using any of a variety of algorithms, including
those available in commercial computer programs such as BLASTN for nucleotide sequences
and BLASTP, gapped BLAST, and PSI-BLAST for amino acid sequences. In some
embodiments, two sequences are considered to be substantially identical if at least 50%, 55%,
60%, 65%, 70%, 75%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% or
more of their corresponding residues are identical over a relevant stretch of residues. In some
embodiments, the relevant stretch is a complete sequence. In some embodiments, the relevant
stretch is at least 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95, 100, 125,
150, 175, 200, 225, 250, 275, 300, 325, 350, 375, 400, 425, 450, 475, 500 or more residues. In
the context of a CDR, reference to “substantial identity” typically refers to a CDR having an
amino acid sequence at least 80%, preferably at least 85%, at least 90%, at least 95%, at least

98% or at least 99% identical to that of a reference CDR.

[0088] Immune cell: As used herein, the term “immune cell,” refers to a cell that is
involved in an immune response, e.g., promotion of an immune response. Examples of immune
cells include, but are not limited to, macrophages, monocytes, dendritic cells, neutrophils,
eosinophils, mast cells, platelets, large granular lymphocytes, Langerhans' cells, natural killer
(NK) cells, T-lymphocytes, or B-lymphocytes. A source of immune cells (e.g., macrophages,

monocytes, or dendritic cells) can be obtained from a subject.

[0089] Immune response: As used herein the term “immune response” refers to a cellular
and/or systemic response to an antigen that occurs when lymphocytes identify antigenic
molecules as foreign and induce the formation of antibodies and/or activate lymphocytes to

remove the antigen.

[0090] Immunoglobulin: As used herein, the term “immunoglobulin” or “Ig,” refers to a
class of proteins that function as antibodies. Antibodies expressed by B cells are sometimes
referred to as a BCR (B cell receptor) or antigen receptor. The five members included in this

class of proteins are IgA, IgG, IgM, IgD, and IgE. IgA is the primary antibody that is present in
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body secretions, such as saliva, tears, breast milk, gastrointestinal secretions and mucus
secretions of the respiratory and genitourinary tracts. IgG is the most common circulating
antibody. IgM is the main immunoglobulin produced in the primary immune response in most
subjects. It is the most efficient immunoglobulin in agglutination, complement fixation, and
other antibody responses, and is important in defense against bacteria and viruses. IgD is an
immunoglobulin that has no known antibody function, but may serve as an antigen receptor. IgE
is an immunoglobulin that mediates immediate hypersensitivity by causing release of mediators

from mast cells and basophils upon exposure to allergen.

[0091] Isolated: As used herein, the term “isolated” refers to something altered or
removed from the natural state. For example, a nucleic acid or a peptide naturally present in a
living animal is not “isolated,” but the same nucleic acid or peptide partially or completely
separated from the coexisting materials of its natural state is “isolated.” An isolated nucleic acid
or protein can exist in substantially purified form, or can exist in a non-native environment such

as, for example, a host cell.

[0092] Modlified: As used herein, the term “modified” refers to a changed state or
structure of a molecule or cell of the invention. Molecules may be modified in many ways,
including chemically, structurally, and functionally. Cells may be modified through the

introduction of nucleic acids.

[0093] Modulating: As used herein the term “modulating,” refers to mediating a
detectable increase or decrease in the level of a response and/or a change in the nature of a
response in a subject compared with the level and/or nature of a response in the subject in the
absence of a treatment or compound, and/or compared with the level and/or nature of a response
in an otherwise identical but untreated subject. The term encompasses perturbing and/or
affecting a native signal or response thereby mediating a beneficial therapeutic response in a

subject, preferably, a human.

[0094] Nucleic acid: As used herein, the term “nucleic acid” refers to a polymer of at
least three nucleotides. In some embodiments, a nucleic acid comprises DNA. In some

embodiments, a nucleic acid comprises RNA. In some embodiments, a nucleic acid is single
stranded. In some embodiments, a nucleic acid is double stranded. In some embodiments, a

nucleic acid comprises both single and double stranded portions. In some embodiments, a
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nucleic acid comprises a backbone that comprises one or more phosphodiester linkages. In some
embodiments, a nucleic acid comprises a backbone that comprises both phosphodiester and non-
phosphodiester linkages. For example, in some embodiments, a nucleic acid may comprise a
backbone that comprises one or more phosphorothioate or 5'-N-phosphoramidite linkages and/or
one or more peptide bonds, e.g., as in a “peptide nucleic acid”. In some embodiments, a nucleic
acid comprises one or more, or all, natural residues (e.g., adenine, cytosine, deoxyadenosine,
deoxycytidine, deoxyguanosine, deoxythymidine, guanine, thymine, uracil). In some
embodiments, a nucleic acid comprises one or more, or all, non-natural residues. In some
embodiments, a non-natural residue comprises a nucleoside analog (e.g., 2-aminoadenosine, 2-
thiothymidine, inosine, pyrrolo-pyrimidine, 3 -methyl adenosine, 5-methylcytidine, C-5
propynyl-cytidine, C-5 propynyl-uridine, 2-aminoadenosine, C5-bromouridine, C5-fluorouridine,
C5-iodouridine, C5-propynyl-uridine, C5 -propynyl-cytidine, C5-methylcytidine, 2-
aminoadenosine, 7-deazaadenosine, 7-deazaguanosine, 8-oxoadenosine, 8-oxoguanosine, 0(6)-
methylguanine, 2-thiocytidine, methylated bases, intercalated bases, and combinations thereof).
In some embodiments, a non-natural residue comprises one or more modified sugars (e.g., 2'-
fluororibose, ribose, 2'-deoxyribose, arabinose, and hexose) as compared to those in natural
residues. In some embodiments, a nucleic acid has a nucleotide sequence that encodes a
functional gene product such as an RNA or polypeptide. In some embodiments, a nucleic acid
has a nucleotide sequence that comprises one or more introns. In some embodiments, a nucleic
acid may be prepared by isolation from a natural source, enzymatic synthesis (e.g., by
polymerization based on a complementary template, e.g., in vivo or in vitro, reproduction in a
recombinant cell or system, or chemical synthesis. In some embodiments, a nucleic acid is at
least 3,4, 5, 6,7, 8,9, 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95, 100,
110, 120, 130, 140, 150, 160, 170, 180, 190, 20, 225, 250, 275, 300, 325, 350, 375, 400, 425,
450, 475, 500, 600, 700, 800, 900, 1000, 1500, 2000, 2500, 3000, 3500, 4000, 4500, 5000 or

more residues long.

[0095] Operably linked: As used herein, the term “operably linked” refers to functional
linkage between, for example, a regulatory sequence and a heterologous nucleic acid sequence
resulting in expression of the latter. For example, a first nucleic acid sequence is operably linked
with a second nucleic acid sequence when the first nucleic acid sequence is placed in a functional

relationship with the second nucleic acid sequence. For instance, a promoter is operably linked
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to a coding sequence if the promoter affects the transcription or expression of the coding
sequence. Generally, operably linked DNA sequences are contiguous and, where necessary to

join two protein coding regions, in the same reading frame.

[0096] Overexpressed tumor antigen: As used herein, the term “overexpressed” tumor
antigen or “overexpression” of a tumor antigen refers to an abnormal level of expression of a
tumor antigen in a cell from a disease area like a solid tumor within a specific tissue or organ of
the patient relative to the level of expression in a normal cell from that tissue or organ. Patients
having solid tumors or a hematological malignancy characterized by overexpression of the tumor

antigen can be determined by standard assays known in the art.

[0097] Polynucleotide: As used herein, the term “polynucleotide” refers to a chain of
nucleotides. Furthermore, nucleic acids are polymers of nucleotides. Thus, nucleic acids and
polynucleotides as used herein are interchangeable. One skilled in the art has the general
knowledge that nucleic acids are polynucleotides, which can be hydrolyzed into the monomeric
“nucleotides.” The monomeric nucleotides can be hydrolyzed into nucleosides. As used herein
polynucleotides include, but are not limited to, all nucleic acid sequences which are obtained by
any means available in the art, including, without limitation, recombinant means, i.e., the cloning
of nucleic acid sequences from a recombinant library or a cell genome, using ordinary cloning

technology and PCR™, and the like, and by synthetic means.

[0098] Polypeptide: As used herein, the term “polypeptide” refers to any polymeric
chain of residues (e.g., amino acids) that are typically linked by peptide bonds. In some
embodiments, a polypeptide has an amino acid sequence that occurs in nature. In some
embodiments, a polypeptide has an amino acid sequence that does not occur in nature. In some
embodiments, a polypeptide has an amino acid sequence that is engineered in that it is designed
and/or produced through action of the hand of man. In some embodiments, a polypeptide may
comprise or consist of natural amino acids, non-natural amino acids, or both. In some
embodiments, a polypeptide may comprise or consist of only natural amino acids or only non-
natural amino acids. In some embodiments, a polypeptide may comprise D-amino acids, L-
amino acids, or both. In some embodiments, a polypeptide may comprise only D-amino acids.
In some embodiments, a polypeptide may comprise only L-amino acids. In some embodiments,

a polypeptide may include one or more pendant groups or other modifications, e.g., modifying or
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attached to one or more amino acid side chains, at the polypeptide’s N-terminus, at the
polypeptide’s C-terminus, or any combination thereof. In some embodiments, such pendant
groups or modifications may be selected from the group consisting of acetylation, amidation,
lipidation, methylation, pegylation, etc., including combinations thereof. In some embodiments,
a polypeptide may be cyclic, and/or may comprise a cyclic portion. In some embodiments, a
polypeptide is not cyclic and/or does not comprise any cyclic portion. In some embodiments, a
polypeptide is linear. In some embodiments, a polypeptide may be or comprise a stapled
polypeptide. In some embodiments, the term “polypeptide” may be appended to a name of a
reference polypeptide, activity, or structure; in such instances it is used herein to refer to
polypeptides that share the relevant activity or structure and thus can be considered to be
members of the same class or family of polypeptides. For each such class, the present
specification provides and/or those skilled in the art will be aware of exemplary polypeptides
within the class whose amino acid sequences and/or functions are known; in some embodiments,
such exemplary polypeptides are reference polypeptides for the polypeptide class or family. In
some embodiments, a member of a polypeptide class or family shows significant sequence
homology or identity with, shares a common sequence motif (e.g., a characteristic sequence
element) with, and/or shares a common activity (in some embodiments at a comparable level or
within a designated range) with a reference polypeptide of the class; in some embodiments with
all polypeptides within the class). For example, in some embodiments, a member polypeptide
shows an overall degree of sequence homology or identity with a reference polypeptide that is at
least about 30-40%, and is often greater than about 50%, 60%, 70%, 80%, 90%, 91%, 92%,
93%, 94%, 95%, 96%, 97%, 98%, 99% or more and/or includes at least one region (e.g., a
conserved region that may in some embodiments be or comprise a characteristic sequence
element) that shows very high sequence identity, often greater than 90% or even 95%, 96%,
97%, 98%, or 99%. Such a conserved region usually encompasses at least 3-4 and often up to 20
or more amino acids; in some embodiments, a conserved region encompasses at least one stretch
of atleast 2, 3,4,5,6,7,8,9, 10, 11, 12, 13, 14, 15 or more contiguous amino acids. In some
embodiments, a useful polypeptide may comprise or consist of a fragment of a parent
polypeptide. In some embodiments, a useful polypeptide as may comprise or consist of a
plurality of fragments, each of which is found in the same parent polypeptide in a different

spatial arrangement relative to one another than is found in the polypeptide of interest (e.g.,
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fragments that are directly linked in the parent may be spatially separated in the polypeptide of
interest or vice versa, and/or fragments may be present in a different order in the polypeptide of
interest than in the parent), so that the polypeptide of interest is a derivative of its parent

polypeptide.

[0099] Protein: As used herein, the term “protein” refers to a polypeptide (i.e., a string of
at least two amino acids linked to one another by peptide bonds). Proteins may include moieties
other than amino acids (e.g., may be glycoproteins, proteoglycans, etc.) and/or may be otherwise
processed or modified. Those of ordinary skill in the art will appreciate that a “protein” can be a
complete polypeptide chain as produced by a cell (with or without a signal sequence), or can be a
characteristic portion thereof. Those of ordinary skill will appreciate that a protein can
sometimes include more than one polypeptide chain, for example linked by one or more disulfide
bonds or associated by other means. Polypeptides may contain L-amino acids, D-amino acids, or
both and may contain any of a variety of amino acid modifications or analogs known in the art.
Useful modifications include, e.g., terminal acetylation, amidation, methylation, etc. In some
embodiments, proteins may comprise natural amino acids, non-natural amino acids, synthetic
amino acids, and combinations thereof. The term “peptide” is generally used to refer to a
polypeptide having a length of less than about 100 amino acids, less than about 50 amino acids,
less than 20 amino acids, or less than 10 amino acids. In some embodiments, proteins are
antibodies, antibody fragments, biologically active portions thereof, and/or characteristic

portions thereof.

[0100] Signal transduction pathway: As used herein, the term “signal transduction
pathway” refers to the biochemical relationship between a variety of signal transduction
molecules that play a role in the transmission of a signal from one portion of a cell to another
portion of a cell. The phrase “cell surface receptor” includes molecules and complexes of
molecules capable of receiving a signal and transmitting signal across the plasma membrane of a

cell.

[0101] Single chain antibodies: As used herein, the term “single chain antibodies™ refers
to antibodies formed by recombinant DNA techniques in which immunoglobulin heavy and light
chain fragments are linked to the Fv region via an engineered span of amino acids. Various

methods of generating single chain antibodies are known, including those described in U.S. Pat.
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No. 4,694,778, Bird (1988) Science 242:423-442; Huston et al. (1988) Proc. Natl. Acad. Sci.
USA 85:5879-5883; Ward et al. (1989) Nature 334:54454; Skerra et al. (1988) Science
242:1038-1041.

[0102] Specifically binds: As used herein, the term “specifically binds,” with respect to
an antigen binding domain, such as an antibody agent, refers to an antigen binding domain or
antibody agent which recognizes a specific antigen, but does not substantially recognize or bind
other molecules in a sample. For example, an antigen binding domain or antibody agent that
specifically binds to an antigen from one species may also bind to that antigen from one or more
species. But, such cross-species reactivity does not itself alter the classification of an antigen
binding domain or antibody agent as specific. In another example, an antigen binding domain or
antibody agent that specifically binds to an antigen may also bind to different allelic forms of the
antigen. However, such cross reactivity does not itself alter the classification of an antigen
binding domain or antibody agent as specific. In some instances, the terms “specific binding” or
“specifically binding,” can be used in reference to the interaction of an antigen binding domain
or antibody agent, a protein, or a peptide with a second chemical species, to mean that the
interaction is dependent upon the presence of a particular structure (e.g., an antigenic
determinant or epitope) on the chemical species; for example, an antigen binding domain or
antibody agent recognizes and binds to a specific protein structure rather than to proteins
generally. If an antigen binding domain or antibody agent is specific for epitope “A”, the
presence of a molecule containing epitope A (or free, unlabeled A), in a reaction containing
labeled “A” and the antigen binding domain or antibody agent, will reduce the amount of labeled

A bound to the antibody.

[0103] Stimulation: As used herein, the term “stimulation,” refers to a primary response
induced by binding of a stimulatory molecule (e.g., an FcR complex, a TLR complex, or a
TCR/CD3 complex), for example, with its cognate ligand thereby mediating a signal
transduction event, such as, but not limited to, signal transduction via Fc¢ receptor machinery or
via a synthetic CAR. Stimulation can mediate altered expression of certain molecules, such as
downregulation of TGF-beta, and/or reorganization of cytoskeletal structures, and the like. As
used herein, the term “stimulatory molecule,” refers to a molecule of a monocyte, macrophage,

or dendritic cell that specifically binds with a cognate stimulatory ligand present on an antigen
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presenting cell. In some embodiments, a stimulatory molecule comprises an FcR extracellular
domain comprising a CD64 (FcyRI), CD32a (FcyRIla), CD32b (FcyRIIb), CD32¢, CD16a
(FeyRlIIIa), CD16b (FeyRIIb), FeeRlI, FeeRII, FcaRI (CD89) or CD40 domain. In some
embodiments, a stimulatory molecule comprises a TLR extracellular domain comprising a
TLR1, TLR2, TLR3, TLR4, TLRS, TLR6, TLR7, TLRS, or TLRO domain. As used herein, the
term “stimulatory ligand,” refers to a ligand that when present on an antigen presenting cell (e.g.,
an aAPC, a macrophage, a dendritic cell, a B-cell, and the like) or tumor cell can specifically
bind with a cognate binding partner (referred to herein as a “stimulatory molecule”) on a
monocyte, macrophage, or dendritic cell thereby mediating a response by the immune cell,
including, but not limited to, activation, initiation of an immune response, proliferation, and the
like. Stimulatory ligands are well-known in the art and encompass, infer alia, Toll-like receptor
(TLR) ligand, an anti-toll-like receptor antibody, an agonist, and an antibody for a
monocyte/macrophage receptor. In addition, cytokines, such as interferon-gamma, are potent

stimulants of macrophages.

[0104] Subject: As used herein, the term “subject” refers to an organism, for example, a
mammal (e.g., a human, a non-human mammal, a non-human primate, a primate, a laboratory
animal, a mouse, a rat, a hamster, a gerbil, a cat, or a dog). In some embodiments a human
subject is an adult, adolescent, or pediatric subject. In some embodiments, a subject is suffering
from a disease, disorder or condition, e.g., a disease, disorder, or condition that can be treated as
provided herein, e.g., a cancer or a tumor listed herein. In some embodiments, a subject is
susceptible to a disease, disorder, or condition; in some embodiments, a susceptible subject is
predisposed to and/or shows an increased risk (as compared to the average risk observed in a
reference subject or population) of developing the disease, disorder, or condition. In some
embodiments, a subject displays one or more symptoms of a disease, disorder, or condition. In
some embodiments, a subject does not display a particular symptom (e.g., clinical manifestation
of disease) or characteristic of a disease, disorder, or condition. In some embodiments, a subject
does not display any symptom or characteristic of a disease, disorder, or condition. In some
embodiments, a subject is a patient. In some embodiments, a subject is an individual to whom

diagnosis and/or therapy is and/or has been administered.
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[0105] Substantially purified: As used herein, the term “substantially purified”, for
example as applied to a cell, refers to a cell that is essentially free of other cell types. A
substantially purified cell also refers to a cell which has been separated from other cell types with
which it is normally associated in its naturally occurring state. In some instances, a population of
substantially purified cells refers to a homogenous population of cells. In other instances, this
term refers simply to cell that have been separated from the cells with which they are naturally
associated in their natural state. In some embodiments, the cells are cultured in vitro. In other

embodiments, the cells are not cultured in vitro.

[0106] Target: Asused herein, the term “target” refers to a cell, tissue, organ, or site
within the body that is the subject of provided methods, systems, and /or compositions, for
example, a cell, tissue, organ or site within a body that is in need of treatment or is preferentially

bound by, for example, an antibody (or fragment thereof) or a CAR.

[0107] Target site: As used herein, the term “target site” or “target sequence” refers to a
genomic nucleic acid sequence that defines a portion of a nucleic acid to which a binding

molecule may specifically bind under conditions sufficient for binding to occur.

[0108] T cell receptor: As used herein, the term “T cell receptor” or “TCR” refers to a
complex of membrane proteins that participate in the activation of T cells in response to the
presentation of antigen. A TCR is responsible for recognizing antigens bound to major
histocompatibility complex molecules. A TCR comprises a heterodimer of an alpha (2} and beta
(B} chain, although in some cells the TCR comprises gamma and delia (v/6) chains. TCRs may
exist in alpha/beta and gamma/delta forms, which are structurally similar but have distinct
anatomical locations and functions. Each chain comprises two extracellular domains, a variable
and constant domain. In some embodiments, a TCR may be modified on any cell comprising a
TCR, including, for example, a helper T cell, a cytotoxac T cell, a memory T cell, regulatory T

cell, natural kilier T cell, and gamma delta T cell.

[0109] Therapeutic: As used herein, the term “therapeutic” refers to a treatment and/or
prophylaxis. A therapeutic effect is obtained by suppression, remission, or eradication of a

disease state.

[0110] Transfected: As used herein, the term “transfected” or “transformed” or

“transduced” refers to a process by which exogenous nucleic acid is transferred or introduced
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into the host cell. A “transfected” or “transformed” or “transduced” cell is one which has been
transfected, transformed or transduced with exogenous nucleic acid. The cell includes the

primary subject cell and its progeny.

[0111] Treat: As used herein, the term “treat,” “treatment,” or “treating” refers to partial
or complete alleviation, amelioration, delay of onset of, inhibition, prevention, relief, and/or
reduction in incidence and/or severity of one or more symptoms or features of a disease,
disorder, and/or condition. In some embodiments, treatment may be administered to a subject
who does not exhibit signs or features of a disease, disorder, and/or condition (e.g., may be
prophylactic). In some embodiments, treatment may be administered to a subject who exhibits
only early or mild signs or features of the disease, disorder, and/or condition, for example for the
purpose of decreasing the risk of developing pathology associated with the disease, disorder,
and/or condition. In some embodiments, treatment may be administered to a subject who
exhibits established, severe, and/or late-stage signs of the disease, disorder, or condition. In
some embodiments, treating may comprise administering to an immune cell (e.g., a monocyte,
macrophage, or dendritic cell) or contacting an immune cell with a modulator of a pathway

activated by in vitro transcribed mRNA.

[0112] Tumor: As used herein, the term “tumor” refers to an abnormal growth of cells or
tissue. In some embodiments, a tumor may comprise cells that are precancerous (e.g., benign),
malignant, pre-metastatic, metastatic, and/or non-metastatic. In some embodiments, a tumor is
associated with, or is a manifestation of, a cancer. In some embodiments, a tumor may be a

disperse tumor or a liquid tumor. In some embodiments, a tumor may be a solid tumor.

[0113] Vector: As used herein, the term “vector” refers to a composition of matter that
comprises an isolated nucleic acid and which can be used to deliver the isolated nucleic acid to
the interior of a cell. Numerous vectors are known in the art including, but not limited to, linear
polynucleotides, polynucleotides associated with ionic or amphiphilic compounds, plasmids, and
viruses. Thus, the term “vector” includes an autonomously replicating plasmid or a virus. The
term should also be construed to include non-plasmid and non-viral compounds which facilitate
transfer of nucleic acid into cells, such as, for example, polylysine compounds, liposomes, and
the like. Examples of viral vectors include, but are not limited to, adenoviral vectors, adeno-

associated virus vectors, retroviral vectors, lentiviral vectors, and the like.
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[0114] Throughout this disclosure, various aspects of the invention can be presented in a
range format. It should be understood that the description in range format is merely for
convenience and brevity and should not be construed as an inflexible limitation on the scope of
the invention. Accordingly, the description of a range should be considered to have specifically
disclosed all the possible subranges as well as individual numerical values within that range. For
example, description of a range such as from 1 to 6 should be considered to have specifically
disclosed subranges such as from 1 to 3, from 1 to 4, from 1 to 5, from 2 to 4, from 2 to 6, from 3
to 6 etc., as well as individual numbers within that range, for example, 1,2,2.7, 3, 4, 5, 5.3, and

6. This applies regardless of the breadth of the range.

DETAILED DESCIPTION

[0115] Macrophages are powerful modulators of the immune response and can generally
adopt either a pro-inflammatory (M1) or an anti-inflammatory (M2) phenotype. A precise
balance of M1/M2 macrophages is important in the body’s response to disease and injury, and
various diseases include dysregulated M1/M2 phenotypes. For example, macrophages in the
tumor microenvironment (TME) are often biased toward an M2 phenotype that safeguards the
tumor, while M1 macrophages in atherosclerotic tissue typically promote plaque progression.
Methods that allow external control over macrophage phenotype are thus promising therapeutic
strategies, whether by repolarizing existing macrophages or by delivering macrophages of a
desired phenotype (e.g. the delivery of M1 macrophages to the TME or M2 macrophages to

atherosclerotic tissue).

[0116] Natural systems use cytokines as potent regulators of M1/M2 phenotype, and thus
manipulated cytokine signaling networks represent an appealing system for engineering
macrophages. However, cytokines have pleiotropic effects on various immune cells, creating the
challenges of avoiding off-target signaling and exclusively activating macrophages of interest.
Furthermore, uncontrolled cytokine expression can lead to cytokine release syndrome and other
adverse side effects. In order to control an immune cell (e.g., macrophage, monocyte, or
dendritic cell) phenotype by harnessing endogenous cytokine signaling pathways, an ideal

technology would (i) specify a desired M1/M2 phenotype, (ii) maintain this phenotype in a
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disease microenvironment, and (iii) have minimal cytotoxic off-target effects. The present

disclosure provides, inter alia, such technology.

Immune Cells

[0117] The present disclosure, among other things, provides modified immune cells (e.g.,
stem cells, macrophages, monocytes, or dendritic cells) comprising an exogenous cytokine as
described herein and a chimeric antigen receptor (CAR) as described herein. Accordingly, in
some embodiments, at least one CAR comprises: (a) an extracellular domain (e.g., an
extracellular domain as described herein), (b) a transmembrane domain (e.g., a transmembrane
domain as described herein), and (¢) an intracellular domain (e.g., an intracellular domain as

described herein).

[0118] The present disclosure, among other things, also provides modified immune cells
(e.g., stem cells, macrophages, monocytes, or dendritic cells) comprising at least one fusion
protein as described herein. Accordingly, in some embodiments, an immune cell comprising
fusion protein comprises: a cytokine ((e.g., a cytokine as described herein), a linker (e.g., a linker
as described herein), and a cytokine receptor (e.g., a cytokine receptor as described herein),
wherein the cytokine binds the cytokine receptor (see Figures 3A and 4A). In some
embodiments, an immune cell further comprises at least one chimeric antigen receptor (CAR)
(see Figures 3B and 4B). Accordingly, in some embodiments, at least one CAR comprises: (a)
an extracellular domain (e.g., an extracellular domain as described herein), (b) a transmembrane
domain (e.g., a transmembrane domain as described herein), and (¢) an intracellular domain (e.g.,

an intracellular domain as described herein).

[0119] In some embodiments, a population of immune cells as described herein
comprises stem cells, monocytes, macrophages, dendritic cells, and/or precursors thereof. In
some embodiments, a population of immune cells comprises a substantially purified population

of stem cells, monocytes, macrophages, or dendritic cells, or a cell line.

[0120] In some embodiments, an immune cell is activated, e.g., an immune cell exhibits
increased cytokine production, chemokine production, phagocytosis, cell signaling, target cell

killing, and/or antigen presentation, e.g., relative to an inactive cell. In some embodiments, an
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activated immune cell exhibits changes in gene expression, e.g., an induction of pro-
inflammatory gene expression (e.g., one, two, three, four, five, six, or seven of TNF, IL-12, IFN,
GM-CSF, G-CSF, M-CSF, or IL-1), e.g, relative to an inactive cell. In some embodiments, an
activated immune cell exhibits changes in gene expression, e.g., an induction of anti-
inflammatory gene expression, e.g., relative to an inactive cell. In certain embodiments,
activated immune cells are undergoing cell division. In some embodiments, targeted effector
activity of an immune cell is enhanced by inhibition of CD47 and/or SIRPa activity. CD47
and/or SIRPq activity may be inhibited by treating an immune cell with an anti-CD47 or anti-

SIRPa antibody or by any method known to those skilled in the art.

[0121] In some embodiments, immune cells (e.g., stem cells, macrophages, monocytes,
or dendritic cells) are obtained (e.g., isolated) from a subject. Immune cells may be autologous
or sourced from allogeneic or universal donors. Cells can be obtained from a number of sources
including peripheral blood mononuclear cells, bone marrow, lymph node tissue, spleen tissue,
umbilical cord, tumors, and/or induced pluripotent stem cells, such as embryonic stem cells
(ESCs). In certain embodiments, cells can be obtained from a unit of blood collected from a
subject using any number of separation techniques known to a skilled artisan, such as Ficoll
separation. In some embodiments, cells from circulating blood of a subject are obtained by
apheresis or leukapheresis. Cells collected by apheresis may be washed to remove a plasma
fraction and resuspended in a variety of buffers (e.g., phosphate buffered saline (PBS)) or culture
media). In some embodiments, enrichment of immune cells (e.g. monocytes) comprises plastic
adherence. In some embodiments, following enrichment, differentiation of immune cells (e.g.
monocytes) comprises stimulation with GM-CSF. In some embodiments, a composition
comprising blood cells (e.g., monocytes, lymphocytes, platelets, plasma, and/or red blood cells),
such as a leukapheresis composition (e.g., a leukopak) is used for enrichment. In some
embodiments, a leukapheresis composition (e.g., a leukopak) comprises a sample from a healthy
human donor. In certain embodiments, apheresis of immune cells (e.g. monocytes) is followed
by mobilization with GM-CSF. In certain embodiments, selection of immune cells (e.g.,
monocytes) comprises CD14 positive selection using microbeads (e.g., MACS® MicroBeads on
a CliniMACS Prodigy device). In some embodiments, an immune cell precursor (e.g.,
precursors to macrophages, monocytes, or dendritic cells including, but not limited to induced

pluripotent stem cells, or iPSCs) is used in compositions and methods described herein. Immune
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cell precursors may be differentiated in vivo or ex vivo into immune cells. Non-limiting
examples of precursor immune cells include hematopoietic stem cells, common myeloid
progenitors, myeloblasts, monoblasts, promonocytes, or intermediates thereof. For example,
induced pluripotent stem cells may be used to generate monocytes, macrophages, and/or
dendritic cells. Induced pluripotent stem cells (iPSCs) may be derived from normal human
tissue, such as peripheral blood, fibroblasts, skin, keratinocytes, or renal epithelial cells.
Autologous, allogeneic, or universal donor iPSCs could be differentiated toward a myeloid

lineage (e.g., a monocyte, macrophage, dendritic cell, or precursor thereof).

[0122] Immune cells (e.g., stem cells, macrophages, monocytes, or dendritic cells) as
described herein can be isolated from peripheral blood, for example, by lysing red blood cells
and depleting lymphocytes and red blood cells, such as by centrifugation through a PERCOLL™
gradient. Alternatively, immune cells can be isolated from umbilical cord tissue. A specific
subpopulation of immune cells can be further isolated by positive or negative selection
techniques. In some embodiments, immune cells can be depleted of cells expressing certain
antigens, including, but not limited to, CD34, CD3, CD4, CD8, CD56, CD66b, CD19, or CD20.
In some embodiments, enrichment of an immune cell population, for example, by negative
selection can be accomplished using a combination of antibodies directed to surface markers
unique to the negatively selected cells. By way of non-limiting example, cell selection can also
comprise negative magnetic immunoadherence or flow cytometry that uses a cocktail of

monoclonal antibodies directed to cell surface markers present on negatively selected cells.

[0123] During isolation of a desired population of immune cells (e.g., stem cells,
macrophages, monocytes, or dendritic cells) as described herein by positive or negative
selection, immune cell concentration and surface (e.g., particles, such as beads) can be varied. It
may be desirable to significantly decrease volume in which beads and cells are mixed together to

ensure maximum contact area of cells and beads.

[0124] In some embodiments, prior to administration, immune cells (e.g., stem cells,
macrophages, monocytes, or dendritic cells) as described herein (e.g., comprising an exogenous
cytokine described herein or a fusion protein described herein) are treated with a pro-
inflammatory agent. In some embodiments, treatment with a pro-inflammatory agent increases

anti-tumor activity of immune cells described herein. In some embodiments, treatment with a

35



WO 2022/169870 PCT/US2022/014936

pro-inflammatory agent promotes a pro-inflammatory (i.e., M1) phenotype (e.g., a switch from
an anti-inflammatory (M2) to a pro-inflammatory (M1) phenotype) in immune cells described

herein. In some embodiments, a pro-inflammatory agent comprises or is a CD40 agonist (e.g.,
CD40L). In some embodiments, a pro-inflammatory agent comprises or is a 41BB-ligand

agonist (e.g., 4-1BB).

[0125] In some embodiments, prior to administration, immune cells (e.g., stem cells,
macrophages, monocytes, or dendritic cells) as described herein (e.g., comprising an exogenous
cytokine described herein or a fusion protein described herein) are treated with an anti-
inflammatory agent. In some embodiments, treatment with an anti-inflammatory agent increases
anti-inflammatory activity of immune cells described herein. In some embodiments, treatment
with an anti-inflammatory agent promotes an anti-inflammatory (i.e., M2) phenotype (e.g., a
switch from a pro-inflammatory (M1) to an anti-inflammatory (M2) phenotype) in immune cells
described herein. In some embodiments, an anti-inflammatory agent comprises or is an IL-10

agonist. In some embodiments, an anti-inflammatory agent comprises or is a TGF[} agonist.

[0126] In some embodiments, immune cells (e.g., stem cells, macrophages, monocytes,
or dendritic cells) as described herein (e.g., comprising an exogenous cytokine described herein
or a fusion protein described herein) are administered to a subject in combination with a pro-
inflammatory agent. In some embodiments, immune cells (e.g., stem cells, macrophages,
monocytes, or dendritic cells) as described herein (e.g., comprising an exogenous cytokine
described herein or a fusion protein described herein) are administered to a subject substantially
simultaneously, before, or after a pro-inflammatory agent. In some embodiments, administration
with a pro-inflammatory agent increases anti-tumor activity of immune cells described herein. In
some embodiments, administration with a pro-inflammatory agent promotes a pro-inflammatory
(i.e., M1) phenotype (e.g., a switch from an anti-inflammatory (M2) to pro-inflammatory (M1)
phenotype) in immune cells described herein. In some embodiments, a pro-inflammatory agent
comprises or is a CD40 agonist (e.g., CD40L). In some embodiments, a pro-inflammatory agent

comprises or is a 41BB-ligand agonists (e.g., 4-1BB).
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Macrophages

[0127] Macrophages are immune cells specialized for detection, phagocytosis, and
destruction of target cells, such as pathogens or tumor cells. Macrophages are potent effectors of
the innate immune system and are capable of at least three distinct anti-tumor functions: 1)
phagocytosis of dead and dying cells, microorganisms, cancer cells, cellular debris, or other
foreign substances; 2) cytotoxicity against tumor cells; and 3) presentation of tumor antigens to

orchestrate an adaptive anti-tumor immune response.

[0128] Accumulating evidence suggests that macrophages are abundant in the tumor
microenvironment of numerous cancers and can adopt a number of phenotypes that are
collectively referred to as tumor-associated macrophages (TAMs). The immunosuppressive
nature of the tumor microenvironment typically results in more M2-like TAMs, which further
contribute to the general suppression of anti-tumor immune responses. Recent studies, however,
have identified that TAMs are able to be “reprogrammed” via pro-inflammatory signals, and that
the switch from a M2 phenotype to a more M1 phenotype is associated with productive anti-
tumor immune responses. Inducing endogenous TAMs to switch to M1-type cells and
engineering macrophages that cannot be subverted into M2 would greatly enhance anti-tumor

immunotherapy and represent a significant advance in the field.

[0129] In some embodiments, a macrophage comprises or is an undifferentiated or MO
macrophage. In certain embodiments, a macrophage comprises or expresses one, two, three,
four, five, or six of CD14, CD16, CD64, CD68, CD71, or CCRS. Exposure to various stimuli
can induce MO macrophages to polarize into several distinct populations, which may be

identified by macrophage phenotype markers, cytokine production, and/or chemokine secretion.

[0130] In some embodiments, a macrophage comprises or is a polarized macrophage.
Under classical conditions of activation, MO macrophages can be exposed to pro-inflammatory
signals, such as LPS, IFNy, and GM-CSF, and polarize into pro-inflammatory (i.e., M1)
macrophages. Generally, pro-inflammatory (M1) macrophages are associated with pro-
inflammatory immune responses, such as Th1 and Th17 T cell responses. Exposure to other
stimuli can polarize macrophages into a diverse group of “alternatively activated” or anti-

inflammatory (i.e., M2) macrophages.
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[0131] In some embodiments, a macrophage comprises or is a pro-inflammatory (M1)
macrophage. In some embodiments, a macrophage expresses one or more markers of pro-
inflammatory (M1) macrophages (e.g., 1,2,3,4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, or 18
of CD86, CD80, MHC II, IL-1R, TLR2, TLR4, iNOS, SOCS3, CD83, PD-L1, CD69, MHC I,
CD64, CD32, CD16, IL1R, a IFIT family member, or an ISG family member).

[0132] In some embodiments, a macrophage comprising or expressing at least one
exogenous cytokine described herein or at least one fusion protein described herein secretes
relatively high levels of one or more inflammatory cytokines (e.g., 1,2, 3,4, 5,6, 7,8, 9, 10, 11,
or 12 of IL-1, TNF, IL-12, IL-18, IL-23, IFNa, IFN, IFNy, IL-2, IL-6, IL-8, or IL33) or
chemokines (e.g., one or both of CC or CXC chemokines) (e.g., 1,2,3,4,5,6,7,8,9,10, 11,
12,13, 14, 15, or 16 of the CXC chemokines; e.g., 1,2,3,4,5,6,7,8,9, 10, 11, 12, 13, 14, 15,
16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, or 28 of the CC chemokines; eg., one of the CX3C
chemokines, e.g., one or both of the C chemokines), e.g., relative to a macrophage without an
exogenous cytokine as described herein or a fusion protein as described herein. In some
embodiments, a macrophage comprising or expressing at least one exogenous cytokine described
herein or at least one fusion protein described herein stimulates an immune response and/or
inflammation, e.g., relative to a macrophage without an exogenous cytokine as described herein

or a fusion protein as described herein.

[0133] In some embodiments, a macrophage comprises or is an anti-inflammatory (M2)
macrophage (e.g., an M2a, M2b, M2c, and M2d macrophage). An M2a macrophage can be
induced by IL-4, IL-13, and/or fungal infection. An M2b macrophage can be induced by IL-1R
ligands, an immune complex, and/or LPS. An M2c¢ macrophage can be induced by IL-10 and/or
TGFB. An M2d macrophage can be induced by IL-6 and/or adenosine. In some embodiments, a
macrophage comprising or expressing at least one exogenous cytokine described herein or at
least one fusion protein described herein decreases an immune response in a subject, e.g., relative
to a macrophage without an exogenous cytokine described herein or a fusion protein as described
herein. In some embodiments, a macrophage expresses one or more markers of anti-
inflammatory (M2) macrophages (e.g., one, two, or three of CD206, CD163, or CD209). In
some embodiments, a macrophage comprising or expressing at least one exogenous cytokine

described herein or at least one fusion protein described herein exhibits increased secretion of
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one or more anti-inflammatory cytokines (e.g., one or both of IL-10 or TGFp), e.g., relative to a
macrophage without an exogenous cytokine described as herein or a fusion protein as described

herein.

[0134] In some embodiments, a macrophage comprises at least one upregulated pro-
inflammatory (M1) marker and/or at least one downregulated anti-inflammatory (M2) marker as
compared to a control macrophage that does not comprise an exogenous cytokine as provided
herein or a fusion protein as provided herein and/or the same macrophage before delivery of an
exogenous cytokine described herein or a fusion protein as described herein. In some
embodiments, at least one pro-inflammatory (M1) marker (e.g., HLA DR, CD86, CD80, PD-L1,
CD83, CD69, MHC I, CD64, CD32, CD16, IL1R, an IFIT family member, and/or an ISG family
member) is upregulated in a macrophage. In some embodiments, at least one anti-inflammatory

(M2) marker (e.g., CD206, CD163, and/or CD209) is downregulated in a macrophage.

[0135] In some embodiments, a macrophage comprising or expressing at least one
exogenous cytokine described herein or at least one fusion protein described herein exhibits
increased phagocytosis, e.g., relative to a macrophage without an exogenous cytokine as
described herein or a fusion protein as described herein. In some embodiments, a macrophage
comprising or expressing at least one exogenous cytokine described herein or at least one fusion
protein described herein exhibits increased cytotoxicity against a tumor cell, e.g., relative to a
macrophage without an exogenous cytokine as described herein or a fusion protein as described
herein. In some embodiments, a macrophage comprising or expressing at least one exogenous
cytokine described herein or at least one fusion protein described herein exhibits increased tumor
antigen presentation (e.g., post-phagocytosis presentation) and/or increased antigen processing,
e.g., relative to a macrophage without an exogenous cytokine as described herein or a fusion
protein as described herein. In some embodiments, a macrophage comprising or expressing at
least one exogenous cytokine described herein or at least one fusion protein described herein
exhibits increased tumor killing (e.g., by phagocytosis, lysis, apoptosis, or production of tumor
killing cytokines (e.g., TNFa), e.g., relative to a macrophage without an exogenous cytokine as

described herein or a fusion protein as described herein.

[0136] In some embodiments, a macrophage comprising or expressing at least one

exogenous cytokine described herein or at least one fusion protein described herein exhibits one
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or both of increased expression of one or more genes typically associated with increased effector
function (e.g., phagocytosis, targeted cellular cytotoxicity, antigen presentation, or cytokine
secretion) (e.g., CD80, CD86, MHC-I, MHC-II, CD40, 41BBL, TNF, IFN-o, IFN-B, IFN-y, IL2,
IL12, IL6, IL8, IL1b, and/or CXCL12) or decreased expression of one or more genes typically
associated with decreased effector function (e.g., phagocytosis, targeted cellular cytotoxicity,
antigen presentation, or cytokine secretion) (e.g., CD163, CD206, TGFp, IL-10, and/or IL4),
e.g., relative to a macrophage without an exogenous cytokine as described herein or a fusion
protein as described herein. In some embodiments, a macrophage comprising or expressing at
least one exogenous cytokine described herein or at least one fusion protein described herein
exhibits increased production of ROS, e.g., relative to a macrophage without an exogenous
cytokine as described herein or a fusion protein as described herein. In some embodiments, a
macrophage comprising or expressing at least one exogenous cytokine described herein or at
least one fusion protein described herein exhibits metabolic reprogramming (e.g., of an
interferon signaling pathway, TH1 pathway, PTEN signaling, PI3K signaling, MTOR signaling,
TLR signaling, CD40 signaling, 41BB signaling, 41BBL signaling, macrophage maturation
signaling, dendritic cell maturation signaling, CD3-zeta signaling, FcR y signaling, CD64
signaling, CD32a signaling, CD32c signaling, CD16a signaling, TLR1 signaling, TLR2
signaling, TLR3 signaling, TLR4 signaling, TLRS signaling, TLR6 signaling, TLR7 signaling,
TLR8 signaling, TLRY signaling, ALK signaling, AXL signaling, DDR2 signaling, EGFR
signaling, EphA1 signaling, INSR signaling, cMET signaling, MUSK signaling, PDGFR
signaling, PTK7 signaling, RET signaling, ROR1 signaling, ROS1 signaling, RYK signaling,
TIE2 signaling, TRK signaling, VEGFR signaling, CD40 signaling, CD19 signaling, CD20
signaling, 41BB signaling, CD28 signaling, OX40 signaling, GITR signaling, TREM-1
signaling, TREM-2 signaling, DAP12 signaling, MR signaling, ICOS signaling, MyD88
signaling, V/I/LxYxxL/V signaling, SIRPa signaling, CD45 signaling, Siglec-10 signaling, PD1
signaling, SHP-1 signaling, SHP-2 signaling, KIR-2DL signaling, KIR-3DL signaling, NKG2A
signaling, CD170 signaling, CD33 signaling, BTLA signaling, CD32b signaling, SIRPJ
signaling, CD22 signaling, PIR-B signaling, and/or LILRBI1 signaling), e.g., relative to a
macrophage without an exogenous cytokine as described herein or a fusion protein as described
herein. In some embodiments, a macrophage comprising or expressing at least one exogenous

cytokine described herein or at least one fusion protein described herein exhibits induction of cell
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survival mechanisms, e.g., relative to a macrophage without an exogenous cytokine described
herein or a fusion protein as described herein. In some embodiments, a macrophage comprising
or expressing at least one exogenous cytokine described herein or at least one fusion protein
described herein exhibits induction of cell death mechanisms, e.g., relative to a macrophage
without an exogenous cytokine as described herein or a fusion protein as described herein. In
some embodiments, a macrophage comprising or expressing at least one exogenous cytokine
described herein or at least one fusion protein described herein exhibits one, two, three, four, or
five of increased resistance to phagocytic checkpoints, increased expression of chemokine
receptors to aid in trafficking, increased expression of chemokines to recruit other immune cells,
increased expression of ECM degrading enzymes (e.g., MMPs to degrade tumor ECM and/or
exhibit anti fibrotic activity), and/or increased proliferation, e.g., relative to a macrophage
without an exogenous cytokine as described herein or a fusion protein as described herein. In
some embodiments, a macrophage comprising or expressing at least one exogenous cytokine
described herein and at least one CAR as described herein exhibits one, two, three, or four of
improved duration of exogenous cytokine expression, improved stability of the CAR on the cell
surface, increased level of exogenous cytokine expression, and/or decreased background activity
of the exogenous cytokine, e.g., relative to a macrophage without an exogenous cytokine as
described herein. In some embodiments, a macrophage comprising or expressing at least one
fusion protein described herein exhibits one, two, three, or four of improved duration of fusion
protein expression, improved stability of the fusion protein on the cell surface, increased level of
fusion protein expression, and/or decreased background activity of the fusion protein, e.g.,

relative to a macrophage without a fusion protein as described herein.

[0137] In some embodiments, a macrophage comprising or expressing at least one
exogenous cytokine described herein or at least one fusion protein described herein decreases
one or more signs and/or symptoms of an infection (e.g., of an infectious agent) in a subject, e.g.,
relative to a macrophage without an exogenous cytokine as described herein or a fusion protein
as described herein. In some embodiments, an infectious agent comprises or is a virus, a
protozoa (e.g., trypanosome, malaria, or toxoplasma), a bacteria (e.g., mycobacterium,
salmonella, or listeria), a fungi (e.g., Candida), or a combination thereof. In some embodiments,
a virus comprises hepatitis virus (e.g., hepatitis A, hepatitis B, hepatitis C, or hepatitis E),

retrovirus, human immunodeficiency virus (e.g., HIV1 or HIV2), T cell leukemia virus, a
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Lymphotropic virus (e.g., HTLV1 or HTLV2), herpes simplex virus (e.g., herpes simplex virus
type 1 or type 2), Epstein-Barr virus, cytomegalovirus, varicella-zoster virus, poliovirus, measles
virus, Rubella virus, Japanese encephalitis virus, mumps virus, influenza virus, adenovirus,
enterovirus, thinovirus, coronavirus (e.g., severe acute respiratory syndrome (SARS) virus,
Middle East respiratory syndrome (MERS) virus, or severe acute respiratory syndrome

coronavirus 2 (SARS-CoV?2)), Ebola virus, West Nile virus, or a variant or combination thereof.

[0138] In some embodiments, a macrophage comprising or expressing at least one
exogenous cytokine described herein or at least one fusion protein described herein decreases
formation and/or degrades existing aggregates via phagocytosis of at least one protein aggregate
in a subject (e.g., a subject having a neurodegenerative disease, an inflammatory disease, a
cardiovascular disease, a fibrotic disease, amyloidosis, or a combination thereof), e.g., relative to
a macrophage without an exogenous cytokine as described herein or a fusion protein as described
herein. In some embodiments, a neurodegenerative disease is selected from the group consisting
of tauopathy, a-synucleopathy, presenile dementia, senile dementia, Alzheimer's disease,
progressive supranuclear palsy (PSP), Pick's disease, primary progressive aphasia,
frontotemporal dementia, corticobasal dementia, Parkinson's disease, dementia with Lewy
bodies, Down's syndrome, multiple system atrophy, amyotrophic lateral sclerosis (ALS),
Hallervorden-Spatz syndrome, polyglutamine disease, trinucleotide repeat disease, and prion
disease. In some embodiments, an inflammatory disease is selected from the group consisting of
systemic lupus erythematosus, vasculitis, theumatoid arthritis, periodontitis, ulcerative colitis,
sinusitis, asthma, tuberculosis, Crohn’s disease, chronic infection, hereditary periodic fever, a
malignancy, systemic vasculitides, cystic fibrosis, bronchiectasis, epidermolysis bullosa, cyclic
neutropenia, an immunodeficiency, Muckle-Wells (MWYS) disease, and Familiar Mediterranean
Fever (FMF). In some embodiments, amyloidosis is selected from the group consisting of
Primary Amyloidosis (AL), Secondary Amyloidosis (AA), Familial Amyloidosis (ATTR), Beta-
2 Microglobulin Amyloidosis, Localized Amyloidosis, Heavy Chain Amyloidosis (AH), Light
Chain Amyloidosis (AL), Primary Systemic Amyloidosis, ApoAl Amyloidosis, ApoAIl
Amyloidosis, ApoAIV Amyloidosis, Apolipoprotein C2 Amyloidosis, Apolipoprotein C3
Amyloidosis, Corneal lactoferrin amyloidosis, Transthyretin-Related Amyloidosis, Dialysis
amyloidosis, Fibrinogen amyloidosis, Lect2 amyloidosis (ALECT?2), and Lysozyme amyloidosis.

In some embodiments, a cardiovascular disease is selected from the group consisting of
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atherosclerosis, coronary artery disease, peripheral artery disease, hypertensive heart disease,
metabolic syndrome, hypertension, cerebrovascular disease, and heart failure. In some
embodiments, a fibrotic disease is selected from the group consisting of pulmonary fibrosis,
idiopathic pulmonary fibrosis, cirrhosis, cystic fibrosis, scleroderma, cardiac fibrosis, radiation-
induced lung injury, steatohepatitis, glomerulosclerosis, interstitial lung disease, liver fibrosis,

mediastinal fibrosis, retroperitoneal cavity fibrosis, bone marrow fibrosis, and skin fibrosis.

Monocytes

[0139] Monocytes are multipotent cells that circulate in the blood, bone marrow, and
spleen, and generally do not proliferate when in a steady state. Monocytes can vary in size
significantly in the range of about 10-30 um in diameter. A ratio of nucleus to cytoplasm for a
monocyte can range from about 2:1 to about 1:1. Typically, monocytes comprise chemokine
receptors and pathogen recognition receptors that mediate migration from blood to tissues, such
as during an infection. Monocytes can produce inflammatory cytokines, take up cells and/or

toxic molecules, and differentiate into dendritic cells or macrophages.

[0140] In some embodiments, a monocyte comprises or expresses one or more
phenotypic markers. Exemplarily phenotypic markers for human monocyte cells include, but are
not limited to, CD9, CD11b, CD11¢, CDw12, CD13, CD15, CDw17, CD31, CD32, CD33,
CD35, CD36, CD38, CD43, CD49b, CD49%¢, CD49f, CD63, CD64, CD65s, CD68, CD84, CD85
CD86, CD87, CD89, CD91, CDw92, CD93, CD98, CD101, CD102, CD111, CD112, CD115,
CD116, CD119, CDwI2lb, CDw123, CD127, CDw128, CDw131, CD147, CD155, CD156a,
CD157, CD162 CD163, CD164, CD168, CD171, CD172a, CD180, CD206, CD131al, CD213 2,
CDw210, CD226, CD281, CD282, CD284, and CD286. Exemplarily phenotypic markers for
mouse monocyte cells include, but are not limited to, CD11a, CD11b, CD16, CD18, CD29,
CD31, CD32, CD44, CD45, CD49d, CD115, CD116, Cdw131, CD281, CD282, CD284, CD286,

>

F4/80, and CD49b. In certain embodiments monocytes comprise one, two, or three of CD11b,
CD14, or CD16. In certain embodiments, monocytes comprise CD14+ CD16- monocytes,
CD14+ CD16+ monocytes, or CD14- CD16+ monocytes.

[0141] In some embodiments, a monocyte differentiates into a macrophage. In some

embodiments, a monocyte differentiates into a dendritic cell (DC). Monocytes can be
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differentiated into macrophages or DCs by any technique known in the art. For example,
differentiation of monocytes into macrophages can be induced by macrophage colony
stimulating factor (M-CSF). Differentiation of monocytes into DCs can be induced by

granulocyte-macrophage colony stimulating factor (GM-CSF) in combination with 1L-4.

[0142] In some embodiments, a monocyte comprising or expressing at least one
exogenous cytokine described herein or at least one fusion protein described herein exhibits
increased secretion of one or more cytokines (e.g., one, two, three, four, five, six, or seven of
TNF, IL-12, IFN, GM-CSF, G-CSF, M-CSF, or IL-1), e.g., relative to a monocyte without an
exogenous cytokine described herein or a fusion protein as described herein. In some
embodiments, a monocyte comprising or expressing at least one exogenous cytokine described
herein or at least one fusion protein described herein exhibits increased phagocytosis, e.g.,
relative to a monocyte without an exogenous cytokine described as herein or a fusion protein as
described herein. In some embodiments, a monocyte comprising or expressing at least one
exogenous cytokine described herein or at least one fusion protein described herein exhibits
enhanced survival, e.g., relative to a monocyte without an exogenous cytokine as described
herein or a fusion protein as described herein. In some embodiments, a monocyte comprising or
expressing at least one exogenous cytokine described herein or at least one fusion protein
described herein exhibits enhanced differentiation into macrophages (e.g., M1 or M2
macrophages), e.g., relative to a monocyte without an exogenous cytokine as described herein or
a fusion protein as described herein. In some embodiments, a monocyte comprising or
expressing at least one exogenous cytokine described herein or at least one fusion protein
described herein exhibits enhanced differentiation into DCs (e.g., resident or migrating DCs
and/or in lymphoid and non-lymphoid tissue), e.g., relative to a monocyte without an exogenous
cytokine as described herein or a fusion protein as described herein. In some embodiments, a
monocyte comprising or expressing at least one exogenous cytokine described herein or at least
one fusion protein described herein exhibits increased cytotoxicity against a tumor cell, e.g.,
relative to a monocyte without an exogenous cytokine as described herein or a fusion protein as
described herein. In some embodiments, a monocyte comprising or expressing at least one
exogenous cytokine described herein or at least one fusion protein described herein exhibits
increased tumor antigen presentation (e.g., post-phagocytosis presentation) and/or increased

antigen processing, e.g., relative to a monocyte without an exogenous cytokine as described
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herein or a fusion protein as described herein. In some embodiments, a monocyte comprising or
expressing at least one exogenous cytokine described herein or at least one fusion protein
described herein exhibits increased tumor killing (e.g., by phagocytosis, lysis, apoptosis, or
production of tumor killing cytokines (e.g., TNFa), e.g., relative to a monocyte without an

exogenous cytokine described herein or a fusion protein as described herein.

[0143] In some embodiments, a monocyte comprising or expressing at least one
exogenous cytokine described herein or at least one fusion protein described herein exhibits one
or both of increased expression of one or more genes typically associated with increased effector
function (e.g., phagocytosis, targeted cellular cytotoxicity, antigen presentation, or cytokine
secretion) or decreased expression of one or more genes typically associated with decreased
effector function (e.g., phagocytosis, targeted cellular cytotoxicity, antigen presentation, or
cytokine secretion), e.g., relative to a monocyte without an exogenous cytokine as described
herein or a fusion protein as described herein. In some embodiments, a monocyte comprising or
expressing at least one exogenous cytokine described herein or at least one fusion protein
described herein exhibits increased production of ROS, e.g., relative to a monocyte without an
exogenous cytokine as described herein or a fusion protein as described herein. In some
embodiments, a monocyte comprising or expressing at least one exogenous cytokine described
herein or at least one fusion protein described herein exhibits metabolic reprogramming, e.g.,
relative to a monocyte without an exogenous cytokine as described herein or a fusion protein as
described herein. In some embodiments, a monocyte comprising or expressing at least one
exogenous cytokine described herein or at least one fusion protein described herein exhibits
induction of cell survival mechanisms, e.g., relative to a monocyte without an exogenous
cytokine as described herein or a fusion protein as described herein. In some embodiments, a
monocyte comprising or expressing at least one exogenous cytokine described herein or at least
one fusion protein described herein exhibits induction of cell death mechanisms, e.g., relative to
a monocyte without an exogenous cytokine as described herein or a fusion protein as described
herein. In some embodiments, a monocyte comprising or expressing at least one exogenous
cytokine described herein or at least one fusion protein described herein exhibits one, two, three,
four, or five of increased resistance to phagocytic checkpoints, increased expression of
chemokine receptors to aid in trafficking, increased expression of chemokines to recruit other

immune cells, increased expression of ECM degrading enzymes (e.g., MMPs to degrade tumor
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ECM and/or exhibit anti fibrotic activity), or increased proliferation, e.g., relative to a monocyte
without an exogenous cytokine as described herein or a fusion protein as described herein. In
some embodiments, a monocyte comprising or expressing at least one exogenous cytokine
described herein and at least one CAR as described herein exhibits one, two, three, or four of
improved duration of exogenous cytokine expression, improved stability of the CAR on the cell
surface, increased level of exogenous cytokine expression, and/or decreased background activity
of the exogenous cytokine, e.g., relative to a monocyte without an exogenous cytokine as
described herein. In some embodiments, a monocyte comprising or expressing at least one
fusion protein described herein exhibits one, two, three, or four of improved duration of fusion
protein expression, improved stability of the fusion protein on the cell surface, increased level of
fusion protein expression, or decreased background activity of the fusion protein, e.g., relative to

a monocyte without a fusion protein as described herein.

Dendpritic Cells

[0144] Dendritic cells (DCs) are bone marrow-derived, specialized antigen presenting
cells that are involved in initiating immune responses and maintaining tolerance of the immune
system to self-antigens. Dendritic cells may be found in both lymphoid and non-lymphoid

organs and are generally thought to arise from lymphoid or myeloid lineages.

[0145] In some embodiments, a DC comprises or expresses one or more phenotypic
markers. Exemplarily phenotypic markers for DCs include, but are not limited to, CD11c,
CD83, CDla, CDlc, CD141, CD207, CLEC9a, CD123, CD85, CD180, CD187, CD205, CD281,
CD282, CD284, CD286 and partially CD206, CD207, CD208 and CD209.

[0146] Immature DCs can be characterized by a high capacity for antigen capture, but
relatively low T cell stimulatory capability. Inflammatory mediators promote DC maturation.
Once DCs reach the mature stage, there is a dramatic change in properties relative to immature
DCs, such as a decrease in antigen capture ability and/or an increased ability to stimulate T cells.
In some embodiments, a DC comprises or is an immature DC. In other embodiments, a DC

comprises or is a mature DC.
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[0147] Without wishing to be bound by theory, it is believed that modification of a DC
cell to comprise or express at least one exogenous cytokine described herein or at least one
fusion protein described herein can allow mature DCs to simultaneously exhibit increased
antigen capture ability and T cell stimulation, e.g., relative to a DC without an exogenous
cytokine described herein or a fusion protein described herein. In some embodiments, a DC
comprising or expressing at least one exogenous cytokine described herein or at least one fusion
protein described herein mediates tumor antigen presentation, e.g., increased tumor antigen
presentation relative to a DC without an exogenous cytokine as described herein or a fusion
protein as described herein. In some embodiments, a DC comprising or expressing at least one
exogenous cytokine described herein or at least one fusion protein described herein mediates
tumor T cell stimulation, e.g., increased T cell stimulation relative to a DC without an exogenous

cytokine as described herein or a fusion protein as described herein.

[0148] In some embodiments, a DC comprising or expressing at least one exogenous
cytokine described herein or at least one fusion protein described herein exhibits increased
secretion of one or more cytokines (e.g., one, two, three, four, five, six, or seven of TNF, IL-12,
IFN, GM-CSF, G-CSF, M-CSF, or IL-1), e.g., relative to a DC without an exogenous cytokine as
described herein or a fusion protein as described herein. In some embodiments, a DC
comprising or expressing at least one exogenous cytokine described herein or at least one fusion
protein described herein exhibits increased phagocytosis, e.g., relative to a DC without an
exogenous cytokine as described herein or a fusion protein as described herein. In some
embodiments, a DC comprising or expressing at least one exogenous cytokine described herein
or at least one fusion protein described herein exhibits increased tumor antigen presentation (e.g.,
post-phagocytosis presentation), increased antigen processing, increased antigen cross
presentation, increased T cell priming, and/or stimulation of T cells, e.g., relative to a DC

without an exogenous cytokine as described herein or a fusion protein as described herein.

[0149] In some embodiments, a DC comprising or expressing at least one exogenous
cytokine described herein or at least one fusion protein described herein exhibits one or both of
increased expression of favorable genes or decreased expression of unfavorable genes, e.g.,
relative to a DC without an exogenous cytokine as described herein or a fusion protein as

described herein. In some embodiments, a DC comprising or expressing at least one exogenous
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cytokine described herein or at least one fusion protein described herein exhibits increased
production of ROS, e.g., relative to a DC without an exogenous cytokine as described herein or a
fusion protein as described herein. In some embodiments, a DC comprising or expressing at
least one exogenous cytokine described herein or at least one fusion protein described herein
exhibits metabolic reprogramming, e.g., relative to a DC without an exogenous cytokine
described herein or a fusion protein as described herein. In some embodiments, a DC
comprising or expressing at least one exogenous cytokine described herein or at least one fusion
protein described herein exhibits induction of cell survival mechanisms, e.g., relative to a DC

without an exogenous cytokine as described herein or a fusion protein as described herein.

[0150] In some embodiments, a DC comprising or expressing at least one exogenous
cytokine described herein or at least one fusion protein described herein exhibits induction of cell
death mechanisms, e.g., relative to a DC without an exogenous cytokine as described herein or a
fusion protein as described herein. In some embodiments, a DC comprising or expressing at
least one exogenous cytokine described herein or at least one fusion protein described herein
exhibits one, two, three, four, or five of increased resistance to phagocytic checkpoints, increased
expression of chemokine receptors to aid in trafficking, increased expression of chemokines to
recruit other immune cells, increased expression of ECM degrading enzymes (e.g., MMPs to
degrade tumor ECM and/or exhibit anti fibrotic activity), or increased proliferation, e.g., relative
to a DC without an exogenous cytokine as described herein or a fusion protein as described
herein. In some embodiments, a DC comprising or expressing at least one exogenous cytokine
described herein and at least one CAR as described herein exhibits one, two, three, or four of
improved duration of exogenous cytokine expression, improved stability of the CAR on the cell
surface, increased level of exogenous cytokine expression, and/or decreased background activity
of the exogenous cytokine, e.g., relative to a DC without an exogenous cytokine as described
herein. In some embodiments, a DC comprising or expressing at least one fusion protein
described herein exhibits one, two, three, or four of improved duration of fusion protein
expression, improved stability of the fusion protein on the cell surface, increased level of fusion
protein expression, or decreased background activity of the fusion protein, e.g., relative to a DC

without a fusion protein as described herein.
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Methods of Immune Cell Modification

[0151] The present disclosure provides, among other things, methods for modifying an
immune cell (e.g., a stem cell, monocyte, macrophage, or dendritic cell) comprising delivering to
the immune cell a nucleic acid construct comprising one or more nucleic acids encoding an
exogenous cytokine and a chimeric antigen receptor (CAR) into an immune cell. Methods can
comprise delivering to an immune cell (e.g., a stem cell, monocyte, macrophage, or dendritic
cell), a nucleic acid construct comprising one or more nucleic acids encoding an exogenous

cytokine and a CAR.

[0152] The present disclosure also provides, among other things, methods for modifying
an immune cell (e.g., a stem cell, monocyte, macrophage, or dendritic cell) comprising
delivering to the immune cell a nucleic acid construct comprising one or more nucleic acids
encoding a fusion protein or a fragment thereof into an immune cell. Methods can comprise
delivering to an immune cell (e.g., a stem cell, monocyte, macrophage, or dendritic cell), a
nucleic acid construct comprising one or more nucleic acids encoding: a fusion protein

comprising a cytokine, a linker, and a cytokine receptor.

[0153] A nucleic acid construct comprising one or more nucleic acid sequences encoding
at least one exogenous cytokine as described herein or at least one fusion protein as described
herein can be introduced into an immune cell (e.g., a stem cell, macrophage, monocyte, or
dendritic cell) by physical, chemical, or biological methods. Physical methods for introducing a
nucleic acid construct as described herein into an immune cell (e.g., a stem cell, macrophage,
monocyte, or dendritic cell) can comprise electroporation, calcium phosphate precipitation,
lipofection, particle bombardment, microinjection, or a combination thereof. A nucleic acid
construct can be introduced into immune cells using commercially available methods, including
electroporation (Amaxa Nucleofector-1I® (Amaxa Biosystems, Cologne, Germany), ECM 830
BTX (Harvard Instruments, Boston, Mass.) Gene Pulser I[I® (BioRad, Denver, Colo.), or
Multiporator® (Eppendort, Hamburg Germany)). A nucleic acid construct can also be
introduced into immune cells using mRNA transfection, e.g., cationic liposome-mediated
transfection, lipofection, polymer encapsulation, peptide-mediated transfection, or biolistic
particle delivery systems, such as “gene guns” (See, e.g., Nishikawa, et al. Hum Gene Ther,

12(8):861-70 (2001), which is hereby incorporated by reference in its entirety).
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[0154] Biological methods for introducing a nucleic acid construct as described herein
into an immune cell (e.g., a stem cell, macrophage, monocyte, or dendritic cell) include use of
DNA and RNA vectors. Viral vectors, and especially retroviral vectors, have become widely
used for inserting genes into mammalian cells (e.g., human cells). Viral vectors can also be
derived from lentivirus, poxviruses, herpes simplex virus I, adenoviruses (e.g. Ad5f35), or
adeno-associated viruses (See, e.g., U.S. Patent Nos. 5,350,674 and 5,585,362, which are hereby
incorporated by reference in their entirety). Retroviral vectors, such as lentivirus, are suitable
tools to achieve long-term gene transfer that allow for long-term, stable integration of a
transgene and its propagation in daughter cells. In some embodiments, a lentiviral vector is
packaged with a Vpx protein (e.g., as described in International Publication No. WO
2017/044487, which is hereby incorporated by reference in its entirety). In some embodiments,
Vpx comprises a virion-associated protein (e.g., an accessory protein for viral replication). In
some embodiments, a Vpx protein is encoded by human immunodeficiency virus type 2 (HIV-2).
In some embodiments, a Vpx protein is encoded by simian immunodeficiency virus (SIV). In
some embodiments, an immune cell as described herein (e.g., a stem cell, macrophage,
monocyte, or dendritic cell) is transfected with a lentiviral vector packaged with a Vpx protein.
In some embodiments, Vpx inhibits at least one antiviral factor of an immune cell as described
herein (e.g., a stem cell, macrophage, monocyte, or dendritic cell). In some embodiments, a
lentiviral vector packaged with a Vpx protein exhibits increased transfection efficiency of an
immune cell as described herein (e.g., a stem cell, macrophage, monocyte, or dendritic cell), e.g.,
relative to a lentiviral vector not packaged with a Vpx protein. In some embodiments, an
immune cell as described herein (e.g., a stem cell, macrophage, monocyte, or dendritic cell) is
one or both of electroporated or transfected with at least one VPX mRNA prior to transfection
with a viral vector (e.g., an adenoviral vector, e.g., an Ad2 vector or an Ad5 vector (e.g., Ad5{35

adenoviral vector, e.g., a helper-dependent Ad5F35 adenoviral vector)).

[0155] Chemical means for introducing a nucleic acid construct as described herein into
an immune cell (e.g., a stem cell, macrophage, monocyte, or dendritic cell) include colloidal
dispersion systems, macromolecule complexes, nanocapsules, microspheres, beads, and lipid-
based systems (e.g., oil-in-water emulsions, micelles, mixed micelles, nanoparticles, liposomes,

and lipofectamine-nucleic acid complexes).
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[0156] An exemplary system for delivery of a nucleic acid construct as described herein
is a lipid-based system. A nucleic acid construct as described herein may be encapsulated in an
aqueous interior of a liposome, interspersed within a lipid bilayer, attached to a liposome via a
linking molecule, entrapped in a liposome, complexed with a liposome, dispersed in a solution or
suspension comprising a lipid, mixed with a lipid, complexed with a micelle, or otherwise
associated with a lipid. Lipids for use in methods described herein may be naturally occurring or
synthetic lipids. Lipids can also be obtained from commercial sources. For example, dimyristyl
phosphatidylcholine can be obtained from Sigma (St. Louis, MO); dicetyl phosphate can be
obtained from K & K Laboratories (Plainview, NY); cholesterol can be obtained from
Calbiochem-Behring; and dimyristyl phosphatidylglycerol can be obtained from Avanti Polar
Lipids, Inc. (Birmingham, AL.). Stock solutions of lipids in chloroform or chloroform/methanol

can be stored at about -20°C.

[0157] In some embodiments of the present disclosure, a nucleic acid construct is or
comprises an mMRNA. In some embodiments, mRNA according to the present disclosure may be
synthesized as unmodified or modified mRNA. Typically, mRNAs are modified to enhance
stability. Modifications of mRNA can include, for example, modifications of the nucleotides of
the RNA. A modified mRNA according to the present disclosure can thus include, for example,
backbone modifications, sugar modifications or base modifications. In some embodiments, a
step of modifying an mRNA comprises causing the mRNA to include a modified nucleotide, an

alteration to the 5° or 3’ untranslated region (UTR), a cap structure, and/or a poly(A) tail.

[0158] In some embodiments, mRNAs of the present disclosure (e.g., mRNAs encoding
exogenous cytokines, mRNAs encoding CARs, or mRNAs encoding fusion proteins) may
contain RNA backbone modifications. Typically, a backbone modification is a modification in
which the phosphates of the backbone of the nucleotides contained in the RNA are modified
chemically. Exemplary backbone modifications typically include, but are not limited to,
modifications from the group consisting of methylphosphonates, methylphosphoramidates,
phosphoramidates, phosphorothioates (e.g. cytidine 5'-O-(1-thiophosphate)), boranophosphates,
positively charged guanidinium groups etc., which comprises replacing the phosphodiester

linkage by other anionic, cationic or neutral groups.
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[0159] In some embodiments, mRNAs of the present disclosure (e.g., mRNAs encoding
exogenous cytokines, mRNAs encoding CARs, or mRNAs encoding fusion proteins) may
contain sugar modifications. A typical sugar modification is a chemical modification of the
sugar of the nucleotides it contains including, but not limited to, sugar modifications chosen from
the group consisting of 2'-deoxy-2'-fluoro-oligoribonucleotide (2'-fluoro-2'-deoxycytidine 5'-
triphosphate, 2'-fluoro-2'-deoxyuridine 5'-triphosphate), 2'-deoxy-2'-deamine-oligoribonucleotide
(2'-amino-2'-deoxycytidine 5'-triphosphate, 2'-amino-2'-deoxyuridine 5'-triphosphate), 2'-O-
alkyloligoribonucleotide, 2'-deoxy-2'-C-alkyloligoribonucleotide (2'-O-methylcytidine 5'-
triphosphate, 2'-methyluridine 5'-triphosphate), 2'-C-alkyloligoribonucleotide, and isomers
thereof (2'-aracytidine 5'-triphosphate, 2'-arauridine 5'-triphosphate), or azidotriphosphates (2'-
azido-2'-deoxycytidine 5'-triphosphate, 2'-azido-2'-deoxyuridine 5'-triphosphate).

[0160] In some embodiments, mRNAs of the present disclosure (e.g., mRNAs encoding
exogenous cytokines, mRNAs encoding CARs, or mRNAs encoding fusion proteins) may
contain modifications of the bases of the nucleotides (base modifications). A modified

nucleotide which contains a base modification is also called a base-modified nucleotide.

[0161] Typically, mRNA synthesis includes the addition of a “cap” on the N-terminal
(57) end, and a “tail” on the C-terminal (3”) end. The presence of the cap is important in
providing resistance to nucleases found in most eukaryotic cells. The presence of a “tail” serves

to protect the mRNA from exonuclease degradation.

[0162] Thus, in some embodiments, mRNAs of the present disclosure (e.g., mRNAs
encoding exogenous cytokines, mRNAs encoding CARs, or mRNAs encoding fusion proteins)
include a 5’ cap structure. A 5’ cap is typically added as follows: first, an RNA terminal
phosphatase removes one of the terminal phosphate groups from the 5’ nucleotide, leaving two
terminal phosphates; guanosine triphosphate (GTP) is then added to the terminal phosphates via
a guanylyl transferase, producing a 5’ triphosphate linkage; and the 7-nitrogen of guanine is then
methylated by a methyltransferase. Examples of cap structures include, but are not limited to,
m7G(5)ppp (5'(A,G(5)ppp(5)A and G(5")ppp(5)G. In some embodiments, a cap comprises a
CapO structure. A capO structures lack a 2'-O-methyl residue of the ribose attached to bases 1
and 2. In some embodiments, a cap comprises an AGCap]1 structure. An AGCap] structures has

a 2'-O-methyl residue at base 2. In some embodiments, a cap comprises a Cap2 structure. Cap2
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structures have a 2'-O-methyl residue attached to both bases 2 and 3. In some embodiments, a
cap structure comprises AGCapl, m6AGCapl, or Anti-Reverse Cap Analog (ARCA). In some
embodiments, a modified mRNA of the present disclosure comprises an m6AGCap1 and

modified nucleotides comprising pseudouridine (PsU).

[0163] In some embodiments, mRNAs of the present disclosure (e.g., mRNAs encoding
exogenous cytokines, mRNAs encoding CARs, or mRNAs encoding fusion proteins) include a
3’ poly(A) tail structure. A poly(A) tail on the 3' terminus of mRNA typically includes about 10
to 400 adenosine nucleotides (SEQ ID NO: 176) (e.g., about 100 to 400 adenosine nucleotides,
about 10 to 200 adenosine nucleotides, about 10 to 150 adenosine nucleotides, about 10 to 100
adenosine nucleotides, about 20 to 70 adenosine nucleotides, or about 20 to 60 adenosine
nucleotides). In some embodiments, mRNAs include a 3’ poly(C) tail structure. A suitable
poly(C) tail on the 3' terminus of mRNA typically include about 10 to 200 cytosine nucleotides
(SEQ ID NO: 177) (e.g., about 10 to 150 cytosine nucleotides, about 10 to 100 cytosine
nucleotides, about 20 to 70 cytosine nucleotides, about 20 to 60 cytosine nucleotides, or about 10
to 40 cytosine nucleotides). A poly(C) tail may be added to a poly(A) tail or may be a substitute
for the poly(A) tail.

[0164] In some embodiments, mRNAs of the present disclosure (e.g., mRNAs encoding
exogenous cytokines, mRNAs encoding CARs, or mRNAs encoding fusion proteins) include a
5’ and/or 3’ untranslated region. In some embodiments, a 5’ untranslated region includes one or
more elements that affect an mRNA’s stability or translation, for example, an iron responsive
element. In some embodiments, a 5’ untranslated region may be between about 50 and 500

nucleotides in length.

[0165] In some embodiments, a 3’ untranslated region includes one or more of a
polyadenylation signal, a binding site for proteins that affect an mRNA’s stability of location in a
cell, or one or more binding sites for miRNAs. In some embodiments, a 3’ untranslated region

may be between 50 and 500 nucleotides in length or longer.
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Treatment and Culturing of Immune Cells During Modification

[0166] In some embodiments, methods of the present disclosure comprise one or more
steps of treating an immune cell (e.g., a stem cell, macrophage, monocyte, or dendritic cell)

during the process of modifying the immune cell.

[0167] In some embodiments, methods of the present disclosure comprise a step of
treating an immune cell (e.g., a stem cell, macrophage, monocyte, or dendritic cell) with a
modulator of a pathway activated by in vitro transcribed mRNA. In vitro transcribed (IVT)
mRNA is recognized by various endosomal innate immune receptors (Toll-like receptor 3
(TLR3), TLR7 and TLR8) and cytoplasmic innate immune receptors (protein kinase RNA-
activated (PKR), retinoic acid-inducible gene I protein (RIG-I), melanoma differentiation-
associated protein 5 (MDAS) and 2'-5"-oligoadenylate synthase (OAS)). Signaling through these
different pathways results in inflammation associated with type 1 interferon (IFN), tumor
necrosis factor (TNF), interleukin-6 (IL-6), IL-12 and the activation of cascades of
transcriptional programs. Overall, these create a pro-inflammatory microenvironment poised for
inducing specific immune responses. Moreover, downstream effects such as slow-down of
translation by eukaryotic translation initiation factor 20 (elF2a) phosphorylation, enhanced RNA
degradation by ribonuclease L. (RNaseLl), and overexpression and inhibition of replication of
self-amplifying mRNA are of relevance for the pharmacokinetics and pharmacodynamics of IVT

mRNA.

[0168] In some embodiments, a modulator of a pathway activated by in vitro transcribed
mRNA comprises an RNase inhibitor. In some embodiments, a modulator of a pathway
activated by in vitro transcribed mRNA comprises an RNaseL., RNase T2 or RNasel inhibitor.
In some embodiments, a modulator of a pathway activated by in vitro transcribed mRNA
comprises an RNaseL inhibitor. In some embodiments, an RNaseL inhibitor comprises

sunitinib. In some embodiments, an RNaseL inhibitor comprises ABCEI.

[0169] In some embodiments, treating an immune cell (e.g., a stem cell, macrophage,
monocyte, or dendritic cell) with an RNaseL inhibitor increases mRNA stability in a modified
immune cell relative to mRNA stability in a modified immune cell of the same type that was not
treated with an RNaseL inhibitor. In some embodiments, treating an immune cell (e.g., a stem

cell, macrophage, monocyte, or dendritic cell) with an RNaseL inhibitor increases exogenous
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cytokine expression in a modified immune cell relative to exogenous cytokine expression in a
modified immune cell of the same type that was not treated with an RNaseL inhibitor. In some
embodiments, treating an immune cell (e.g., a stem cell, macrophage, monocyte, or dendritic
cell) with an RNaseL inhibitor increases fusion protein expression in a modified immune cell
relative to fusion protein expression in a modified immune cell of the same type that was not
treated with an RNaseL inhibitor. In some embodiments, treating an immune cell (e.g., a stem
cell, macrophage, monocyte, or dendritic cell) with an RNaseL inhibitor increases effector
activity in a modified immune cell relative to effector activity in a modified immune cell of the

same type that was not treated with an RNaseL inhibitor.

[0170] In some embodiments of the present disclosure, a step of treating an immune cell
(e.g., a stem cell, macrophage, monocyte, or dendritic cell) occurs before a step of delivering an

mRNA to the immune cell.

[0171] In some embodiments, methods of the present disclosure comprise a step of
culturing an immune cell (e.g., a stem cell, macrophage, monocyte, or dendritic cell) with a
cytokine or immune stimulating recombinant protein. In some embodiments, a cytokine
comprises IFN-a, IFN-fB, IFN-y, TNFa, IL-6, STNGL, LPS, a CD40 agonist, a 4-1BB ligand,
recombinant 4-1BB, a CD19 agonist, a TLR agonist (e.g., TLR-1, TLR-2, TLR-3, TLR-4, TLR-
5, TLR-6, TLR-7, TLR-8 or TLR-9), TGF-B (e.g., TGF-B1, TGF- B2, or TGF-B3), a
glucocorticoid, an immune complex, interleukin-1 alpha (IL-1c), IL-1p, IL-2, IL-3, IL-4, IL-5,
IL-6, IL-7, IL-9, IL-10, IL-12, IL-13, IL-14, IL-15, IL-16, IL-17, IL-18, IL-20, granulocyte-
macrophage colony-stimulating factor (GM-CSF), granulocyte colony-stimulating factor (G-
CSF), Leukemia inhibitory factor (LIF), oncostatin M (OSM), TNF-, CD154, lymphotoxin beta
(LT-B), an A proliferation-inducing ligand (APRIL), CD70, CD153, glucocorticoid-induced TNF
receptor ligand (GITRL), tumor necrosis factor superfamily member 14 (TNFSF14), OX40L
(CD252), TALL-1 (Tumor necrosis factor ligand superfamily member 13B - TNFSF13B), TNF-
related apoptosis-inducing ligand (TRAIL), TNF-related weak inducer of apoptosis (TWEAK),
TNF-related activation-induced cytokine (TRANCE), erythropoietin (Epo), thyroid peroxidase
precursor (Tpo), FMS-related tyrosine kinase 3 ligand (FLT-3L), stem cell factor (SCF),
macrophage colony-stimulating factor (M-CSF), merozoite surface protein (MSP), a Nucleotide-

binding oligomerization domain-containing protein (NOD) ligand (e.g., NOD1, NOD?2, or
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NOD1/2 agonists), a RIG-I-like receptor (RLR) ligand (e.g., 5'ppp-dsRNA, 3p-hpRNA,
Poly(I:C), or Poly(dA:dT)), a C-type lectin receptor (CLR) ligand (e.g., curdlan, B-glucan,
HKCA, laminarin, pustulan, scleroglucan, WGP dispersible, WGP soluble, zymosan, zymosan
depleted, furfurman, b-GlcCer, GlcC14C18, HKMT, TDB, TDB-HS15, or TDM), a cyclic
dinucleotide sensor ligand (e.g., C-Gas agonist or stimulator of interferon gene (STING) ligand),
an inflammasome inducer (e.g., alum, ATP, CPPD crystals, hemozoin, MSU crystals, Nano-
Si02, Nigericin, or TDB), an aryl hydrocarbon (AhR) ligand (e.g., FICZ, indirubin, ITE, or L-
kynurenine), an alpha-protein kinase 1 (ALPK1) ligand, a multi-PRR ligand, an NFKB/NFAT
activator (e.g., concavalin A, ionomycin, PHA-P, or PMA) or a combination thereof. In some

embodiments, a cytokine comprises IFN-f.

[0172] In some embodiments of the present disclosure, a step of culturing an immune cell
(e.g., a stem cell, macrophage, monocyte, or dendritic cell) occurs after a step of delivering an

mRNA to the immune cell.

[0173] In some embodiments, culturing a modified immune cell (e.g., a stem cell,
macrophage, monocyte, or dendritic cell) with a cytokine or immune stimulating recombinant
protein increases the viability of the modified immune cell relative to a modified immune cell of
the same type that was not cultured with the cytokine or immune stimulating recombinant
protein. In some embodiments, culturing a modified immune cell (e.g., a stem cell, macrophage,
monocyte, or dendritic cell) with a cytokine or immune stimulating recombinant protein
increases protein (e.g., exogenous cytokine, CAR, or fusion protein) expression of the modified
immune cell relative to a modified immune cell of the same type that was not cultured with the
cytokine or immune stimulating recombinant protein. In some embodiments, culturing a
modified immune cell (e.g., a stem cell, macrophage, monocyte, or dendritic cell) with a
cytokine or immune stimulating recombinant protein increases longevity of protein (e.g.,
exogenous cytokine, CAR, or fusion protein) expression relative to a modified immune cell of
the same type that was not cultured with the cytokine or immune stimulating recombinant
protein. In some embodiments, culturing a modified immune cell (e.g., a stem cell, macrophage,
monocyte, or dendritic cell) with a cytokine or immune stimulating recombinant protein
increases effector activity of the modified immune cell relative to a modified immune cell of the

same type that was not cultured with the cytokine or immune stimulating recombinant protein.
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In some embodiments, culturing a modified immune cell (e.g., a stem cell, macrophage,
monocyte, or dendritic cell) with a cytokine or immune stimulating recombinant protein
increases pro-inflammatory (M1) polarization of the modified immune cell relative to a modified
immune cell of the same type that was not cultured with the cytokine or immune stimulating

recombinant protein.

Modified Immune Cells

[0174] In some embodiments, a modified immune cell (e.g., a stem cell, macrophage,
monocyte, or dendritic cell) is made by methods of the present disclosure. In some
embodiments, a modified immune cell (e.g., a stem cell, macrophage, monocyte, or dendritic
cell) comprising a modified mRNA encoding an exogenous cytokine and/or CAR as provided
herein exhibits increased viability relative to a modified immune cell of the same type
comprising unmodified mRNA encoding an exogenous cytokine and/or CAR. In some
embodiments, a modified immune cell (e.g., a stem cell, macrophage, monocyte, or dendritic
cell) comprising a modified mRNA encoding an exogenous cytokine and/or CAR as provided
herein exhibits increased expression of an mRNA encoding an exogenous cytokine and/or CAR
relative to a modified immune cell of the same type comprising unmodified mRNA encoding the
exogenous cytokine and/or CAR. In some embodiments, a modified immune cell (e.g., a stem
cell, macrophage, monocyte, or dendritic cell) comprising a modified mRNA encoding an
exogenous cytokine and/or CAR as provided herein exhibits increased exogenous cytokine
and/or CAR expression relative to a modified immune cell of the same type comprising
unmodified mRNA encoding the exogenous cytokine and/or CAR. In some embodiments, a
modified immune cell (e.g., a stem cell, macrophage, monocyte, or dendritic cell) comprising a
modified mRNA encoding an exogenous cytokine and/or CAR as provided herein exhibits
increased longevity of an mRNA encoding an exogenous cytokine and/or CAR relative to a
modified immune cell of the same type comprising unmodified mRNA encoding the exogenous
cytokine and/or CAR. In some embodiments, a modified immune cell (e.g., a stem cell,
macrophage, monocyte, or dendritic cell) comprising a modified mRNA encoding an exogenous
cytokine and/or CAR as provided herein exhibits increased longevity of an exogenous cytokine

and/or CAR relative to a modified immune cell of the same type comprising unmodified mRNA
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encoding the exogenous cytokine and/or CAR. In some embodiments, a modified immune cell
(e.g., a stem cell, macrophage, monocyte, or dendritic cell) comprising a modified mRNA
encoding an exogenous cytokine and/or CAR as provided herein exhibits increased effector
activity relative to a modified immune cell of the same type comprising unmodified mRNA
encoding an exogenous cytokine and/or CAR. In some embodiments, a modified immune cell
(e.g., a stem cell, macrophage, monocyte, or dendritic cell) comprising a modified mRNA
encoding an exogenous cytokine and/or CAR as provided herein exhibits increased pro-
inflammatory (M1) polarization relative to a modified immune cell of the same type comprising

unmodified mRNA encoding an exogenous cytokine and/or CAR.

[0175] In some embodiments, a modified immune cell (e.g., a stem cell, macrophage,
monocyte, or dendritic cell) is made by methods of the present disclosure. In some
embodiments, a modified immune cell (e.g., a stem cell, macrophage, monocyte, or dendritic
cell) comprising a modified mRNA encoding a fusion protein as provided herein exhibits
increased viability relative to a modified immune cell of the same type comprising unmodified
mRNA encoding a fusion protein. In some embodiments, a modified immune cell (e.g., a stem
cell, macrophage, monocyte, or dendritic cell) comprising a modified mRNA encoding a fusion
protein as provided herein exhibits increased expression of an mRNA encoding a fusion protein
relative to a modified immune cell of the same type comprising unmodified mRNA encoding the
fusion protein. In some embodiments, a modified immune cell (e.g., a stem cell, macrophage,
monocyte, or dendritic cell) comprising a modified mRNA encoding a fusion protein as provided
herein exhibits increased fusion protein expression relative to a modified immune cell of the
same type comprising unmodified mRNA encoding the fusion protein. In some embodiments, a
modified immune cell (e.g., a stem cell, macrophage, monocyte, or dendritic cell) comprising a
modified mRNA encoding a fusion protein as provided herein exhibits increased longevity of an
mRNA encoding a fusion protein relative to a modified immune cell of the same type comprising
unmodified mRNA encoding the fusion protein. In some embodiments, a modified immune cell
(e.g., a stem cell, macrophage, monocyte, or dendritic cell) comprising a modified mRNA
encoding a fusion protein as provided herein exhibits increased longevity of a fusion protein
relative to a modified immune cell of the same type comprising unmodified mRNA encoding the
fusion protein. In some embodiments, a modified immune cell (e.g., a stem cell, macrophage,

monocyte, or dendritic cell) comprising a modified mRNA encoding a fusion protein as provided
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herein exhibits increased effector activity relative to a modified immune cell of the same type
comprising unmodified mRNA encoding a fusion protein. In some embodiments, a modified
immune cell (e.g., a stem cell, macrophage, monocyte, or dendritic cell) comprising a modified
mRNA encoding a fusion protein as provided herein exhibits increased pro-inflammatory (M1)
polarization relative to a modified immune cell of the same type comprising unmodified mRNA

encoding a fusion protein.

Assays

[0176] A variety of assays may be performed to confirm the presence of a nucleic acid
construct as described herein in an immune cell (e.g., a stem cell, macrophage, monocyte, or
dendritic cell). For example, such assays include molecular biological assays well known to
those of skill in the art, such as Southern and Northern blotting, RT-PCR, and PCR; and
biochemical assays, such as detecting the presence or absence of a particular peptide, e.g., by
immunological means (ELISAs and Western blots). Other assays of the present disclosure,
include, for example, fluorescence-activated cell sorting (FACS), immunofluorescent

microscopy, MSD cytokine analysis, mass spectrometry (MS), RNA-Seq and functional assays.

[0177] A variety of assays may be performed to determine various characteristics of a
modified immune cell (e.g., a stem cell, macrophage, monocyte, or dendritic cell), such as, but
not limited to, immune cell viability, nucleic acid expression, nucleic acid longevity, protein
(e.g., exogenous cytokine, CAR, or fusion protein) expression, protein (e.g., exogenous cytokine,
CAR, or fusion protein) longevity, effector activity, and pro-inflammatory (M1) polarization.
For example, such assays include flow cytometry, quantitative PCR, and in vitro functional
assays such as cytokine/chemokine secretion, phagocytosis, and specific lysis assays of target

tumor cells.

Exogenous Cytokines

[0178] In some embodiments, immune cells (e.g., stem cells, macrophages, monocytes,
or dendritic cells) of the present disclosure do not comprise fusion proteins. In some

embodiments, immune cells (e.g., stem cells, macrophages, monocytes, or dendritic cells) of the
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present disclosure comprise at least one exogenous cytokine and at least one chimeric antigen
receptor (CAR). As used herein, the term “exogenous cytokine” refers to a cytokine produced as
a result of the introduction of an exogenous nucleic acid material (e.g., DNA or RNA) encoding
the cytokine into an immune cell. In some embodiments, an exogenous cytokine is or comprises
a pro-inflammatory (M1) cytokine. In some embodiments, a pro-inflammatory cytokine is or
comprises a Type I Inteferon (IFN-a1, IFN-a2, IFN-o4, IFN-a5, IFN-a6, IFN-a7, IFN-a8, IFN-
al10, IFN-a13, IFN-a14, IFN-al6, IFN-a17, IFN-a21, IFN-3, IFN-w, IFN-¢, or IFN-k), Type 11
Interferon (IFN-y), Type III Interferon (IFN-A1, IFN-A2, IFN-A3, or IFN-A4), TNF-q, IL-1p, IL-
6, IL-12, IL-17, IL-23, or GM-CSF. In some embodiments, an exogenous cytokine is or
comprises an anti-inflammatory (M2) cytokine. In some embodiments, an anti-inflammatory
cytokine is or comprises IL-4, IL-10, IL-13, IL-18, M-CSF, or TGF-B. In some embodiments, a
cytokine is or comprises a Type I Inteferon (IFN-a1, IFN-a2, IFN-o4, IFN-a5, IFN-a6, IFN-a7,
IFN-a8, IFN-a10, IFN-al3, IFN-a14, IFN-a16, IFN-al7, IFN-a21, IFN-{, IFN-w, IFN-¢, or
IFN-k), Type 1l Interferon (IFN-y), Type III Interferon (IFN-A1, IFN-A2, IFN-A3, or IFN-A4),
TNF-o, IL-1B, IL-6, IL-12, IL-17, IL-23, GM-CSF, IL-4, IL-10, IL-13, IL-18, M-CSF, or TGF-

B. In some embodiments, a cytokine is selected from Table 1.

[0179] In some embodiments, an exogenous cytokine of the present invention comprises
the same linear amino acid sequence as an endogenous cytokine (e.g., sequences in Table 2a and
Table 2b). In some embodiments, an exogenous cytokine of the present invention comprises a
cytokine comprising an engineered amino acid sequence (e.g., sequences in Table 6). In some
embodiments, an engineered cytokine amino acid sequence is derived from an endogenous

cytokine sequence.

[0180] In some embodiments, an exogenous cytokine is or comprises a circular
permutation. A circular permutation is a version of a protein wherein sections of amino acids are
rearranged such that a region of amino acids in the middle of an endogenous protein is instead at
the N-terminal or C-terminal end, but with the resulting protein still having an overall three-
dimensional shape similar to the endogenous protein. In some embodiments, an exogenous
cytokine comprising a circular permutation of the cytokine will have increased binding between
the cytokine and its corresponding cytokine receptor relative to an exogenous cytokine

comprising the same linear amino acid sequence as an endogenous cytokine. In some
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embodiments, an exogenous cytokine comprising a circular permutation of the cytokine will
have increased signaling relative to an exogenous cytokine comprising the same linear amino
acid sequence as an endogenous cytokine. In some embodiments, an exogenous cytokine of the

present invention comprises a circular permutation of IL-1p, IL-4, IL-10, or IL-13.

[0181] In some embodiments, an exogenous cytokine is or comprises a single-chain
cytokine. As used herein, a single-chain cytokine comprises two or more copies of a cytokine
fused together. In some embodiments, the two or more copies of a cytokine in a single-chain
cytokine are separated by a linker. In some embodiments, a single-chain cytokine allows an
exogenous cytokine of the present disclosure to mimic an endogenous cytokine that acts as a
multimer when binding to its corresponding cytokine receptor. In some embodiments, an
exogenous cytokine of the present invention comprises a single-chain cytokine comprising two

or more copies of IFN-y, TNF-q, IL-12, or IL-10.

[0182] In some embodiments, an exogenous cytokine is or comprises a monomeric
cytokine. Asused herein, a monomeric cytokine has been engineered so that it does not need to
multimerize (e.g., dimerize or trimerize) in order to bind to its corresponding cytokine receptor.
In some embodiments, an exogenous cytokine of the present invention comprises a monomeric

cytokine comprising an engineered version of IFN-y, TNF-a, IL-12, or IL-10.

[0183] In some embodiments, an exogenous cytokine of the present disclosure comprises
an amino acid sequence at least 80% identical to a sequence selected from Table 2a, Table 2b,
or Table 6. In some embodiments, an exogenous cytokine of the present disclosure comprises
an amino acid sequence at least 85% identical to a sequence selected from Table 2a, Table 2b,
or Table 6. In some embodiments, an exogenous cytokine of the present disclosure comprises
an amino acid sequence at least 90% identical to a sequence selected from Table 2a, Table 2b,
or Table 6. In some embodiments, an exogenous cytokine of the present disclosure comprises
an amino acid sequence at least 95% identical to a sequence selected from Table 2a, Table 2b,
or Table 6. In some embodiments, an exogenous cytokine of the present disclosure comprises
an amino acid sequence at least 96% identical to a sequence selected from Table 2a, Table 2b,
or Table 6. In some embodiments, an exogenous cytokine of the present disclosure comprises
an amino acid sequence at least 97% identical to a sequence selected from Table 2a, Table 2b,

or Table 6. In some embodiments, an exogenous cytokine of the present disclosure comprises
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an amino acid sequence at least 98% identical to a sequence selected from Table 2a, Table 2b,
or Table 6. In some embodiments, an exogenous cytokine of the present disclosure comprises
an amino acid sequence at least 99% identical to a sequence selected from Table 2a, Table 2b,
or Table 6. In some embodiments, an exogenous cytokine of the present disclosure comprises

an amino acid sequence identical to a sequence selected from Table 2a, Table 2b, or Table 6.

[0184] In some embodiments, an exogenous cytokine of the present disclosure is encoded
by one or more nucleic acids comprise a sequence at least 80% identical to a sequence selected
from Table 4a, Table 4b, or Table 7. In some embodiments, an exogenous cytokine of the
present disclosure is encoded by one or more nucleic acids comprising a sequence at least 85%
identical to a sequence selected from Table 4a, Table 4b, or Table 7. In some embodiments, an
exogenous cytokine of the present disclosure is encoded by one or more nucleic acids comprising
a sequence at least 90% identical to a sequence selected from Table 4a, Table 4b, or Table 7.

In some embodiments, an exogenous cytokine of the present disclosure is encoded by one or
more nucleic acids comprising a sequence at least 95% identical to a sequence selected from
Table 4a, Table 4b, or Table 7. In some embodiments, an exogenous cytokine of the present
disclosure is encoded by one or more nucleic acids comprising a sequence at least 96% identical
to a sequence selected from Table 4a, Table 4b, or Table 7. In some embodiments, an
exogenous cytokine of the present disclosure is encoded by one or more nucleic acids comprising
a sequence at least 97% identical to a sequence selected from Table 4a, Table 4b, or Table 7.

In some embodiments, an exogenous cytokine of the present disclosure is encoded by one or
more nucleic acids comprising a sequence at least 98% identical to a sequence selected from
Table 4a, Table 4b, or Table 7. In some embodiments, an exogenous cytokine of the present
disclosure is encoded by one or more nucleic acids comprising a sequence at least 99% identical
to a sequence selected from Table 4a, Table 4b, or Table 7. In some embodiments, an
exogenous cytokine of the present disclosure is encoded by one or more nucleic acids comprising

a sequence identical to a sequence selected from Table 4a, Table 4b, or Table 7.

Fusion Proteins

[0185] The term “fusion protein”, as used herein, refers to an artificial chimeric protein

comprising a cytokine fused to at least one of its corresponding receptor subunits, such that the
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cytokine can intramolecularly bind its tethered receptor and induce downstream signaling.
Fusion proteins may be used, for example, as a therapy with adoptive cell transfer. For example,
in some embodiments, immune cells (e.g., stem cells, macrophages, monocytes, and/or dendritic
cells are removed from a patient (e.g., from blood, tumor or ascites fluid) and modified so that
they express a fusion protein. In some embodiments, such modified immune cells are then

reintroduced to the same or a different patient as a therapeutic.

[0186] In some embodiments, a fusion protein may comprise one or more of’ one or
more cytokines, one or more linkers and one or more cytokine receptors (see Figure 1). In some
embodiments, fusion proteins of the present disclosure are membrane-bound. In some

embodiments, fusion proteins of the present disclosure are not membrane-bound.

[0187] In embodiments, a fusion protein of the present disclosure further comprises a
signal peptide. In some embodiments, a fusion protein comprises, from N-terminus to C-

terminus: a signal peptide, a cytokine, a linker, and a cytokine receptor (see Figure 2).

[0188] In some embodiments, a fusion protein comprises a linker between cytokine and a
cytokine receptor. As used herein, the term “linker” refers to any oligo- or polypeptide that
functions to link a cytokine to a cytokine receptor in a polypeptide chain in a fusion protein of
the present disclosure. In some embodiments, a linker may comprise up to 300 amino acids,

preferably 5 to 100 amino acids and most preferably 5 to 30 amino acids.

[0189] In some embodiments, an immune cell (e.g., a stem cell, macrophage, monocyte,
or dendritic cell) comprising a fusion protein may comprise one or more control systems
including, but not limited to: a safety switch (e.g., an on switch, an off switch, a suicide switch),
transcriptional control (e.g. cell-specific promoters, cell-state specific promoters, promoters
downstream of fusion protein activation, promoters downstream of endogenous signaling
pathways, or drug-inducible transcription), post-transcriptional control of fusion protein mRNA
(e.g. RNA-based inhibition with endogenous or recombinant miRNA), or post-translational
control of a fusion protein’s structure or stability (e.g. a fusion protein whose intracellular
domain conditionally associates with the full structure by drug/light-inducible association (to
allow signaling) or dissociation (to inhibit signaling), or whose stability is drug-regulated for
inducible stabilization (to allow signaling) or degradation (to inhibit signaling)). These control

systems can be combined to create logic gates, for example an AND gate (e.g. a fusion protein
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with a fusion protein-inducible promoter and cytosolic domain that associates in a drug-
dependent manner, thus requiring fusion protein activation and the presence of a small
molecule), an OR gate (e.g. a fusion protein under control of a promoter that is transcriptionally
active following either fusion protein activation or small molecule addition), and/or a NOT gate
(e.g. a fusion protein whose mRNA is degraded by endogenous miRNA’s expressed in natural
immune cell signaling states (such as miRNA’s upregulated by a particular cytokine signaling
pathway, thus only expressing fusion protein in the absence of this cytokine)).In some
embodiments, a modified immune cell, for example, a modified stem cell, macrophage,
monocyte, or dendritic cell, is generated by expressing a fusion protein therein. In some
embodiments, an immune cell comprises a fusion protein comprising a cytokine, a linker, and a
cytokine receptor, wherein the immune cell comprises a stem cell, macrophage, monocyte, or

dendritic cell, and wherein the cytokine binds the cytokine receptor.

[0190] In some embodiments, a fusion protein of the present disclosure comprises a
cytokine selected from Table 1 and the corresponding Receptor 1 selected from the same row in
Table 1. In some embodiments, a fusion protein of the present disclosure comprises a cytokine
selected from Table 1 and the corresponding Receptor 2/Co-Receptor selected from the same

row in Table 1.

Table 1 - Cytokines and Corresponding Receptors

Cytokine M1/M2 Receptor 1 Receptor 2 or Co-Receptor

IFN-a2 M1 IFNAR1 IFNAR2
IFN-B M1 IFNAR1 IFNAR2
IFN-y M1 IFNGR1 IFNGR2
TNF-a M1 TNFR1 TNFR2

IL-1P Ml IL-1R1 IL-1R3

IL-6 M1 IL-6Ra gp130

IL-12 Ml IL-12-Rp1 IL-12-Rp2

IL-4 M2 IL-4Ra IL-2Ryc or IL-13Ral
IL-10 M2 IL-10R1 IL-10R2

IL-13 M2 IL-13Ral IL-4Ra

1L-18 M2 IL-18Ra IL-18R
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[0191] In some embodiments, a fusion protein of the present disclosure comprises

interleukin 10 (IL-10), a linker, and interleukin-10 receptor (IL10R).

[0192] In some embodiments, a fusion protein of the present disclosure comprises

interferon beta (IFNP), a linker, and interferon-a/p receptor (IFNAR).

[0193] In some embodiments, a modified immune cell (e.g., stem cell, macrophage,
monocyte, or dendritic cell) further comprises a chimeric antigen receptor (CAR) of the present

disclosure.

[0194] The present disclosure also provides immune cells (e.g., stem cells, macrophages,
monocytes, or dendritic cells) comprising a nucleic acid sequence (e.g., an isolated nucleic acid
sequence) encoding a fusion protein, wherein the nucleic acid sequence comprises a nucleic acid
sequence encoding a cytokine, a nucleic acid sequence encoding a linker and a nucleic acid
sequence encoding a cytokine receptor, wherein the cell is a stem cell, macrophage, monocyte or

dendritic cell that expresses the fusion protein.

[0195] In some embodiments, a fusion protein comprises a cytokine that is operably
linked to another domain of the fusion protein, such as a cytokine receptor, for expression in an

immune cell (e.g., a stem cell, macrophage, monocyte, or dendritic cell).

[0196] In some embodiments, a fusion protein of the present disclosure is expressed at
the surface of a modified immune cell (e.g., a stem cell, macrophage, monocyte, or dendritic
cell). In some embodiments, a fusion protein of the present disclosure induces a pro-
inflammatory phenotype, as indicated by cytokine production, gene expression changes, cell
surface markers, and/or functional assays. In some embodiments, a fusion protein of the present
disclosure induces an anti-inflammatory phenotype, as indicated by cytokine production, gene

expression changes, cell surface markers, and/or functional assays.

[0197] In some embodiments, a fusion protein of the present disclosure comprises an
amino acid sequence at least 80% identical to a sequence selected from Table 9. In some
embodiments, a fusion protein of the present disclosure comprises an amino acid sequence at
least 85% identical to a sequence selected from Table 9. In some embodiments, a fusion protein
of the present disclosure comprises an amino acid sequence at least 90% identical to a sequence

selected from Table 9. In some embodiments, a fusion protein of the present disclosure
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comprises an amino acid sequence at least 95% identical to a sequence selected from Table 9. In
some embodiments, a fusion protein of the present disclosure comprises an amino acid sequence
at least 96% identical to a sequence selected from Table 9. In some embodiments, a fusion
protein of the present disclosure comprises an amino acid sequence at least 97% identical to a
sequence selected from Table 9. In some embodiments, a fusion protein of the present disclosure
comprises an amino acid sequence at least 98% identical to a sequence selected from Table 9. In
some embodiments, a fusion protein of the present disclosure comprises an amino acid sequence
at least 99% identical to a sequence selected from Table 9. In some embodiments, a fusion
protein of the present disclosure comprises an amino acid sequence identical to a sequence

selected from Table 9.

[0198] In some embodiments, a fusion protein of the present disclosure is encoded by
one or more nucleic acids comprise a sequence at least 80% identical to a sequence selected from
Table 10. In some embodiments, a fusion protein of the present disclosure is encoded by one or
more nucleic acids comprising a sequence at least 85% identical to a sequence selected from
Table 10. In some embodiments, a fusion protein of the present disclosure is encoded by one or
more nucleic acids comprising a sequence at least 90% identical to a sequence selected from
Table 10. In some embodiments, a fusion protein of the present disclosure is encoded by one or
more nucleic acids comprising a sequence at least 95% identical to a sequence selected from
Table 10. In some embodiments, a fusion protein of the present disclosure is encoded by one or
more nucleic acids comprising a sequence at least 96% identical to a sequence selected from
Table 10. In some embodiments, a fusion protein of the present disclosure is encoded by one or
more nucleic acids comprising a sequence at least 97% identical to a sequence selected from
Table 10. In some embodiments, a fusion protein of the present disclosure is encoded by one or
more nucleic acids comprising a sequence at least 98% identical to a sequence selected from
Table 10. In some embodiments, a fusion protein of the present disclosure is encoded by one or
more nucleic acids comprising a sequence at least 99% identical to a sequence selected from
Table 10. In some embodiments, a fusion protein of the present disclosure is encoded by one or

more nucleic acids comprising a sequence identical to a sequence selected from Table 10.

[0199] In some embodiments, a modified immune cell (e.g., a stem cell, macrophage,

monocyte, or dendritic cell) comprising a fusion protein of the present disclosure maintains a
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pro-inflammatory phenotype over time. In some embodiments, a modified immune cell (e.g., a
stem cell, macrophage, monocyte, or dendritic cell) comprising a fusion protein of the present
disclosure maintains a pro-inflammatory phenotype at least 4 hours, 2 days, 4 days, 7 days, 14
days, and/or 28 days after an immune cell is modified with a nucleic acid encoding the fusion
protein. In some embodiments, a modified immune cell (e.g., a stem cell, macrophage,
monocyte, or dendritic cell) comprising a fusion protein of the present disclosure maintains a
pro-inflammatory phenotype longer than an immune cell induced by pre-treatment with a soluble

cytokine.

[0200] In some embodiments, a modified immune cell (e.g., a stem cell, macrophage,
monocyte, or dendritic cell) comprising a fusion protein of the present disclosure maintains an
anti-inflammatory phenotype over time. In some embodiments, a modified immune cell (e.g., a
stem cell, macrophage, monocyte, or dendritic cell) comprising a fusion protein of the present
disclosure maintains an anti-inflammatory phenotype at least 4 hours, 2 days, 4 days, 7 days, 14
days, and/or 28 days after an immune cell is modified with a nucleic acid encoding the fusion
protein. In some embodiments, a modified immune cell (e.g., a stem cell, macrophage,
monocyte, or dendritic cell) comprising a fusion protein of the present disclosure maintains an
anti-inflammatory phenotype longer than an immune cell induced by pre-treatment with a

soluble cytokine.

[0201] In some embodiments, a modified immune cell (e.g., a stem cell, macrophage,
monocyte, or dendritic cell) comprising a fusion protein of the present disclosure maintains a
pro-inflammatory phenotype and/or otherwise resists subversion when challenged by anti-
inflammatory cytokines. In some embodiments, the sensitivity of a modified immune cell to
environmental cytokines is measured by generating a dose-response curve of pro-inflammatory
markers by treating modified immune cells comprising pro-inflammatory fusion proteins with
increasing concentrations of anti-inflammatory cytokines. In some embodiments, the sensitivity
of a modified immune cell to environmental cytokines is measured by generating a dose-
response curve of pro-inflammatory markers by treating modified immune cells comprising pro-
inflammatory fusion proteins with increasing concentrations of pro-inflammatory cytokines (e.g.,
quantifying the effect of soluble IFN-B on modified immune cells comprising an IFN- fusion

protein).

67



WO 2022/169870 PCT/US2022/014936

[0202] In some embodiments, a modified immune cell (e.g., a stem cell, macrophage,
monocyte, or dendritic cell) comprising a fusion protein of the present disclosure maintains an
anti-inflammatory phenotype and/or otherwise resists subversion when challenged by pro-
inflammatory cytokines. In some embodiments, the sensitivity of a modified immune cell to
environmental cytokines is measured by generating a dose-response curve of anti-inflammatory
markers by treating modified immune cells comprising anti-inflammatory fusion proteins with
increasing concentrations of pro-inflammatory cytokines. In some embodiments, the sensitivity
of a modified immune cell to environmental cytokines is measured by generating a dose-
response curve of anti-inflammatory markers by treating modified immune cells comprising anti-
inflammatory fusion proteins with increasing concentrations of anti-inflammatory cytokines
(e.g., quantifying the effect of soluble IL-10 on modified immune cells comprising an IL-10

fusion protein).

[0203] In some embodiments, a modified immune cell (e.g., a stem cell, macrophage,
monocyte, or dendritic cell) comprising a fusion protein of the present disclosure has minimal
effects on neighboring cells. In some embodiments, the effect of a modified immune cell (e.g., a
stem cell, macrophage, monocyte, or dendritic cell) comprising a fusion protein of the present
disclosure on an unmodified cell (e.g., an immune cell that doesn’t comprise a fusion protein of
the present disclosure) can be tested by co-culturing modified immune cells with unmodified
immune cells and using flow cytometry to analyze the expression of pro-inflammatory and anti-
inflammatory markers in the unmodified cells. In some embodiments, modified immune cells
and unmodified immune cells can be co-cultured in a culture dish where the modified immune
cells and unmodified immune cells contact each other. In some embodiments, modified immune
cells and unmodified immune cells can be co-cultured in a culture dish where the modified
immune cells and unmodified immune cells are separated by a transwell assay membrane. In
some embodiments, a positive control for testing the effect of modified immune cells on
unmodified immune cells comprises modified immune cells that express soluble cytokine that

can diffuse to stimulate neighboring cells, instead of a fusion protein of the present disclosure.

[0204] In some embodiments, a modified immune cell (e.g., a stem cell, macrophage,
monocyte, or dendritic cell) comprising a fusion protein of the present disclosure has minimal

cytotoxic effects on neighboring cells. In some embodiments, modifying an immune cell to
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comprise a fusion protein of the present disclosure is not cytotoxic to the modified immune cell.
In some embodiments, RNAseq data from modified immune cells are examined to determine if

upregulation of genes indicative of cytotoxic effects is present.

[0205] In some embodiments, expression of a fusion protein of the present disclosure in a
modified immune cell (e.g., a stem cell, macrophage, monocyte, or dendritic cell) also
comprising a CAR does not decrease a targeted effector function (e.g., phagocytosis, targeted
cellular cytotoxicity, antigen presentation, or cytokine secretion) of the modified immune cell
relative to a modified immune cell comprising the CAR but not comprising the fusion protein.

In some embodiments, expression of a fusion protein of the present disclosure in a modified
immune cell (e.g., a stem cell, macrophage, monocyte, or dendritic cell) also comprising a CAR
increases a targeted effector function (e.g., phagocytosis, targeted cellular cytotoxicity, antigen
presentation, or cytokine secretion) of the modified immune cell relative to a modified immune

cell comprising the CAR but not comprising the fusion protein.

Cytokines

[0206] The present disclosure provides fusion proteins comprising cytokines. In some
embodiments, a cytokine is or comprises a pro-inflammatory (M1) cytokine. In some
embodiments, a pro-inflammatory cytokine is or comprises a Type I Inteferon (IFN-al, IFN-a2,
IFN-a4, IFN-a5, IFN-a6, IFN-a7, IFN-a8, IFN-a10, IFN-a13, IFN-a14, IFN-a16, IFN-a17,
IFN-a21, IFN-B, IFN-w, IFN-¢, or IFN-x), Type Il Interferon (IFN-y), Type III Interferon (IFN-
A1, IFN-A2, IFN-A3, or IFN-A4), TNF-q, IL-1B, IL-6, IL-12, IL-17, IL-23, or GM-CSF. In some
embodiments, a cytokine is or comprises an anti-inflammatory (M2) cytokine. In some
embodiments, an anti-inflammatory cytokine is or comprises IL-4, IL-10, IL-13, IL-18, M-CSF,
or TGF-B. In some embodiments, a cytokine is or comprises a Type I Inteferon (IFN-al, IFN-
a2, IFN-a4, IFN-a5, IFN-a6, IFN-a7, IFN-a8, IFN-a10, IFN-a13, IFN-al14, IFN-a16, IFN-
al7, IFN-a21, IFN-B, IFN-w, IFN-¢, or IFN-k), Type Il Interferon (IFN-y), Type III Interferon
(IFN-A1, IFN-A2, IFN-A3, or IFN-A4), TNF-q, IL-1pB, IL-6, IL-12, IL-17, IL-23, GM-CSF, IL-4,
IL-10, IL-13, TL-18, M-CSF, or TGF-f . In some embodiments, a cytokine is selected from
Table 1.
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[0207] In some embodiments, a fusion protein of the present invention comprises a
cytokine comprising the same linear amino acid sequence as an endogenous cytokine (e.g.,
sequences in Table 2a and Table 2b). In some embodiments, a fusion protein of the present
invention comprises a cytokine comprising an engineered amino acid sequence (e.g., sequences
in Table 6). In some embodiments, an engineered cytokine amino acid sequence is derived from

an endogenous cytokine sequence.

[0208] In some embodiments, an engineered cytokine is or comprises a circular
permutation. A circular permutation is a version of a protein wherein sections of amino acids are
rearranged such that a region of amino acids in the middle of an endogenous protein is instead at
the N-terminal or C-terminal end, but with the resulting protein still having an overall three-
dimensional shape similar to the endogenous protein. In some embodiments, a fusion protein
comprising a circular permutation of a cytokine will have increased binding between the
cytokine and the cytokine receptor relative to a fusion protein comprising a cytokine comprising
the same linear amino acid sequence as an endogenous cytokine. In some embodiments, a fusion
protein comprising a circular permutation of a cytokine will have increased signaling relative to a
fusion protein comprising a cytokine comprising the same linear amino acid sequence as an
endogenous cytokine. In some embodiments, a fusion protein comprising a circular permutation
of a cytokine comprises a shorter linker relative to a fusion protein comprising a cytokine
comprising the same linear amino acid sequence as an endogenous cytokine. In some
embodiments, a fusion protein of the present invention comprises a circular permutation of IL-

1B, IL-4, IL-10, or IL-13.

[0209] In some embodiments, an engineered cytokine is or comprises a single-chain
cytokine. As used herein, a single-chain cytokine comprises two or more copies of a cytokine
fused together. In some embodiments, the two or more copies of a cytokine in a single-chain
cytokine are separated by a linker. In some embodiments, a single-chain cytokine allows a
fusion protein of the present disclosure to mimic an endogenous cytokine that acts as a multimer
when binding to the cytokine receptor. In some embodiments, a fusion protein of the present
invention comprises a single-chain cytokine comprising two or more copies of IFN-y, TNF-q,

IL-12, or IL-10.
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[0210] In some embodiments, an engineered cytokine is or comprises a monomeric
cytokine. As used herein, a monomeric cytokine has been engineered so that it does not need to
multimerize (e.g., dimerize or trimerize) in order to bind to its corresponding cytokine receptor.
In some embodiments, a fusion protein of the present invention comprises a monomeric cytokine

comprising an engineered version of IFN-y, TNF-q, IL-12, or IL-10.

[0211] In some embodiments, a fusion protein of the present disclosure comprises an
amino acid sequence at least 80% identical to a sequence selected from Table 2a, Table 2b, or
Table 6. In some embodiments, a fusion protein of the present disclosure comprises an amino
acid sequence at least 85% identical to a sequence selected from Table 2a, Table 2b, or Table 6.
In some embodiments, a fusion protein of the present disclosure comprises an amino acid
sequence at least 90% identical to a sequence selected from Table 2a, Table 2b, or Table 6. In
some embodiments, a fusion protein of the present disclosure comprises an amino acid sequence
at least 95% identical to a sequence selected from Table 2a, Table 2b, or Table 6. In some
embodiments, a fusion protein of the present disclosure comprises an amino acid sequence at
least 96% identical to a sequence selected from Table 2a, Table 2b, or Table 6. In some
embodiments, a fusion protein of the present disclosure comprises an amino acid sequence at
least 97% identical to a sequence selected from Table 2a, Table 2b, or Table 6. In some
embodiments, a fusion protein of the present disclosure comprises an amino acid sequence at
least 98% identical to a sequence selected from Table 2a, Table 2b, or Table 6. In some
embodiments, a fusion protein of the present disclosure comprises an amino acid sequence at
least 99% identical to a sequence selected from Table 2a, Table 2b, or Table 6. In some
embodiments, a fusion protein of the present disclosure comprises an amino acid sequence

identical to a sequence selected from Table 2a, Table 2b, or Table 6.

[0212] In some embodiments, a fusion protein of the present disclosure is encoded by
one or more nucleic acids comprise a sequence at least 80% identical to a sequence selected from
Table 4a, Table 4b, or Table 7. In some embodiments, a fusion protein of the present
disclosure is encoded by one or more nucleic acids comprising a sequence at least 85% identical
to a sequence selected from Table 4a, Table 4b, or Table 7. In some embodiments, a fusion
protein of the present disclosure is encoded by one or more nucleic acids comprising a sequence

at least 90% identical to a sequence selected from Table 4a, Table 4b, or Table 7. In some
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embodiments, a fusion protein of the present disclosure is encoded by one or more nucleic acids
comprising a sequence at least 95% identical to a sequence selected from Table 4a, Table 4b, or
Table 7. In some embodiments, a fusion protein of the present disclosure is encoded by one or
more nucleic acids comprising a sequence at least 96% identical to a sequence selected from
Table 4a, Table 4b, or Table 7. In some embodiments, a fusion protein of the present
disclosure is encoded by one or more nucleic acids comprising a sequence at least 97% identical
to a sequence selected from Table 4a, Table 4b, or Table 7. In some embodiments, a fusion
protein of the present disclosure is encoded by one or more nucleic acids comprising a sequence
at least 98% identical to a sequence selected from Table 4a, Table 4b, or Table 7. In some
embodiments, a fusion protein of the present disclosure is encoded by one or more nucleic acids
comprising a sequence at least 99% identical to a sequence selected from Table 4a, Table 4b, or
Table 7. In some embodiments, a fusion protein of the present disclosure is encoded by one or
more nucleic acids comprising a sequence identical to a sequence selected from Table 4a, Table

4b, or Table 7.

Linkers

[0213] In some embodiments, a fusion protein of the present disclosure comprises a
linker. In some embodiments, a fusion protein of the present disclosure comprises a linker
between the cytokine and cytokine receptor. In some embodiments, the linker is a flexible
linker. In some embodiments, a flexible linker comprises predominantly small amino acids,
either non-polar (e.g., serine or threonine) or polar (e.g., glycine). In some embodiments, a
flexible linker comprises amino acid substitutions (e.g., lysine, glutamic acid, glutamine, aspartic
acid, and/or asparagine) relative to a known linker in order to improve solubility of the linker. In
some embodiments, the flexibility of a linker is determined using circular dichroism
spectroscopy to test if a linker is folded into a helix (i.e., a rigid structure) or a non-structured
(i.e., flexible) coil. In some embodiments, the linker is a cleavable linker. In some
embodiments, a linker comprises 5-50 amino acids. In some embodiments, a linker comprises
19-26 amino acids. In some embodiments, a linker comprises 26 amino acids. In some

embodiments, a linker is at least 90 angstroms in length. In some embodiments, a linker

72



WO 2022/169870 PCT/US2022/014936

comprises amino acids selected from glycine (G), serine (S), threonine (T), lysine (K), proline

(P), glutamic acid (E), glutamine (Q), aspartic acid (D), asparagine (N), or alanine (A).

[0214] In some embodiments, a linker is or comprises a linker selected from a group
consisting of: a (G4S)n linker (wherein n = 1-5) (SEQ ID NO: 170), a Whitlow linker, and
Linker 26.

[0215] In some embodiments, a fusion protein of the present disclosure comprises an
amino acid sequence at least 80% identical to a linker sequence selected from Table 8. In some
embodiments, a fusion protein of the present disclosure comprises an amino acid sequence at
least 85% identical to a linker sequence selected from Table 8. In some embodiments, a fusion
protein of the present disclosure comprises an amino acid sequence at least 90% identical to a
linker sequence selected from Table 8. In some embodiments, a fusion protein of the present
disclosure comprises an amino acid sequence at least 95% identical to a linker sequence selected
from Table 8. In some embodiments, a fusion protein of the present disclosure comprises an
amino acid sequence at least 96% identical to a linker sequence selected from Table 8. In some
embodiments, a fusion protein of the present disclosure comprises an amino acid sequence at
least 97% identical to a linker sequence selected from Table 8. In some embodiments, a fusion
protein of the present disclosure comprises an amino acid sequence at least 98% identical to a
linker sequence selected from Table 8. In some embodiments, a fusion protein of the present
disclosure comprises an amino acid sequence at least 99% identical to a linker sequence selected
from Table 8. In some embodiments, a fusion protein of the present disclosure comprises an

amino acid sequence identical to a linker sequence selected from Table 8.

[0216] In some embodiments, a fusion protein of the present disclosure is encoded by
one or more nucleic acids comprising a sequence at least 80% identical to a linker sequence
selected from Table 8. In some embodiments, a fusion protein of the present disclosure is
encoded by one or more nucleic acids comprising a sequence at least 85% identical to a linker
sequence selected from Table 8. In some embodiments, a fusion protein of the present
disclosure is encoded by one or more nucleic acids comprising a sequence at least 90% identical
to a linker sequence selected from Table 8. In some embodiments, a fusion protein of the
present disclosure is encoded by one or more nucleic acids comprising a sequence at least 95%

identical to a linker sequence selected from Table 8. In some embodiments, a fusion protein of
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the present disclosure is encoded by one or more nucleic acids comprising a sequence at least
96% identical to a linker sequence selected from Table 8. In some embodiments, a fusion
protein of the present disclosure is encoded by one or more nucleic acids comprising a sequence
at least 97% identical to a linker sequence selected from Table 8. In some embodiments, a
fusion protein of the present disclosure is encoded by one or more nucleic acids comprising a
sequence at least 98% identical to a linker sequence selected from Table 8. In some
embodiments, a fusion protein of the present disclosure is encoded by one or more nucleic acids
comprising a sequence at least 99% identical to a linker sequence selected from Table 8. In
some embodiments, a fusion protein of the present disclosure is encoded by one or more nucleic

acids comprising a sequence identical to a linker sequence selected from Table 8.

Cytokine Receptors

[0217] The present disclosure provides fusion proteins comprising cytokine receptors. In
some embodiments, a cytokine receptor is or comprises a pro-inflammatory (M1) cytokine
receptor. In some embodiments, a pro-inflammatory cytokine receptor is or comprises IFNAR1,
IFNAR2, IFNGR1, IFNGR2, IFNLR1, TNFR1, TNFR2, IL-1R1, IL-1R3, IL-6R0, gp130, IL-
12RB1, IL-12RB2, IL-17RA, IL-17RB, IL-17RC, IL-23R, CSF2-Ra, or CSF2-Rp. In some
embodiments, a cytokine receptor is or comprises an anti-inflammatory (M2) cytokine receptor.
In some embodiments, an anti-inflammatory cytokine receptor is or comprises IL-4Ra, IL-4Ral,
IL-2Ryc, IL-10R 1, IL-10R2, IL-13Ral, IL-18Ra, IL-18RpB, CSF1-R, TGF-BR1, or TGF-PR2. In
some embodiments, a cytokine receptor is or comprises IFNART1, IFNAR2, IFNGR1, IFNGR2,
IFNLR1, TNFR1, TNFR2, IL-1R1, IL-1R3, IL-6Ra, gp130, IL-12RB1, IL-12RB2, IL-17RA, IL-
17RB, IL-17RC, IL-23R, CSF2-Ra, CSF2-Rp, IL-4Ra, IL-4Ral, IL-2Ryc, IL-10R1, IL-10R2,
IL-13Ral, IL-18Ro, IL-18Rp, CSF1-R, TGF-BR1, or TGF-BR2.

[0218] In some embodiments, a fusion protein of the present invention comprises a
cytokine receptor comprising the same linear amino acid sequence as an endogenous cytokine
(e.g., sequences in Table 3a and Table 3b). In some embodiments, a fusion protein of the
present invention comprises a cytokine receptor comprising an engineered amino acid sequence.
In some embodiments, an engineered cytokine amino acid sequence is derived from an

endogenous cytokine sequence.
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[0219] Many cytokines, including IFN-B and IL-10, signal through heterodimeric
receptor complexes. In some embodiments, a fusion protein of the present disclosure comprises
a cytokine and either cytokine receptor subunit (see Table 1). In some embodiments, a cytokine
of the present disclosure will bind its tethered receptor subunit (receptor subunit included with
the cytokine in the fusion protein) and then recruit an endogenously expressed second receptor
subunit. For example, a fusion protein comprising IFN-B and IFNAR-1 would recruit
endogenous IFNAR-2. Alternatively, a fusion protein comprising IFN-f and IFNAR-2 would
recruit endogenous IFNAR-1. In some embodiments, a fusion protein of the present disclosure
comprises a cytokine and both receptor subunits (e.g., a cytokine selected from Table 1 and both
Receptor 1 and Receptor 2 from the same row in Table 1). In some embodiments, a fusion
protein of the present disclosure comprising a cytokine and both receptor subunits further

comprises a cleavable linker between the receptor subunits.

[0220] In some embodiments, a fusion protein of the present disclosure comprises an
amino acid sequence at least 80% identical to a sequence selected from Table 3a or Table 3b.

In some embodiments, a fusion protein of the present disclosure comprises an amino acid
sequence at least 85% identical to a sequence selected from Table 3a or Table 3b. In some
embodiments, a fusion protein of the present disclosure comprises an amino acid sequence at
least 90% identical to a sequence selected from Table 3a or Table 3b. In some embodiments, a
fusion protein of the present disclosure comprises an amino acid sequence at least 95% identical
to a sequence selected from Table 3a or Table 3b. In some embodiments, a fusion protein of the
present disclosure comprises an amino acid sequence at least 96% identical to a sequence
selected from Table 3a or Table 3b. In some embodiments, a fusion protein of the present
disclosure comprises an amino acid sequence at least 97% identical to a sequence selected from
Table 3a or Table 3b. In some embodiments, a fusion protein of the present disclosure
comprises an amino acid sequence at least 98% identical to a sequence selected from Table 3a or
Table 3b. In some embodiments, a fusion protein of the present disclosure comprises an amino
acid sequence at least 99% identical to a sequence selected from Table 3a or Table 3b. In some
embodiments, a fusion protein of the present disclosure comprises an amino acid sequence

identical to a sequence selected from Table 3a or Table 3b.
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[0221] In some embodiments, a fusion protein of the present disclosure is encoded by
one or more nucleic acids comprise a sequence at least 80% identical to a sequence selected from
Table 5a or Table Sb. In some embodiments, a fusion protein of the present disclosure is
encoded by one or more nucleic acids comprising a sequence at least 85% identical to a sequence
selected from Table Sa or Table Sb. In some embodiments, a fusion protein of the present
disclosure is encoded by one or more nucleic acids comprising a sequence at least 90% identical
to a sequence selected from Table Sa or Table Sb. In some embodiments, a fusion protein of the
present disclosure is encoded by one or more nucleic acids comprising a sequence at least 95%
identical to a sequence selected from Table Sa or Table Sb. In some embodiments, a fusion
protein of the present disclosure is encoded by one or more nucleic acids comprising a sequence
at least 96% identical to a sequence selected from Table Sa or Table Sb. In some embodiments,
a fusion protein of the present disclosure is encoded by one or more nucleic acids comprising a
sequence at least 97% identical to a sequence selected from Table Sa or Table Sb. In some
embodiments, a fusion protein of the present disclosure is encoded by one or more nucleic acids
comprising a sequence at least 98% identical to a sequence selected from Table Sa or Table Sb.
In some embodiments, a fusion protein of the present disclosure is encoded by one or more
nucleic acids comprising a sequence at least 99% identical to a sequence selected from Table Sa
or Table Sb. In some embodiments, a fusion protein of the present disclosure is encoded by one
or more nucleic acids comprising a sequence identical to a sequence selected from Table Sa or

Table Sb.

Signal Peptides

[0222] In some embodiments, a fusion protein of the present disclosure comprises a
signal peptide. In some embodiments, a fusion protein of the present disclosure comprises a
signal peptide at the N-terminus. In some embodiments, a nucleic acid encoding a signal peptide
comprises a nucleic acid encoding a signal peptide. In some embodiments, a signal peptide is or
comprises a human signal peptide. In some embodiments, a signal peptide of the present
disclosure is from a membrane-expressed or secreted protein. In some embodiments, a signal
peptide of the present disclosure is from a membrane-expressed or secreted cytokine. In some

embodiments, a signal peptide of the present disclosure is or comprises any signal peptide that
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leads to cell membrane localization of an engineered protein. In some embodiments, a signal

peptide comprises a CD8 signal peptide.

[0223] In some embodiments, a fusion protein of the present disclosure comprises an
amino acid sequence at least 80% identical to a signal peptide sequence selected from Table 8.
In some embodiments, a fusion protein of the present disclosure comprises an amino acid
sequence at least 85% identical to a signal peptide sequence selected from Table 8. In some
embodiments, a fusion protein of the present disclosure comprises an amino acid sequence at
least 90% identical to a signal peptide sequence selected from Table 8. In some embodiments, a
fusion protein of the present disclosure comprises an amino acid sequence at least 95% identical
to a signal peptide sequence selected from Table 8. In some embodiments, a fusion protein of
the present disclosure comprises an amino acid sequence at least 96% identical to a signal
peptide sequence selected from Table 8. In some embodiments, a fusion protein of the present
disclosure comprises an amino acid sequence at least 97% identical to a signal peptide sequence
selected from Table 8. In some embodiments, a fusion protein of the present disclosure
comprises an amino acid sequence at least 98% identical to a signal peptide sequence selected
from Table 8. In some embodiments, a fusion protein of the present disclosure comprises an
amino acid sequence at least 99% identical to a signal peptide sequence selected from Table 8.
In some embodiments, a fusion protein of the present disclosure comprises an amino acid

sequence identical to a signal peptide sequence selected from Table 8.

[0224] In some embodiments, a fusion protein of the present disclosure is encoded by
one or more nucleic acids comprising a sequence at least 80% identical to a signal peptide
sequence selected from Table 8. In some embodiments, a fusion protein of the present
disclosure is encoded by one or more nucleic acids comprising a sequence at least 85% identical
to a signal peptide sequence selected from Table 8. In some embodiments, a fusion protein of
the present disclosure is encoded by one or more nucleic acids comprising a sequence at least
90% identical to a signal peptide sequence selected from Table 8. In some embodiments, a
fusion protein of the present disclosure is encoded by one or more nucleic acids comprising a
sequence at least 95% identical to a signal peptide sequence selected from Table 8. In some
embodiments, a fusion protein of the present disclosure is encoded by one or more nucleic acids

comprising a sequence at least 96% identical to a signal peptide sequence selected from Table 8.
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In some embodiments, a fusion protein of the present disclosure is encoded by one or more
nucleic acids comprising a sequence at least 97% identical to a signal peptide sequence selected
from Table 8. In some embodiments, a fusion protein of the present disclosure is encoded by
one or more nucleic acids comprising a sequence at least 98% identical to a signal peptide
sequence selected from Table 8. In some embodiments, a fusion protein of the present
disclosure is encoded by one or more nucleic acids comprising a sequence at least 99% identical
to a signal peptide sequence selected from Table 8. In some embodiments, a fusion protein of
the present disclosure is encoded by one or more nucleic acids comprising a sequence identical

to a signal peptide sequence selected from Table 8.

Chimeric Antigen Receptors (CAR)

[0225] The term “chimeric antigen receptor” or “CAR,” as used herein, refers to an
artificial cell surface receptor that is engineered to be expressed on an immune effector cell and
specifically targets a cell and/or binds an antigen. CARs may be used, for example, as a therapy
with adoptive cell transfer. For example, in some embodiments, immune cells (e.g., stem cells,
macrophages, monocytes, and/or dendritic cells are removed from a patient (e.g., from blood,
tumor or ascites fluid) and modified so that they express a receptor specific to a particular form
of antigen. In some embodiments, such modified immune cells are then reintroduced to the same
or a different subject as a therapeutics. In some embodiments, CARs have been expressed with
specificity to an antigen, for example, a tumor associated antigen. In some embodiments, a CAR

comprises an extracellular domain, a transmembrane domain and an intracellular domain.

[0226] In some embodiments, a modified immune cell, for example, a modified stem
cell, macrophage, monocyte, or dendritic cell, is generated by expressing a CAR therein. In
some embodiments, an immune cell comprises a CAR comprising an extracellular domain, a
transmembrane domain, and an intracellular domain, wherein the immune cell comprises a stem

cell, macrophage, monocyte, or dendritic cell.

[0227] In some embodiments, a CAR may further comprise one or more of’ one or more
extracellular leader domains, one or more extracellular hinge domains and one or more

intracellular co-stimulatory domains.
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[0228] In some embodiments, a CAR comprises a spacer domain or hinge between an
extracellular domain and a transmembrane domain. In some embodiments, a CAR comprises a
spacer domain or hinge between an intracellular domain and a transmembrane domain. As used
herein, the term “spacer domain” or “hinge” refers to any oligo- or polypeptide that functions to
link a transmembrane domain to either an extracellular domain or to an intracellular domain in a
polypeptide chain. In some embodiments, a spacer domain or hinge may comprise up to 300
amino acids, preferably 10 to 100 amino acids and most preferably 25 to 50 amino acids. In
some embodiments, a short oligo- or polypeptide linker, preferably between 2 and 10 amino
acids in length, may form a linkage between a transmembrane domain and an intracellular

domain of a CAR. An example of a linker includes a glycine-serine doublet.

[0229] In some embodiments, an immune cell (e.g., a stem cell, macrophage, monocyte,
or dendritic cell) comprising a CAR may comprise one or more control systems including, but
not limited to: a safety switch (e.g., an on switch, and off switch, a suicide switch), a logic gate,
for example an AND gate (e.g., two or more CARs, each of which lacks one or more signaling
domains such that activation of both/all CARs is required for full immune cell (e.g., stem cell,
macrophage, monocyte, or dendritic cell) activation or function), an OR gate (e.g., two or more
CARs, each with an intracellular domain such as CD3( and a co-stimulatory domain), and/or a
NOT gate (e.g., two or more CARs, one of which includes an inhibitory domain that antagonizes

the function of the other CAR[s]).

[0230] The present disclosure also provides immune cells (e.g., stem cells, macrophages,
monocytes, or dendritic cells) comprising a nucleic acid sequence (e.g., an isolated nucleic acid
sequence) encoding a CAR, wherein the nucleic acid sequence comprises a nucleic acid
sequence encoding an extracellular domain, a nucleic acid sequence encoding a transmembrane
domain and a nucleic acid sequence encoding an intracellular domain, wherein the cell is a stem

cell, macrophage, monocyte or dendritic cell that expresses the CAR.

[0231] In some embodiments, a CAR comprises an extracellular domain that is operably
linked to another domain of the CAR, such as a transmembrane domain or an intracellular
domain, for expression in an immune cell. In some embodiments, a nucleic acid encoding an

extracellular domain is operably linked to a nucleic acid encoding a transmembrane domain and
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the nucleic acid encoding the transmembrane domain is operably linked to a nucleic acid

encoding an intracellular domain.

[0232] In some embodiments, an effector activity of an immune cell comprising a CAR
is directed against a target cell comprising an antigen that specifically binds an antigen binding
domain of the CAR. In some embodiments, a targeted effector activity directed against a target
cell is or comprises phagocytosis, targeted cellular cytotoxicity, antigen presentation, or cytokine

secretion.

[0233] In some embodiments, a CAR described herein comprises at least one domain
(e.g., an extracellular domain, a transmembrane domain, and/or an intracellular domain) that
inhibits anti-phagocytic signaling in an immune cell described herein (e.g., a stem cell,
macrophage, monocyte, or dendritic cell). In some embodiments, a CAR described herein
improves effector activity of an immune cell described herein (e.g., a stem cell, macrophage,
monocyte, or dendritic cell), e.g., by enhancing inhibition of CD47 and/or SIRPa. activity. In
some embodiments, a CAR described herein binds CD47, e.g., and serves as a dominant negative
receptor, inhibiting SIRPa activity (e.g., a CD47 sink). In some embodiments, a CAR described
herein that binds SIRPq, e.g., comprises an activating receptor (e.g., comprises a CD3z
intracellular domain). In some embodiments, a CAR described herein inhibits at least one
interaction of CD47 and SIRPa. In some embodiments, a CAR is or comprises a phagocytic

logic gate.

[0234] In some embodiments, an immune cell described herein (e.g., comprising or
expressing an exogenous cytokine, fusion protein and/or a CAR described herein) comprises or
expresses at least one variant or fragment of: SIRPa. (e.g., a dominant negative SIRPa. or a high-
affinity engineered variant of SIRPa, (e.g., CV1)), SF9 scFv, B6H12 scFv (e.g., a humanized
B6H12 scFv), PDI1 (e.g., a dominant negative PD1 or HAC-I), anti-PD1 scFv (e.g., E27 or
durvalumab), Siglec-10, Siglec-9, Siglec-11, and/or SHP-1. In some embodiments, a variant or
fragment comprises a mutated intracellular domain. In some embodiments, a variant or fragment
does not comprise or express at least one intracellular domain (e.g., an immune cell comprises or
expresses an anti-CD47 scFv, CD8 hinge domain, and CD8 transmembrane). In some

embodiments, an immune cell described herein (e.g., comprising or expressing an exogenous
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cytokine, fusion protein and/or a CAR described herein) comprises a dominant negative receptor,

e.g., blocking an inhibitory checkpoint.

[0235] In some embodiments, a CAR described herein further comprises a cleavage
peptide (e.g., a P2A, F2A, E2A and/or T2A peptide) and at least one second CAR comprising at
least one inhibitory domain of anti-phagocytic signaling. In some embodiments, at least one
second CAR comprises a SIRPa (e.g., a high-affinity engineered variant of SIRPa (e.g., CV1)),
5F9 scFv, B6H12 scFv (e.g., a humanized B6H12 scFv), or a CD47 binding extracellular domain
or a fragment thereof. In some embodiments, at least one second CAR comprises a SIRPa.
transmembrane domain or a fragment thereof. In certain embodiments, a second CAR further
comprises a hinge domain (e.g., a CD8 hinge domain). In certain embodiments, at least one
second CAR comprises: (i) a leader sequence (e.g., a CD8 leader); ii) an extracellular domain
(e.g., a SIRPa, CV1, 5F9 scFv, or B6H12 scFv (e.g., a humanized B6H12 scFv) extracellular
domain); and ii) a transmembrane domain (e.g., a SIRPo transmembrane domain). In some
embodiments, a CAR described herein further comprises a cleavage peptide (e.g., a P2A peptide)
and at least one marker protein (e.g., CD20 or a fragment thereof, CD19 or a fragment thereof,

NGEFR or a fragment thereof, a synthetic peptide, and/or a fluorescent protein).

[0236] In some embodiments, an immune cell described herein (e.g., comprising or
expressing an exogenous cytokine, fusion protein and/or a CAR described herein) comprises or
expresses one or more phosphatase dead domains (e.g. a phosphatase dead Shp1, phosphatase
dead 72-5ptase (INPP5SE), phosphatase dead Shp2, and/or phosphatase dead SHIP-1 domain)
and/or a constitutively active kinase domain (e.g., a constitutively active LYN domain). In some
embodiments, a CAR described herein further comprises a cleavage peptide (e.g., a P2A, F2A,
E2A and/or T2A peptide) and one or more phosphatase dead domains (e.g. a phosphatase dead
Shpl, phosphatase dead 72-5ptase (INPPSE), phosphatase dead Shp2, and/or phosphatase dead

SHIP-1 domain) and/or a constitutively active kinase domain (e.g., a constitutively active LYN

domain).
Extracellular Domains
[0237] The present disclosure provides chimeric antigen receptors (CAR) comprising

extracellular domains. In some embodiments, an extracellular domain comprises an Fc receptor
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(FcR) extracellular domain. In some embodiments, an extracellular domain comprises a toll-like
receptor (TLR) extracellular domain. In some embodiments, an extracellular domain comprises
a leader domain. In some embodiments, an extracellular domain comprises an antigen binding
domain. In some embodiments, an extracellular domain comprises a hinge domain. In some
embodiments, an extracellular domain comprises one or more of an FcR extracellular domain, a
TLR extracellular domain, a leader domain, an antigen binding domain and a hinge domain. In
some embodiments, an extracellular domain may be a domain that is endogenous to a particular
immune cell type (e.g., a modified immune cell as provided herein). In some embodiments, an
extracellular domain may be a domain that is not endogenous to a particular immune cell type

(e.g., a modified immune cell as provided herein).
FcR Extracellular Domains

[0238] In some embodiments, an FcR extracellular domain comprises a full-length FcR
extracellular domain. In some embodiments, an FcR extracellular domain comprises a portion of
a full-length FcR extracellular domain. In some embodiments, an FcR extracellular domain (or
portion thereof) is or comprises a human FcR extracellular domain. In some embodiments, an
FcR extracellular domain may be a domain that is endogenous to a particular immune cell type
(e.g., amodified immune cell as provided herein). In some embodiments, an FcR extracellular
domain may be a domain that is not endogenous to a particular immune cell type (e.g., a
modified immune cell as provided herein). In some embodiments, an FcR extracellular domain
comprises a CD64 (FeyRI), CD32a (FeyRIla), CD32b (FeyRIIb), CD32¢, CD16a (FeyRIIla),
CD16b (FcyRIIIb), FceRI, FceRII, or FcaRI (CD89) domain.

TLR Extracellular Domains

[0239] In some embodiments, a TLR extracellular domain comprises a full-length TLR
extracellular domain. In some embodiments, a TLR extracellular domain comprises a portion of
a full-length TLR extracellular domain. In some embodiments, a TLR extracellular domain (or
portion thereof) is or comprises a human TLR extracellular domain. In some embodiments, a
TLR extracellular domain may be a domain that is endogenous to a particular immune cell type
(e.g., amodified immune cell as provided herein). In some embodiments, a TLR extracellular

domain may be a domain that is not endogenous to a particular immune cell type (e.g., a
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modified immune cell as provided herein). In some embodiments, a TLR extracellular domain

comprises a TLR1, TLR2, TLR3, TLR4, TLRS, TLR6, TLR7, TLR8, or TLR9 domain.
Leader Domains

[0240] In some embodiments, a CAR comprises one or more extracellular leader
domains. In some embodiments, a nucleic acid encoding a CAR comprises a nucleic acid
sequence encoding an extracellular leader domain, but the extracellular leader domain is cleaved
from the CAR before the CAR is expressed in an immune cell. In some embodiments, an
extracellular leader domain is or comprises a human extracellular leader domain. In some
embodiments, an extracellular leader domain may be a domain that is endogenous to a particular
immune cell type (e.g., a modified immune cell as provided herein). In some embodiments, an
extracellular leader domain may be a domain that is not endogenous to a particular immune cell
type (e.g., a modified immune cell as provided herein). In some embodiments, an extracellular
leader domain comprises a CD8 extracellular leader domain. In some embodiments, an
extracellular leader domain comprises a leader domain from a stimulatory or co-stimulatory
domain (e.g., a TLR1, TLR2, TLR3, TLR4, TLRS, TLR6, TLR7, TLRS, TLR9, ALK, AXL,
DDR2, EGFR, EphA1, INSR, cMET, MUSK, PDGFR, PTK7, RET, ROR1, ROS1, RYK, TIE2,
TRK, VEGFR, CD40, CD19, CD20, 41BB, CD28, 0X40, GITR, TREM-1, TREM-2, DAP12,
MR, ICOS, MyD88 domain).

Antigen Binding Domains

[0241] In some embodiments, a CAR comprises an antigen binding domain that binds to
an antigen, for example, on a target cell. In some embodiments, a CAR comprises an antigen
binding domain that binds to an antigen associated with viral infection, bacterial infection,
parasitic infection, autoimmune disease, and/or cancer cells. In some embodiments, an antigen
binding domain recognizes an antigen that acts as a cell surface marker on a target cell associated

with a particular disease state.

[0242] In some embodiments, an antigen binding domain binds to a tumor antigen, such
as an antigen that is specific for a tumor or cancer of interest. In some embodiments a tumor
antigen comprises one or more antigenic cancer epitopes. In some embodiments, a tumor
antigen comprises CD19; CD123; CD22; CD30; CD171; CS-1 (also referred to as CD2 subset 1,
CRACC, SLAMF7, CD319, and 19A24); C-type lectin-like molecule-1 (CLL-1 or CLECL1);
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CD33; epidermal growth factor receptor variant III (EGFRvIII); ganglioside G2 (GD2);
ganglioside GD3 (aNeu5Ac(2-8)aNeu5Ac(2-3)bDGalp(1-4)bDGlep(1-1)Cer); TNF receptor
family member B cell maturation (BCMA); Tn antigen ((Tn Ag) or (GalNAca-Ser/Thr));
prostate-specific membrane antigen (PSMA); Receptor tyrosine kinase-like orphan receptor 1
(ROR1); Fms-Like Tyrosine Kinase 3 (FLT3); Tumor-associated glycoprotein 72 (TAG72);,
CD38; CD44vo6; Carcinoembryonic antigen (CEA); Epithelial cell adhesion molecule (EPCAM);
B7H3 (CD276), KIT (CD117); Interleukin-13 receptor subunit alpha-2 (IL-13Ra2 or CD213A2);
Mesothelin; Interleukin 11 receptor alpha (IL-11Ra); prostate stem cell antigen (PSCA); Protease
Serine 21 (Testisin or PRSS21); vascular endothelial growth factor receptor 2 (VEGFR2);,
Lewis(Y) antigen; CD24; Platelet-derived growth factor receptor beta (PDGFR-beta); Stage-
specific embryonic antigen-4 (SSEA-4); CD20; Folate receptor alpha; Receptor tyrosine-protein
kinase ERBB2 (Her2/neu); Mucin 1, cell surface associated (MUC1); epidermal growth factor
receptor (EGFR); neural cell adhesion molecule (NCAM); Prostase; prostatic acid phosphatase
(PAP); elongation factor 2 mutated (ELF2M); Ephrin B2; fibroblast activation protein alpha
(FAP); insulin-like growth factor 1 receptor (IGF-I receptor), carbonic anhydrase IX (CAIX);
Proteasome (Prosome, Macropain) Subunit, Beta Type, 9 (LMP2); glycoprotein 100 (gp100);
oncogene fusion protein consisting of breakpoint cluster region (BCR) and Abelson murine
leukemia viral oncogene homolog 1 (Abl) (ber-abl); tyrosinase; ephrin type-A receptor 2
(EphA2); Fucosyl GM1; sialyl Lewis adhesion molecule (sLe); ganglioside GM3 (aNeu5Ac(2-
3)bDGalp(1-4)bDGlcp(1-1)Cer); transglutaminase 5 (TGSS); high molecular weight-melanoma-
associated antigen (HMWMAA); o-acetyl-GD2 ganglioside (OAcGD2); Folate receptor beta;
tumor endothelial marker 1 (TEM1/CD248); tumor endothelial marker 7-related (TEM7R);
claudin 6 (CLDNG®); thyroid stimulating hormone receptor (TSHR); G protein-coupled receptor
class C group 5, member D (GPRC5D); chromosome X open reading frame 61 (CXORF61);
CD97;, CD179a; anaplastic lymphoma kinase (ALK); Polysialic acid; placenta-specific 1
(PLACT1); hexasaccharide portion of globoH glycoceramide (GloboH); mammary gland
differentiation antigen (NY-BR-1); uroplakin 2 (UPK2); Hepatitis A virus cellular receptor 1
(HAVCRU1); adrenoceptor beta 3 (ADRB3); pannexin 3 (PANX3); G protein-coupled receptor 20
(GPR20); lymphocyte antigen 6 complex, locus K 9 (LY6K); Olfactory receptor S1E2
(ORS1E2), TCR Gamma Alternate Reading Frame Protein (TARP); Wilms tumor protein
(WT1); Cancer/testis antigen 1 (NY-ESO-1); Cancer/testis antigen 2 (LAGE-1a); Melanoma-
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associated antigen 1 (MAGE-AT1); ETS translocation-variant gene 6, located on chromosome 12p
(ETV6-AML); sperm protein 17 (SPA17); X Antigen Family, Member 1A (XAGE1);
angiopoietin-binding cell surface receptor 2 (Tie 2); melanoma cancer testis antigen-1 (MAD-
CT-1); melanoma cancer testis antigen-2 (MAD-CT-2); Fos-related antigen 1; tumor protein p53
(p53); p53 mutant; prostein; surviving; telomerase; prostate carcinoma tumor antigen-1 (PCTA-1
or Galectin 8), melanoma antigen recognized by T cells 1 (MelanA or MART1); Rat sarcoma
(Ras) mutant; human Telomerase reverse transcriptase (W'TERT); sarcoma translocation
breakpoints; melanoma inhibitor of apoptosis (ML-IAP); ERG (transmembrane protease, serine
2 (TMPRSS2) ETS fusion gene); N-Acetyl glucosaminyl-transferase V (NA17); paired box
protein Pax-3 (PAX3); Androgen receptor; Cyclin B1; v-myc avian myelocytomatosis viral
oncogene neuroblastoma derived homolog (MYCN); Ras Homolog Family Member C (RhoC);
Tyrosinase-related protein 2 (TRP-2); Cytochrome P450 1B1 (CYP1B1); CCCTC-Binding
Factor (Zinc Finger Protein)-Like (BORIS or Brother of the Regulator of Imprinted Sites),
Squamous Cell Carcinoma Antigen Recognized By T Cells 3 (SART3); Paired box protein Pax-5
(PAXS); proacrosin binding protein sp32 (OY-TES1); lymphocyte-specific protein tyrosine
kinase (LCK); A kinase anchor protein 4 (AKAP-4); synovial sarcoma, X breakpoint 2 (SSX2);
Receptor for Advanced Glycation Endproducts (RAGE-1); renal ubiquitous 1 (RU1); renal
ubiquitous 2 (RU2); legumain; human papilloma virus E6 (HPV E6); human papilloma virus E7
(HPV E7); intestinal carboxyl esterase; heat shock protein 70-2 mutated (mut hsp70-2); CD79a;
CD79b; CD72; Leukocyte-associated immunoglobulin-like receptor 1 (LAIR1); Fc fragment of
IgA receptor (FCAR or CD89); Leukocyte immunoglobulin-like receptor subfamily A member 2
(LILRAZ2); CD300 molecule-like family member £ (CD300LF); C-type lectin domain family 12
member A (CLEC12A); bone marrow stromal cell antigen 2 (BST2); EGF-like module-
containing mucin-like hormone receptor-like 2 (EMR2); lymphocyte antigen 75 (LY75);
Glypican-3 (GPC3); Fc receptor-like 5 (FCRLS); or immunoglobulin lambda-like polypeptide 1
(IGLL1). In certain embodiments, a tumor antigen comprises ERBB2 (Her2/neu). In certain
embodiments, a tumor antigen comprises PSMA. In certain embodiments, a tumor antigen

comprises Mesothelin.

[0243] In some embodiments, an antigen binding domain binds to a misfolded protein
antigen or a protein of a protein aggregate, such as a protein that is specific for a disease/disorder

of interest. In some embodiments, the disease/disorder is a neurodegenerative disease/disorder,
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an inflammatory disease/disorder, a cardiovascular disease/disorder, a fibrotic disease/disorder,
or amyloidosis (e.g., mediated by protein aggregates of immunoglobulin light chains or of
transthyretin). In some embodiments, the neurodegenerative disease/disorder is selected from
the group consisting of tauopathy, asynucleopathy, presenile dementia, senile dementia,
Alzheimer's disease (mediated by protein aggregates ofbeta-amyloid), Parkinsonism linked to
chromosome 17 (FTDP-17), progressive supranuclear palsy (PSP), Pick' s disease, primary
progressive aphasia, frontotemporal dementia, corticobasal dementia, Parkinson's disease,
Parkinson's disease with dementia, dementia with Lewy bodies, Down syndrome, multiple
system atrophy, amyotrophic lateral sclerosis (ALS), Hallervorden-Spatz syndrome,
polyglutamine disease, trinucleotide repeat disease, Familial British dementia, Fatal Familial
Insomnia, Gerstmann-Straussler-Scheinker Syndrome, Hereditary cerebral hemorrhage with
amyloidosis (Icelandic) (HCHW A-I), Sporadic Fatal Insomnia (sFI), Variably Protease-
Sensitive Prionopathy (VPSPr), Familial Danish dementia, and prion disease (such as

Creutzfeldt-Jakob disease, CJD and Variant Creutzfeldt-Jakob Disease (vCID)).

[0244] In some embodiments, an antigen binding domain comprises any domain that
binds to an antigen. In some embodiments, an antigen binding domain is or comprises a
monoclonal antibody, a polyclonal antibody, a synthetic antibody, a human antibody, a
humanized antibody, a non-human antibody, or any fragment thereof, for example an scFv. In
some embodiments, an antigen binding domain is or comprises an aptamer, a darpin, a centyrin,
a naturally occurring or synthetic receptor, an affibody, or other engineered protein recognition
molecule. In some embodiments, an antigen binding domain is or comprises a mammalian
antibody or a fragment thereof. In some embodiments, an antigen binding domain is derived, in
whole or in part, from the same species in which the CAR will ultimately be used. For example,
for use in humans, an antigen binding domain of a CAR comprises a human antibody, a
humanized antibody, or a fragment thereof (e.g. a scFv). In some embodiments, an antigen
binding domain may be a domain that is endogenous to a particular immune cell type (e.g., a
modified immune cell as provided herein). In some embodiments, an antigen binding domain
may be a domain that is not endogenous to a particular immune cell type (e.g., a modified

immune cell as provided herein).
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[0245] In some embodiments, a CAR comprises one or more antigen binding domains.

In some embodiments, a CAR comprises two or more antigen binding domains. In some
embodiments, a CAR is a bispecific CAR. In some embodiments, an immune cell comprises two
or more different CARs comprising one or more antigen binding domains. In some
embodiments, an immune cell comprising a bispecific CAR and/or comprising two or more
different CARs comprising one or more antigen binding domains can reduce off-target and/or
on-target off-tissue effects by requiring that two antigens are present. In some embodiments, an
immune cell comprises a bispecific CAR and/or comprises two or more different CARs
comprising one or more antigen binding domains, wherein the CARs provide distinct signals that
in isolation are insufficient to mediate activation of the modified cell, but are synergistic
together, stimulating activation of the modified cell. In some embodiments, such a construct

may be referred to as an ‘AND’ logic gate.

[0246] In some embodiments, an immune cell comprising a bispecific CAR and/or
comprising two or more different CARs comprising one or more antigen binding domains can
reduce off-target and/or on-target off-tissue effects by requiring that one antigen is present and a
second, normal protein antigen is absent before the cell’s activity is stimulated. In some
embodiments, such a construct may be referred to as a ‘NOT’ logic gate. In contrast to AND
gates, NOT gated CAR-modified cells are activated by binding to a single antigen. However, the
binding of a second receptor to the second antigen functions to override the activating signal
being perpetuated through the CAR. Typically, such an inhibitory receptor would be targeted

against an antigen that is abundantly expressed in a normal tissue but is absent in tumor tissue.
Hinge Domains

[0247] In some embodiments, a CAR comprises one or more extracellular hinge
domains. In some embodiments, an extracellular hinge domain is or comprises a human
extracellular hinge domain. In some embodiments, an extracellular hinge domain may be a
domain that is endogenous to a particular immune cell type (e.g., a modified immune cell as
provided herein). In some embodiments, an extracellular hinge domain may be a domain that is
not endogenous to a particular immune cell type (e.g., a modified immune cell as provided
herein). In some embodiments, one or more extracellular hinge domains comprise a CD8a

extracellular hinge domain or an IgG4 or a CD28 extracellular hinge domain. In some
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embodiments, an extracellular hinge domain optimizes the physicochemical parameters of a
CAR, e.g, optimal size relative to tumor antigen (e.g., allowing for exclusion of inhibitory
molecules), optimal flexibility, optimal protein folding, optimal protein stability, optimal

binding, optimal homodimerization, and/or lack of homodimerization.

Transmembrane Domains

[0248] In some embodiments, a CAR comprises a transmembrane domain, for example,
that connects an extracellular domain to an intracellular domain. In some embodiments, a
transmembrane domain is naturally associated with one or more other domain(s) of a CAR. In
some embodiments, a transmembrane domain can be modified to avoid binding to
transmembrane domains of other surface membrane proteins, in order to minimize interactions
with other members of a receptor complex. In some embodiments, a transmembrane domain
may be derived either from a naturally-occurring or from a synthetic source. In some
embodiments a transmembrane domain is derived from a naturally-occurring membrane-bound
or transmembrane protein. In some embodiments, a transmembrane domain is or comprises a
human transmembrane domain. In some embodiments, a transmembrane domain may be a
domain that is endogenous to a particular immune cell type (e.g., a modified immune cell as
provided herein). In some embodiments, a transmembrane domain may be a domain that is not
endogenous to a particular immune cell type (e.g., a modified immune cell as provided herein).
In some embodiments, a transmembrane domain comprises a CD8a, CD64, CD32a, CD32c,
CD16a, TRL1, TLR2, TLR3, TRL4, TLRS, TLR6, TLR7, TLRS, TLR9, ALK, AXL, DDR2,
EGFR, EphA1l, INSR, cMET, MUSK, PDGFR, PTK7, RET, ROR1, ROS1, RYK, TIE2, TRK,
VEGFR, CD40, CD19, CD20, 41BB, CD28, 0X40, GITR, TREM-1, TREM-2, DAP12, MR,
ICOS, MyD88, CD3-zeta, FcR v, V/I/LxYxxL/V, SIRPa, CD45, Siglec-10, PD1, SHP-1, SHP-2,
KIR-2DL, KIR-3DL, NKG2A, CD170, CD33, BTLA, CD32b, SIRPB, CD22, PIR-B, LILRBI,

CD36, or Syk transmembrane domain.
FcR Transmembrane Domains

[0249] In some embodiments, an FcR transmembrane domain comprises a full-length
FcR transmembrane domain. In some embodiments, an FcR transmembrane domain comprises a

portion of a full-length FcR transmembrane domain. In some embodiments, an FcR
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transmembrane domain is or comprises a human FcR transmembrane domain, or portion thereof.
In some embodiments, an FcR transmembrane domain may be a domain that is endogenous to a
particular immune cell type (e.g., a modified immune cell as provided herein). In some
embodiments, an FcR transmembrane domain may be a domain that is not endogenous to a
particular immune cell type (e.g., a modified immune cell as provided herein). In some
embodiments, an FcR transmembrane domain comprises a CD64 (FcyRI), CD32a (FcyRlIla),
CD32b (FeyRIIb), CD32¢, CD16a (FeyRlIlla), CD16b (FeyRIIb), FceRI, FeeRIl, or FeaRI
(CD89) domain.

TLR Transmembrane Domains

[0250] In some embodiments, a TLR transmembrane domain comprises a full-length
TLR transmembrane domain. In some embodiments, a TLR transmembrane domain comprises a
portion of a full-length TLR transmembrane domain. In some embodiments, a TLR
transmembrane domain is or comprises a human TLR transmembrane domain, or portion thereof.
In some embodiments, a TLR transmembrane domain may be a domain that is endogenous to a
particular immune cell type (e.g., a modified immune cell as provided herein). In some
embodiments, a TLR transmembrane domain may be a domain that is not endogenous to a
particular immune cell type (e.g., a modified immune cell as provided herein). In some
embodiments, a TLR transmembrane domain comprises a TLR1, TLR2, TLR3, TLR4, TLRS,
TLR6, TLR7, TLRS8, or TLRY domain.

Intracellular Domains

[0251] In some embodiments, a CAR comprises one or more intracellular domains. In
some embodiments, an intracellular domain is or comprises a human intracellular domain, or
portion thereof. In some embodiments, an intracellular domain may be a domain that is
endogenous to a particular immune cell type (e.g., a modified immune cell as provided herein).
In some embodiments, an intracellular domain may be a domain that is not endogenous to a
particular immune cell type (e.g., a modified immune cell as provided herein). In some
embodiments, an intracellular domain and/or other cytoplasmic domain of a CAR is responsible

for activation of the cell in which the CAR is expressed (e.g., an immune cell). In some
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embodiments, an intracellular domain of a CAR is responsible for signal activation and/or

transduction in an immune cell comprising said CAR.

[0252] In some embodiments, an intracellular domain of a CAR includes at least one
domain responsible for signal activation and/or transduction. In some embodiments, an
intracellular domain is or comprises at least one of a co-stimulatory molecule and a signaling
domain. In some embodiments, an intracellular domain of a CAR comprises dual signaling
domains. In some embodiments, an intracellular domain of a CAR comprises more than two

signaling domains.

[0253] In some embodiments, an intracellular domain comprises a cytoplasmic portion of
a surface receptor. In some embodiments, an intracellular domain comprises a co-stimulatory
molecule. In some embodiments, an intracellular domain comprises a molecule that acts to

initiate signal transduction in an immune cell.

[0254] In some embodiments, an intracellular domain of a CAR includes any portion of
one or more co-stimulatory molecules, such as at least one signaling domain from CD3, Fc
epsilon RI gamma chain, any derivative or variant thereof, any synthetic sequence thereof that

has the same functional capability, and any combination thereof.
FcR Intracellular Domains

[0255] In some embodiments, an FcR intracellular domain comprises a full-length FcR
intracellular domain. In some embodiments, an FcR intracellular domain comprises a portion of
a full-length FcR intracellular domain. In some embodiments, an FcR intracellular domain is or
comprises a human FcR intracellular domain, or portion thereof. In some embodiments, an FcR
intracellular domain may be a domain that is endogenous to a particular immune cell type (e.g., a
modified immune cell as provided herein). In some embodiments, an FcR intracellular domain
may be a domain that is not endogenous to a particular immune cell type (e.g., a modified
immune cell as provided herein). In some embodiments, an FcR intracellular domain comprises
a CD64 (FeyRI), CD32a (FeyRlla), CD32b (FeyRIIb), CD32¢, CD16a (FeyRIlla), CD16b
(FcyRIIIb), FceRl, FeeRlII, or FcaRI (CD89) domain.

TLR Intracellular Domains
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[0256] In some embodiments, a TLR intracellular domain comprises a full-length TLR
intracellular domain. In some embodiments, a TLR intracellular domain comprises a portion of a
full-length TLR intracellular domain. In some embodiments, a TLR intracellular domain is or
comprises a human TLR intracellular domain, or portion thereof. In some embodiments, a TLR
intracellular domain may be a domain that is endogenous to a particular immune cell type (e.g., a
modified immune cell as provided herein). In some embodiments, a TLR intracellular domain
may be a domain that is not endogenous to a particular immune cell type (e.g., a modified
immune cell as provided herein). In some embodiments, a TLR intracellular domain comprises a

TLR1, TLR2, TLR3, TLR4, TLRS, TLR6, TLR7, TLR8, or TLR9 domain.
Signaling Domains

[0257] In some embodiments, a CAR comprises one or more intracellular signaling
domains. In some embodiments, an intracellular signaling domain is or comprises a human
intracellular signaling domain, or portion thereof. In some embodiments, a signaling domain
may be a domain that is endogenous to a particular immune cell type (e.g., a modified immune
cell as provided herein). In some embodiments, a signaling domain may be a domain that is not

endogenous to a particular immune cell type (e.g., a modified immune cell as provided herein).

[0258] In some embodiments, one or more intracellular signaling domains comprise a
CD3-zeta, FcR v, CD64, CD32a, CD32¢, CD16a, TLR1, TLR2, TLR3, TLR4, TLRS, TLR6,
TLR7, TLRS, TLR9, ALK, AXL, DDR2, EGFR, EphAl, INSR, cMET, MUSK, PDGFR, PTK7,
RET, ROR1, ROS1, RYK, TIE2, TRK, VEGFR, CD40, CD19, CD20, 41BB, CD28, 0X40,
GITR, TREM-1, TREM-2, DAP12, MR, ICOS, MyD88, V/I/LxYxxL/V, SIRPa, CD45, Siglec-
10, PD1, SHP-1, SHP-2, KIR-2DL, KIR-3DL, NKG2A, CD170, CD33, BTLA, CD32b, SIRPp,
CD22, PIR-B, LILRBI1,Syk, 41BB ligand (41BBL; TNFSF9), CD27, 0X40L, CD32b, CD11b,
ITGAM, SLAMF7, CD206, CD163, CD209, Dectin-2, or one or more cytokine receptor
signaling domains (e.g., an IL1R, an IL2R, an IL3R, an IL4R, an IL5R, an IL6R, an IL7R, an
IL8R, an IL.9R, an IL10R, an IL11R, an IL12R, an IL13R, an IL14R, an IL15R, an IL17R, an
IFNaR, an IFNgR, an TNFR, an CSF1R, an CSF2R, Dap10, CD36, Dectin-1, or ICOSL

intracellular signaling domain)

[0259] In some embodiments, an intracellular domain of a CAR comprises dual signaling

domains, such as 41BB, CD28, ICOS, TLR1, TLR2, TLR3, TLR4, TLRS, TLR6, TLR7, TLRS,
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TLRY, TLR10, TLR11, CD116 receptor beta chain, CSF1-R, LRP1/CD91, SR-A1, SR-A2,
MARCO, SR-CL1, SR-CL2, SR-C, SR-E, CR1, CR3, CR4, dectin 1, DEC-205, DC-SIGN,
CD14, CD36, LOX-1, CD11b, together with any of the signaling domains listed in the above

paragraph in any combination.
Co-stimulatory Domains

[0260] As used herein, a “co-stimulatory molecule” or “co-stimulatory domain” refers to
a molecule in an immune cell that is used to heighten or dampen an initial stimulus. For
example, pathogen-associated pattern recognition receptors, such as TLR or the CD47/SIRPa.
axis, are molecules on immune cells that, respectively, heighten or dampen an initial stimulus.
In some embodiments, a co-stimulatory domain comprises TCR, CD3 zeta, CD3 gamma, CD3
delta, CD3 epsilon, CD86, common FcR gamma, FcR beta (Fc Epsilon R1b), CD79a, CD79b,
Fcgamma Rlla, DAP10, DAP12, T cell receptor (TCR), CD27, CD28, 4-1BB (CD137), 0X40,
CD30, CD40, PD-1, ICOS, lymphocyte function-associated antigen-1 (LFA-1), CD2, CD7,
LIGHT, NKG2C, B7-H3, a ligand that specifically binds with CD83, CDS, ICAM-1, GITR,
BAFFR, HVEM (LIGHTR), SLAMF7, NKp80 (KLRF1), CD127, CD160, CD19, CD4,
CD8alpha, CD8beta, IL2R beta, IL2R gamma, IL7R alpha, ITGA4, VLA1, CD49a, ITGA4, 1A4,
CD49D, ITGA6, VLA-6, CD49f, ITGAD, CD11d, ITGAE, CD103, ITGAL, CD11a, LFA-1,
ITGAM, CD11b, ITGAX, CD11¢, ITGB1, CD29, ITGB2, CD18, LFA-1, ITGB7, TNFR2,
TRANCE/RANKL, DNAM1 (CD226), SLAMF4 (CD244, 2B4), CD84, CD96 (Tactile),
CEACAMI1, CRTAM, Ly9 (CD229), CD160 (BY55), PSGL1, CD100 (SEMA4D), CD69,
SLAMF6 (NTB-A, Ly108), SLAM (SLAMF1, CD150, IPO-3), BLAME (SLAMF8), SELPLG
(CD162), LTBR, LAT, GADS, SLP-76, PAG/Cbp, NKp44, NKp30, NKp46, NKG2D, other co-
stimulatory molecules described herein, any derivative, variant, or fragment thereof, any
synthetic sequence of a co-stimulatory molecule that has the same functional capability, and any

combinations thereof.

[0261] In some embodiments, a co-stimulatory domain may be a domain that is
endogenous to a particular immune cell type (e.g., a modified immune cell as provided herein).
In some embodiments, a co-stimulatory domain may be a domain that is not endogenous to a

particular immune cell type (e.g., a modified immune cell as provided herein).
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[0262] As used herein, a “co-stimulatory signal” refers to a signal, which in combination
with a primary signal, such as activation of a CAR on an immune cell, leads to activation of the

immune cell.
Cleavage Peptides

[0263] As used herein, a cleavage peptide refers to a peptide that can induce the cleaving
of a recombinant protein in a cell. In some embodiments, a cleavage peptide is a 2A peptide. In
some embodiments, a cleavage peptide is or comprises a P2A, F2A, E2A or T2A peptide. In
some embodiments, a nucleic acid as described herein comprises one or more nucleic acid
sequences encoding one or more cleavage peptides. In some embodiments, a nucleic acid
comprising a nucleic acid sequence encoding a cleavage peptide also comprises one or more
nucleic acid sequences encoding one or more intracellular domains and one or more nucleic acid
sequences comprising one or more peptide agents, wherein translation of the nucleic acid results
in a protein comprising one or more intracellular domains separated from one or more peptide
agents by a cleavage peptide. In some embodiments, a first promoter is operably linked to one or
more nucleic acids encoding a CAR and a second promoter is operably linked to one or more
nucleic acids encoding a peptide agent. In some embodiments, a nucleic acid sequence
comprising a CAR, and optionally one or more peptide agents, further comprises an internal
ribosome entry site (IRES) sequence. An IRES sequence may be any viral, chromosomal or
artificially designed sequence that initiates cap-independent ribosome binding to mRNA

facilitates the initiation of translation.
Peptide Agents

[0264] As used herein, a peptide agent refers to a peptide co-expressed with a CAR in an
immune cell. In some embodiments, a peptide agent is co-expressed with a CAR to ensure
stoichiometric balance and optimal signaling of a CAR. In some embodiments, a peptide agent
forms a homodimer with an identical peptide agent. In some embodiments, a peptide agent
forms a heterodimer with a different peptide agent. In some embodiments, a nucleic acid as
described herein comprises one or more nucleic acid sequences encoding one or more peptide

agents. In some embodiments, a peptide agent is or comprises an FcR gamma chain.

[0265] In some embodiments, a peptide agent comprises any peptide, protein, receptor,

secreted antibody or a fragment thereof (e.g., an scFv, Fab, Fab', F(ab')2, Fc, or nanobody). In
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some embodiments, a peptide agent comprises one or more cytokines (e.g., one or more of IL-1,
IL-2, IL-6, IL-8, TNF-a, IFNa, IFNb, IFN-y, GMCSF, or MCSF), CD40-L, dominant negative
SIRPa, dominant negative PD1, dominant negative CD45, dominant negative SIGLEC 10, or
dominant negative LILRB.

Fc Receptors (FcR)

[0266] In some embodiments, a CAR comprises one or more antigen binding domains
and an FcR extracellular domain, and/or the transmembrane domain of the CAR comprises an
FcR transmembrane domain, and/or the intracellular domain of the CAR comprises an FcR
intracellular domain. In some embodiments, a CAR comprises, from N-terminus to C-terminus,
one or more extracellular binding domains, an FcR extracellular domain, an FcR transmembrane
domain, and an FcR intracellular domain. In some embodiments, one or more of the FcR
extracellular domain, the FcR transmembrane domain and the FcR intracellular domain is or
comprises a human FcR domain. In some embodiments, an FcR extracellular domain, an FcR
transmembrane domain and an FcR intracellular domain together comprise a full-length FcR. In
some embodiments, an FcR extracellular domain, an FcR transmembrane domain and an FcR
intracellular domain together comprise a portion of a full-length FcR. In some embodiments, an
FcR extracellular domain comprises a portion of a full-length FcR extracellular domain. In some
embodiments, an FcR transmembrane domain comprises a portion of a full-length FcR
transmembrane domain. In some embodiments, an FcR intracellular domain comprises a portion

of a full-length FcR intracellular domain.

Toll-Like Antigen Receptors (ILR)

[0267] In some embodiments, a CAR comprises one or more antigen binding domains
and a toll-like receptor (TLR) extracellular domain and/or the transmembrane domain of the
CAR comprises a TLR transmembrane domain and/or the intracellular domain of the CAR
comprises a TLR intracellular domain. In some embodiments, a CAR comprises, from N-
terminus to C-terminus, one or more extracellular binding domains, a TLR extracellular domain,
a TLR transmembrane domain, and a TLR intracellular domain. In some embodiments, one or

more of the TLR extracellular domain, the TLR transmembrane domain and the TLR
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intracellular domain is or comprises a human TLR domain. In some embodiments, a TLR
extracellular domain, a TLR transmembrane domain and a TLR intracellular domain together
comprise a full-length TLR. In some embodiments, a TLR extracellular domain, a TLR
transmembrane domain and a TLR intracellular domain together comprise portion of a full-
length TLR. In some embodiments, a TLR extracellular domain comprises a portion of a full-
length TLR extracellular domain. In some embodiments, a TLR transmembrane domain
comprises a portion of a full-length TLR transmembrane domain. In some embodiments, a TLR

intracellular domain comprises a portion of a full-length TLR intracellular domain.

Nucleic Acid Constructs

[0268] The present disclosure provides, among other things, nucleic acid molecules
encoding at least one exogenous cytokine described herein or a fragment thereof. The present
disclosure provides, among other things, nucleic acid molecules encoding at least one fusion
protein described herein or a fragment thereof. In some embodiments, the present disclosure
provides nucleic acid molecules encoding at least one CAR described herein or a fragment
thereof. An immune cell (e.g., stem cell, macrophage, monocyte, or dendritic cell) can comprise
a nucleic acid molecule (e.g., an exogenous nucleic acid molecule) encoding at least one protein
(e.g., an exogenous cytokine of the present disclosure, a fusion protein of the present disclosure
or a CAR of the present disclosure) described herein. In some embodiments, a nucleic acid

molecule encoding at least one fusion protein comprises a cytokine and a cytokine receptor.

[0269] Unless otherwise specified, a “nucleotide sequence encoding an amino acid
sequence” includes all nucleotide sequences that are degenerate versions of each other and that
encode the same amino acid sequence. The phrase “nucleotide sequence that encodes a protein
or an RNA” may also include introns to the extent that the nucleotide sequence encoding the
protein may in some version contain an intron(s). The term “encoding” refers to the inherent
property of specific sequences of nucleotides in a polynucleotide, such as a gene, a cDNA, or an
mRNA, to serve as templates for synthesis of other polymers and macromolecules in biological
processes having either a defined sequence of nucleotides (e.g., IRNA, tRNA and mRNA) or a
defined sequence of amino acids and the biological properties resulting therefrom. Thus, a gene,

c¢DNA, or RNA, encodes a protein if transcription and translation of mRNA corresponding to
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that gene produces the protein in a cell or other biological system. Both the coding strand, the
nucleotide sequence of which is identical to the mRNA sequence and is usually provided in
sequence listings, and the non-coding strand, used as the template for transcription of a gene or

cDNA, can be referred to as encoding the protein or other product of that gene or cDNA.

[0270] The term “operably linked” or “transcriptional control” refers to functional
linkage between a regulatory sequence and a heterologous nucleic acid sequence resulting in
expression of the heterologous nucleic acid sequence. For example, a first nucleic acid sequence
is operably linked with a second nucleic acid sequence when the first nucleic acid sequence is
placed in a functional relationship with the second nucleic acid sequence. For instance, a
promoter is operably linked to a coding sequence if the promoter affects the transcription or
expression of the coding sequence. Operably linked DNA sequences can be contiguous with
each other and, e.g., where necessary to join two protein coding regions, are in the same reading

frame.

[0271] Nucleic acid molecules encoding at least one protein (e.g., an exogenous cytokine
of the present disclosure, a fusion protein of the present disclosure or a CAR of the present
disclosure) described herein or a fragment thereof can be a DNA molecule, an RNA molecule, or
a combination thereof. In some embodiments, a nucleic acid molecule comprises or is a
messenger RNA (mRNA) transcript encoding at least one protein (e.g., an exogenous cytokine of
the present disclosure, a fusion protein of the present disclosure or a CAR of the present
disclosure) described herein or a fragment thereof. In some embodiments, a nucleic acid
molecule comprises or is a DNA construct encoding at least one protein (e.g., an exogenous
cytokine of the present disclosure, a fusion protein of the present disclosure or a CAR of the

present disclosure) described herein or a fragment thereof.

[0272] In some embodiments, all or a fragment of a protein (e.g., an exogenous cytokine
of the present disclosure, a fusion protein of the present disclosure or a CAR of the present
disclosure) described herein is encoded by a codon optimized nucleic acid molecule, e.g., for
expression in a cell (e.g., a mammalian cell). A variety of codon optimization methods are
known in the art, e.g., as disclosed in US Patent Nos. 5,786,464 and 6,114,148, each of which is

hereby incorporated by reference in its entirety.
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[0273] Expression of nucleic acids as described herein may be achieved by operably
linking a nucleic acid encoding a protein (e.g., an exogenous cytokine of the present disclosure, a
fusion protein of the present disclosure or a CAR of the present disclosure) or fragment thereof
to a promoter in an expression vector. Exemplary promoters (e.g., constitutive promoters)
include, but are not limited to, an elongation factor-1o promoter (EF-1a) promoter, immediate
early cytomegalovirus (CMV) promoter, ubiquitin C promoter, phosphoglycerokinase (PGK)
promoter, simian virus 40 (SV40) early promoter, mouse mammary tumor virus (MMTYV)
promoter, human immunodeficiency virus (HIV) long terminal repeat (LTR) promoter, Moloney
murine leukemia virus (MoMuLV) promoter, an avian leukemia virus promoter, an Epstein-Barr
virus immediate early promoter, a Rous sarcoma virus promoter, an actin promoter, a myosin
promoter, a hemoglobin promoter, or a creatine kinase promoter. Examples of inducible
promoters include, but are not limited to a metallothionine promoter, a glucocorticoid promoter,
a progesterone promoter, and a tetracycline promoter. A vector can also comprise additional

promoter elements, e.g., enhancers, to regulate the frequency of transcriptional initiation.

[0274] In some embodiments, a vector comprising a nucleic acid molecule encoding a
protein (e.g., an exogenous cytokine of the present disclosure, a fusion protein of the present
disclosure or a CAR of the present disclosure) or fragment thereof comprises or is a viral vector.
Viral vector technology is well known in the art and is described (e.g., in Sambrook et al., 2012,
MOLECULAR CLONING: A LABORATORY MANUAL, volumes 1-4, Cold Spring Harbor
Press, NY). Examples of viral vectors include, but are not limited to, adenoviral vectors, adeno-
associated viral vectors, or retroviral vectors (e.g., a lentiviral vector or a gammaretroviral
vector). In some embodiments, a vector comprises a lentiviral vector (e.g., as described in US
Patent No. 9,149,519 or International Publication No. WO 2017/044487, each of which is hereby

incorporated by reference in its entirety).

[0275] In some embodiments, a viral vector comprises an adenoviral vector.
Adenoviruses are a large family of viruses containing double stranded DNA. They replicate
within the nucleus of a host cell, using the host’s cell machinery to synthesize viral RNA, DNA
and proteins. Adenoviruses are known in the art to affect both replicating and non-replicating

cells, to accommodate large transgenes, and to code for proteins without integrating into the host
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cell genome. In some embodiments, an adenoviral vector comprises an Ad2 vector or an Ad5

vector (e.g., Ad5f35 adenoviral vector, e.g., a helper-dependent AdSF35 adenoviral vector).

[0276] In some embodiments, a viral vector is an adeno-associated virus (AAV) vector.
AAYV systems are generally well known in the art (see, e.g., Kelleher and Vos, Biotechniques,
17(6):1110-17 (1994); Cotten et al,, P.N.A.S. U.S.A, 89(13):6094-98 (1992); Curiel, Nat
Immun, 13(2-3):141-64 (1994); Muzyczka, Curr Top Microbiol Immunol, 158:97-129 (1992);
and Asokan A, et al., Mol. Ther., 20(4):699-708 (2012)). Methods for generating and using
recombinant AAV (rAAV) vectors are described, for example, in U.S. Pat. Nos. 5,139,941 and
4,797,368.

[0277] Several AAV serotypes have been characterized, including AAV1, AAV2, AAV3
(e.g., AAV3B), AAV4, AAVS, AAV6, AAVT7, AAVE, AAV9, AAVI10, and AAV11, as well as
variants thereof. Generally, any AAV serotype may be used to deliver a protein (e.g., an
exogenous cytokine of the present disclosure, a fusion protein of the present disclosure or a CAR
of the present disclosure) or fragment thereofdescribed herein. In some embodiments, an AAV

serotype has a tropism for a particular tissue.

[0278] In some embodiments, CRISPR/Cas9 system has recently been shown to facilitate
high levels of precise genome editing using adeno associated viral (AAV) vectors to serve as

donor template DNA during homologous recombination (HR).

[0279] In some embodiments, a vector comprises a gammaretroviral vector (e.g., as
described in Tobias Maetzig et al., “Gammaretroviral Vectors: Biology, Technology and
Application” Viruses. 2011 Jun; 3(6): 677-713, which is hereby incorporated by reference in its
entirety). Exemplary gammaretroviral vectors include Murine Leukemia Virus (MLV), Spleen-
Focus Forming Virus (SFFV), and Myeloproliferative Sarcoma Virus (MPSV), and vectors

derived therefrom.

[0280] In some embodiments, a vector comprises two or more nucleic acid sequences
encoding proteins, e.g., at least one exogenous cytokine described herein and a CAR described
herein. In some embodiments, a vector comprises two or more nucleic acid sequences encoding
proteins, e.g., at least one fusion protein described herein, and a CAR described herein. In some
embodiments, two or more nucleic acid sequences encoding an exogenous cytokine and a CAR

are encoded by a single nucleic molecule, e.g., in same frame and as a single polypeptide chain.
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In some embodiments, two or more nucleic acid sequences encoding a fusion protein and a CAR
are encoded by a single nucleic molecule, e.g., in same frame and as a single polypeptide chain.
In some embodiments, two or more proteins (e.g., an exogenous cytokine and a CAR) are
separated by one or more cleavage peptide sites (e.g., an auto-cleavage site or a substrate for an
intracellular protease). In some embodiments, two or more proteins (e.g., a fusion protein and a
CAR) are separated by one or more cleavage peptide sites (e.g., an auto-cleavage site or a
substrate for an intracellular protease). In certain embodiments, a cleavage peptide comprises a
porcine teschovirus-1 (P2A) peptide, Thosea asigna virus (T2A) peptide, equine rhinitis A virus
(E2A) peptide, foot-and-mouth disease virus (F2A) peptide, or a variant thereof.

[0281] In some embodiments, a vector comprises at least one nucleic acid sequence
encoding a protein, e.g., at least one exogenous cytokine described herein, at least one fusion
protein described herein or at least one CAR described herein, and at least one nucleic acid
encoding at least one gene co-expressed with a second protein, e.g., a cytokine described herein
(e.g., TNF, IL-12, IFN, GM-CSF, G-CSF, M-CSF, and/or IL-1) or a stimulatory ligand described
herein (e.g., CD7, B7-1 (CD80), B7-2 (CD86), PD-L1, PD-L2, 4-1BBL, OX40L, ICOS-L,
ICAM, CD30L, CD40, CD40L, CD70, CD83, HLA-G, MICA, MICB, HVEM, lymphotoxin
beta receptor, 3/TR6, ILT3, ILT4, HVEM, an agonist or antibody that binds Toll ligand receptor,
and/or a B7-H3 ligand).

Pharmaceutical Compositions

[0282] The present disclosure, among other things, provides pharmaceutical
compositions comprising immune cells as described herein (e.g., stem cells, macrophages,
monocytes, or dendritic cells) in combination with one or more pharmaceutically or
physiologically acceptable carriers, diluents, or excipients.

[0283] When “a therapeutically effective amount, “an immunologically effective

2

amount,” “an anti-immune response effective amount,” or “an immune response-inhibiting
effective amount” is indicated, a precise amount of a pharmaceutical composition comprising
immune cells as described herein (e.g., stem cells, macrophages, monocytes, or dendritic cells)
can be determined by a physician with consideration of individual differences in age, weight,

immune response, and condition of the patient (subject).
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[0284] Pharmaceutical compositions comprising immune cells as described herein (e.g.,
stem cells, macrophages, monocytes, or dendritic cells) may comprise buffers, such as neutral
buffered saline or phosphate buffered saline (PBS); carbohydrates, such as glucose, mannose,
sucrose, dextrans, or mannitol; proteins, polypeptides, or amino acids (e.g., glycine);
antioxidants; chelating agents, such as EDTA or glutathione; adjuvants (e.g., aluminum
hydroxide); serum and preservatives, such as cryoprotectant. In some embodiments, a
pharmaceutical composition is substantially free of contaminants, e.g., there are no detectable

levels of a contaminant (e.g., an endotoxin).

[0285] Pharmaceutical compositions described herein may be administered in a manner
appropriate to the disease, disorder, or condition to be treated or prevented. Quantity and
frequency of administration will be determined by such factors as condition of a patient, and type
and severity of a patient’s disease, disorder, or condition, although appropriate dosages may be

determined by clinical trials.

[0286] Pharmaceutical compositions described herein may be in a variety of forms.
These include, for example, liquid, semi-solid and solid dosage forms, such as liquid solutions
(e.g., injectable and infusible solutions), dispersions or suspensions, liposomes, and
suppositories. Preferred compositions may be injectable or infusible solutions. Pharmaceutical
compositions described herein can be formulated for administration intravenously,
subcutaneously, intradermally, intratumorally, intranodally, intramedullary, intramuscularly,

transarterially, or intraperitoneally.

[0287] In some embodiments, a pharmaceutical composition described herein is
formulated for parenteral (e.g., intravenous, subcutaneous, intraperitoneal, or intramuscular)
administration. In some embodiments, a pharmaceutical composition described herein is
formulated for intravenous infusion or injection. In some embodiments, a pharmaceutical
composition described herein is formulated for intramuscular or subcutaneous injection.
Pharmaceutical compositions described herein can be formulated for administered by using
infusion techniques that are commonly known in immunotherapy (See, e.g., Rosenberg et al.,

New Eng. J. of Med. 319:1676, 1988, which is hereby incorporated by reference in its entirety).

[0288] As used herein, the terms “parenteral administration” and “administered

parenterally” refer to modes of administration other than enteral and topical administration,
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usually by injection or infusion, and include, without limitation, intravenous, intramuscular,
intraarterial, intrathecal, intracapsular, intraorbital, intracardiac, intradermal, intraperitoneal,
transtracheal, subcutaneous, subcuticular, intraarticular, subcapsular, subarachnoid, intraspinal,

epidural, intratumoral, and intrasternal injection and infusion.

[0289] Pharmaceutical compositions comprising immune cells as described herein may
be administered at a dosage of about 104 to about 109 cells/kg body weight (e.g., about 105 to
about 106 cells/kg body weight), including all integer values within those ranges. In some
embodiments, a dose of immune cells as described herein (e.g., stem cells, macrophages,
monocytes, or dendritic cells) comprises at least about 1 x 106, about 1.1 x 106, about 2 x 106,
about 3.6 x 106, about 5 x 106, about 1 x 107, about 1.8 x 107, about 2 x 107, about 5 x 107,
about 1 x 108, about 2 x 108, about 5 x 108, about 1 x 109, about 2 x 109, or about 5 x 109 cells.
Pharmaceutical compositions described herein may also be administered multiple times at a
certain dosage. An optimal dosage and treatment regime for a particular patient can readily be
determined by one skilled in the art by monitoring a patient for signs of a disease, disorder, or

condition and adjusting treatment accordingly.

[0290] It may be desired to administer pharmaceutical compositions comprising immune
cells (e.g., stem cells, macrophages, monocytes, or dendritic cells) as described herein to a
subject and then subsequently redraw blood (or have apheresis performed), activate collected
immune cells, and reinfuse a subject with activated immune cells. This process can be
performed multiple times, e.g., every few weeks. Immune cells (e.g., stem cells, macrophages,
monocytes, or dendritic cells) can be activated from blood draws of from about 10 cc to about
400 cc. In some embodiments, immune cells (e.g., macrophages, monocytes, or dendritic cells)
are activated from blood draws of about 20 cc, about 30 cc, about 40 cc, about 50 cc, about 60
cc, about 70 cc, about 80 cc, about 90 cc, or about 100 cc. Without being bound by theory,
methods comprising multiple blood draw and reinfusions as described herein may select for
certain immune cell populations. In some embodiments, pharmaceutical compositions
comprising immune cells as described herein (e.g., stem cells, macrophages, monocytes, or
dendritic cells) are administered in combination with (e.g., before, simultaneously, or following)
a second therapy. For example, a second therapy can include, but is not limited to antiviral

therapy (e.g., cidofovir, interleukin-2, Cytarabine (ARA-C), or natalizumab), chimeric antigen
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receptor-T cell (CAR-T) therapy, T-cell receptor (TCR)-T cell therapy, chemotherapy, radiation,
an immunosuppressive agent (e.g., cyclosporin, azathioprine, methotrexate, mycophenolate,
FK506 antibody, or glucocorticoids), an antagonist (e.g., one or more of a PD-1 antagonist, a
PD-L1 antagonist, CTLA4 antagonist, CD47 antagonist, SIRPa antagonist, CD40 agonists,
CSF1/CSF1R antagonist, or a STING agonist), or an immunoablative agent (e.g., an anti-CD52
antibody (e.g., alemtuzumab), an anti-CD3 antibody, cytoxin, fludaribine, cyclosporin, FK506,

rapamycin, mycophenolic acid, a steroid, FR901228, or irradiation).

[0291] In some embodiments, pharmaceutical compositions comprising immune cells as
described herein (e.g., stem cells, macrophages, monocytes, or dendritic cells) are administered
in combination with (e.g., before, simultaneously, or following) bone marrow transplantation or
lymphocyte ablative therapy using a chemotherapy agent (e.g., fludarabine, external-beam
radiation therapy (XRT), cyclophosphamide, or Rituxan). In certain embodiments, subjects
undergo standard treatment with high dose chemotherapy followed by peripheral blood stem cell
transplantation. In certain embodiments, following transplant, subjects receive an infusion of a
pharmaceutical composition comprising immune cells as described herein. Pharmaceutical

compositions described herein may be administered before or following surgery.

[0292] A dosage of any aforementioned therapy to be administered to a subject will vary
with a disease, disorder, or condition being treated and based on a specific subject. Scaling of
dosages for human administration can be performed according to art-accepted practices. For
example, a dose of alemtuzumab will generally be about 1 mg to about 100 mg for an adult,
usually administered daily for a period of between about 1 day to about 30 days, e.g., a daily
dose of about 1 mg to about 10 mg per day (e.g., as described in U.S. Patent No. 6,120,766,

which is hereby incorporated by reference in its entirety).

Methods of Treatment

[0293] The present disclosure, among other things, provides methods of treating a
disease or disorder (e.g., a disease or a disorder described herein) in a subject comprising
delivering a pharmaceutical composition comprising immune cells as described herein (e.g., stem
cells, macrophages, monocytes, or dendritic cells). In some embodiments, a therapeutically

effective amount of a pharmaceutical composition described herein is administered to a subject
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having a disease or disorder. Pharmaceutical compositions as described herein can be for use in
the manufacture of a medicament for treating a disease or disorder in a subject or stimulating an

immune response in a subject.

[0294] A subject to be treated with methods described herein can be a mammal, e.g., a
primate, e.g., a human (e.g., a patient having, or at risk of having, a disease or disorder described
herein). In some embodiments, immune cells (e.g., stem cells, macrophages, monocytes, or
dendritic cells) may be autologous, allogeneic, or xenogeneic with respect to a subject.
Pharmaceutical compositions as described herein can be administered to a subject in accordance
with a dosage regimen described herein, alone or in combination with one or more therapeutic

agents, procedures, or modalities.

[0295] Pharmaceutical composition comprising immune cells as described herein (e.g.,
stem cells, macrophages, monocytes, or dendritic cells) can be used to treat or prevent a disease
associated with a tumor or cancer, a neurodegenerative disease or disorder, an inflammatory
disease or disorder, a cardiovascular disease or disorder, a fibrotic disease or disorder, a disease

associated with amyloidosis, and a combination of thereof.

[0296] A method of treating (e.g., one or more of reducing, inhibiting, or delaying
progression of) a cancer or a tumor in a subject with a pharmaceutical composition comprising
immune cells as described herein (e.g., stem cells, macrophages, monocytes, or dendritic cells) is
provided. A subject can have an adult or pediatric form of cancer. A cancer may be at an early,
intermediate, or late stage, or a metastatic cancer. A cancer can include, but is not limited to, a
solid tumor, a hematological cancer (e.g., leukemia, lymphoma, or myeloma, e.g., multiple
myeloma), or a metastatic lesion. Examples of solid tumors include malignancies, e.g., sarcomas
and carcinomas, e.g., adenocarcinomas of the various organ systems, such as those affecting the
lung, breast, ovarian, lymphoid, gastrointestinal (e.g., colon), anal, genitals and genitourinary
tract (e.g., renal, urothelial, bladder cells, prostate), pharynx, CNS (e.g., brain, neural or glial
cells), head and neck, skin (e.g., melanoma, e.g., a cutaneous melanoma), pancreas, and bones

(e.g., a chordoma).

[0297] In some embodiments, a cancer is chosen from a lung cancer (e.g., a non-small
cell lung cancer (NSCLC) (e.g., a non-small cell lung cancer (NSCLC) with squamous and/or

non-squamous histology, or a NSCLC adenocarcinoma), or a small cell lung cancer (SCLC)), a
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skin cancer (e.g., a Merkel cell carcinoma or a melanoma (e.g., an advanced melanoma)), an
ovarian cancer, a mesothelioma, a bladder cancer, a soft tissue sarcoma (e.g., a
hemangiopericytoma (HPC)), a bone cancer (a bone sarcoma), a kidney cancer (e.g., a renal
cancer (e.g., a renal cell carcinoma)), a liver cancer (e.g., a hepatocellular carcinoma), a
cholangiocarcinoma, a sarcoma, a myelodysplastic syndrome (MDS), a prostate cancer, a breast
cancer (e.g., a breast cancer that does not express one, two or all of estrogen receptor,
progesterone receptor, or Her2/neu, e.g., a triple negative breast cancer), a colorectal cancer (e.g.,
a relapsed colorectal cancer or a metastatic colorectal cancer, e.g., a microsatellite unstable
colorectal cancer, a microsatellite stable colorectal cancer, a mismatch repair proficient
colorectal cancer, or a mismatch repair deficient colorectal cancer), a nasopharyngeal cancer, a
duodenal cancer, an endometrial cancer, a pancreatic cancer, a head and neck cancer (e.g., head
and neck squamous cell carcinoma (HNSCC)), an anal cancer, a gastro-esophageal cancer, a
thyroid cancer (e.g., anaplastic thyroid carcinoma), a cervical cancer (e.g., a squamous cell
carcinoma of the cervix), a neuroendocrine tumor (NET) (e.g., an atypical pulmonary carcinoid
tumor), a lymphoproliferative disease (e.g., a post-transplant lymphoproliferative disease), a
lymphoma (e.g., T-cell lymphoma, B-cell lymphoma, or a non-Hodgkin lymphoma), a myeloma

(e.g., a multiple myeloma), or a leukemia (e.g., a myeloid leukemia or a lymphoid leukemia).

[0298] In some embodiments, a cancer is a brain tumor, e.g., a glioblastoma, a
gliosarcoma, or a recurrent brain tumor. In some embodiments, a cancer is a pancreatic cancer,
e.g., an advanced pancreatic cancer. In some embodiments, a cancer is a skin cancer, e.g., a
melanoma (e.g., a stage II-IV melanoma, an HLA-A2 positive melanoma, an unresectable
melanoma, or a metastatic melanoma), or a Merkel cell carcinoma. In some embodiments, a
cancer is a renal cancer, e.g., a renal cell carcinoma (RCC) (e.g., a metastatic renal cell
carcinoma). In some embodiments, a cancer is a breast cancer, e.g., a metastatic breast
carcinoma or a stage IV breast carcinoma, e.g., a triple negative breast cancer (TNBC). In some
embodiments, a cancer is a virus-associated cancer. In some embodiments, a cancer is an anal
canal cancer (e.g., a squamous cell carcinoma of the anal canal). In some embodiments, a cancer
is a cervical cancer (e.g., a squamous cell carcinoma of the cervix). In some embodiments, a
cancer is a gastric cancer (e.g., an Epstein Barr Virus (EBV) positive gastric cancer, or a gastric
or gastro-esophageal junction carcinoma). In some embodiments, a cancer is a head and neck

cancer (e.g., an HPV positive and negative squamous cell cancer of the head and neck
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(SCCHN)). In some embodiments, a cancer is a nasopharyngeal cancer (NPC). In some
embodiments, a cancer is a colorectal cancer, e.g., a relapsed colorectal cancer, a metastatic
colorectal cancer, e.g., a microsatellite unstable colorectal cancer, a microsatellite stable
colorectal cancer, a mismatch repair proficient colorectal cancer, or a mismatch repair deficient

colorectal cancer.

[0299] In some embodiments, a cancer is a hematological cancer. In some embodiments,
a cancer is a leukemia, e.g., acute myeloid leukemia, chronic myeloid leukemia, acute
lymphoblastic leukemia, chronic lymphocytic leukemia, chronic leukemia, or acute leukemia. In
some embodiments, a cancer is a lymphoma, e.g., Hodgkin lymphoma (HL), non-Hodgkin's
lymphoma, lymphocytic lymphoma, or diffuse large B cell lymphoma (DLBCL) (e.g., a relapsed
or refractory HL. or DLBCL). In some embodiments, a cancer is a myeloma, e.g., multiple

myeloma.

[0300] Pharmaceutical composition comprising immune cells as described herein (e.g.,
stem cells, macrophages, monocytes, or dendritic cells) can be used to enhance or modulate an
immune response in a subject. In one embodiment, a pharmaceutical composition described
herein enhances, stimulates, or increases an immune response in a subject (e.g., a subject having,
or at risk of| a disease or disorder described herein). In certain embodiments, a subject is, or is at
risk of being, immunocompromised. For example, a subject is undergoing or has undergone a

chemotherapeutic treatment and/or radiation therapy.

[0301] In some embodiments, a subject has, or is at risk of, developing an inflammatory
disorder (e.g., a chronic or acute inflammatory disorder). In some embodiments, a subject has,
or is at risk, of developing an autoimmune disease or disorder. Exemplary autoimmune diseases
that can be treated with methods described herein include, but are not limited to, Alzheimer's
disease, asthma (e.g., bronchial asthma), an allergy (e.g., an atopic allergy), Acquired
Immunodeficiency Syndrome (AIDS), atherosclerosis, Behcet's disease, celiac, cardiomyopathy,
Crohn's disease, cirrhosis, diabetes, diabetic retinopathy, eczema, fibromyalgia, fibromyositis,
glomerulonephritis, graft vs. host disease (GVHD), Guillain-Barre syndrome, hemolytic anemia,
multiple sclerosis, myasthenia gravis, osteoarthritis, polychondritis, psoriasis, rheumatoid

arthritis, sepsis, stroke, vasculitis, ventilator-induced lung injury, transplant rejection, Raynaud's
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phenomena, Reiter's syndrome, rheumatic fever, sarcoidosis, scleroderma, Sjogren's syndrome,

ulcerative colitis, uveitis, vitiligo, or Wegener's granulomatosis.

[0302] Administration of pharmaceutical compositions described herein may be carried
out in any convenient manner (e.g., injection, ingestion, transfusion, inhalation, implantation, or
transplantation). In some embodiments, a pharmaceutical compositions described herein is
administered by injection or infusion. Pharmaceutical compositions described herein may be
administered to a patient transarterially, subcutaneously, intravenously, intradermally,
intratumorally, intranodally, intramedullary, intramuscularly, or intraperitoneally. In some
embodiments, a pharmaceutical composition described herein is administered parenterally (e.g.,
intravenously, subcutaneously, intraperitoneally, or intramuscularly). In some embodiments, a
pharmaceutical composition described herein is administered by intravenous infusion or
injection. In some embodiments, a pharmaceutical composition described herein is administered
by intramuscular or subcutaneous injection. Pharmaceutical compositions described herein may
be injected directly into a site of inflammation, a local disease site, a lymph node, an organ, a

tumor, or site of infection in a subject.

[0303] All publications, patent applications, patents, and other references mentioned
herein, including GenBank Accession Numbers, are incorporated by reference in their entirety.
In addition, the materials, methods, and examples are illustrative only and not intended to be
limiting. Unless otherwise defined, all technical and scientific terms used herein have the same
meaning as commonly understood by one of ordinary skill in the art to which this invention
belongs. Although methods and materials similar or equivalent to those described herein can be
used in the practice or testing of the present invention, suitable methods and materials are

described herein.

[0304] The disclosure is further illustrated by the following examples. An example is
provided for illustrative purposes only. It is not to be construed as limiting the scope or content

of the disclosure in any way.
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EXAMPLES

[0305] The following examples are provided so as to describe to the skilled artisan how
to make and use methods and compositions described herein, and are not intended to limit the

scope of the present disclosure.
Example 1: Trafficking of Fusion Proteins to Cell Surface of HEK293T Cells

[0306] On Day 0, HEK293T cells were transiently transfected with plasmid DNA using
Lipofectamine 3000. On Day 2, the HEK293T cells were evaluated for expression and
trafficking of fusion proteins expressed from exemplary constructs of the present disclosure (see
Figure SA and Figure 5SB). Immunostaining for a FLAG-tag at the N-terminus of a fusion
protein indicates proper folding and trafficking of the fusion protein to the cell surface, while

Western blots were performed to detect full-length fusion protein mass.

[0307] As shown in Figure 6A, transfection of HEK293T cells with constructs encoding
fusion proteins did not affect the viability of the cells relative to nontransfected cells. As shown
in Figure 6B, HEK cells were able to express 3 separate fusion proteins (IFN-f and IFNARI,
IL-4 and IL2Ryc and IL-4 and IL13Ra) at the cell surface, as indicated by immunostaining for
the FLAG tag. Additionally, as shown in Figure 7, there was a correlation between detection of
a FLAG tag by an antibody and mCherry expression in the IFNB-IFNAR1 and IL4-IL13Ra
groups. Western blot analyses further confirmed expression of the fusion proteins (see Figure
8). By using antibodies that targeted the cytokines (which are small molecular masses), the
larger molecular mass that results from direct fusion with the cytokine receptor was detected.
Fusion to the cytokine receptor was particularly evident in the case of IFNPB. IFNARI is heavily
glycosylated, increasing its mass almost 2-fold beyond the predicted mass based off amino acid
confirmation, and resulted in a smeared band in the Western blot. By targeting the cytokine
IFNB, the Western blot captured the glycosylated nature of IFNAR1, demonstrating the fusion of

these two proteins.

Example 2: Expression of Fusion Proteins in Primary Macrophages

[0308] On Day 0, macrophages were transduced with VPX-Lentivirus comprising a

fusion protein (MOI 10). On Day 2, the macrophage media with replaced with fresh media. On
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Day 4, flow cytometry (FCM) was performed to analyze surface expression of fusion proteins
encoded by exemplary constructs of the present disclosure, with immunostaining for a FLAG-tag

at the N-terminus of the fusion protein (see Figure 9).

[0309] As shown in Figure 10A, transfection of macrophages with constructs encoding
fusion proteins reduced viability of the cells relative to nontransfected macrophages. As shown
in Figure 10A and Figure 10B, IL4-based fusion proteins were successfully expressed at the
surface of macrophages, while IFN-B-based fusion proteins were not detected at the surface of
macrophages. These results, compared to those in Example 1, indicate that macrophages may be
more sensitive than HEK293T cells to the design of each fusion protein. Additionally, these
results could indicate that surface expression is not necessary for signaling, for example, a
functional signaling cascade could occur from the endoplasmic reticulum. Total protein
expression can be determined using western blot, while flow cytometry plus cell
permeabilization can be used to determine intracellular expression. It is also possible that the
IFN-B-based fusion protein was expressed at the cell surface, but was not detectable in the
system's signal-to-noise ratio. Finally, the results shown in Figure 11A and Figure 11B
illustrate viability, P2A-mCherry expression, and surface expression of fusion proteins in

macrophages transduced with VPX-Lentivirus comprising a fusion protein.

Example 3: Effect of Pro-Inflammatory Fusion Protein on Pro-Inflammatory and Anti-

Inflammatory Markers

[0310] On Day 0, macrophages were transduced with VPX-Lentivirus comprising a
fusion protein (MOI 10). On Day 3, the macrophage media with replaced with fresh media. On
Day 4, flow cytometry (FCM) was performed to analyze pro-inflammatory (i.e., M1) (CD80 and
CD86) and anti-inflammatory (i.e. M2) (CD163 and CD206) markers.

[0311] As shown in Figure 12A and Figure 12B, transduction with a pro-inflammatory
fusion protein (IFNB-IFNART1) successfully induced a pro-inflammatory macrophage phenotype,
with an upregulation in pro-inflammatory markers and a downregulation in anti-inflammatory
markers. Transduction with lentivirus alone induces a pro-inflammatory phenotype, so it
important to note that the IFNB-IFNART1 fusion protein polarized macrophages beyond the effect

of lentivirus alone (represented by the mCherry control).
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[0312] Although IFNB-IFNAR1 was not detected at the macrophage surface (see
Example 2), results from this M1/M2 panel indicate that surface expression may not be required

for fusion protein function.

Example 4: Effect of Cytokine and CAR Co-Expression on Macrophage Viability and CAR

Expression

[0313] Macrophages were derived from peripheral blood CD14+ monocytes, which were
differentiated using 10 ng/mL. GM-CSF for 7 days. Primary human monocyte-derived
macrophages were electroporated with 50 uM mRNA (comprising chemical modifications)
encoding an anti-HER2 CAR (CAR1) with or without 50 pyM mRNA encoding a cytokine.

Using flow cytometry, the percent of live cells was quantified after 24 hours (Figure 13).
Additionally, the percent of CAR+ cells was evaluated using flow cytometry. As shown in
Figure 14, over 50% of macrophages transfected with CAR, with or without co-transfection with

cytokine mRNA, expressed the CAR on their surface within 24 hours.

Example 5: Effect of Cytokine and CAR Co-Expression on Cytokine Expression

[0314] 2 x 10® human macrophages were transfected with 50 uM CAR mRNA or with 50
uM CAR mRNA and 50 pM mRNA encoding IFN-y, IL-10, CCL19, or CXCL12 (see Figures
15, 16, 17 and 18). Supernatants were collected 24 hours post-electroporation and cytokine
levels were evaluated using an MSD instrument. As shown in Figure 15, macrophages
transfected with CAR mRNA and IFN-y mRNA (CAR1+IFNg group) secreted high levels of
IFN-y, while transfection with CAR mRNA and mRNA encoding IL-10, CCL19 or CXCL12 did
not lead to IFN-y secretion. Similarly, as shown in Figure 16, macrophages co-transfected with
CAR and IL-10 mRNAs secreted high levels of IL-10, while macrophages transfected with CAR
mRNA and mRNA encoding IFN-y, CCL19 or CXCL12 did not lead to IL-10 secretion. Also,
as shown in Figure 17, macrophages transfected with CAR mRNA and CCL19 mRNA secreted
high levels of CCL19, while transfection with CAR mRNA and mRNA encoding IFN-y, IL-10,
or CXCL12 did not lead to CCL19 secretion. Finally, as shown in Figure 18, macrophages
transfected with CAR mRNA and CXCL12 mRNA secreted higher levels of CXCL12 than
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transfection with CAR mRNA and mRNA encoding IFN-y, IL-10, or CCL19. CCL19 and
CXCL12 are both chemoattractant chemokines that lead to the recruitment of T cells and other

immune cells.

Example 6: Effect of Cytokine and CAR Co-Expression on Macrophage Phenotype

[0315] To evaluate the ability of transfected macrophages to self-polarize to pro-
inflammatory (M1) or anti-inflammatory (M2) phenotypes, macrophage phenotype was
evaluated using flow cytometry 24 hours post-electroporation. As shown in Figure 19,
macrophages electroporated with CAR mRNA and IFN-y mRNA (CAR1+IFNg group)
demonstrated the highest level of surface expression of human M1 macrophage markers CD80
and CD86. These data demonstrate that co-transfecting a macrophage with CAR mRNA and
IFN-y mRNA allows for polarization to an M1 phenotype. As shown in Figure 20, macrophages
electroporated with CAR mRNA and IL-10 mRNA (CAR+IL10 group) demonstrated the highest
level of surface expression of human M2 macrophage markers CD163 and CD206. These data
demonstrate that co-transfecting a macrophage with CAR mRNA and IL-10 mRNA allows for

polarization to an M2 phenotype.

EXEMPLARY SEQUENCES

Table 2a — Amino Acid Sequences of Endogenous Proteins (Pro-Inflammatory Cytokines)

Name |Uniprot Amino Acid Sequence Notes

IFN-a2 | P01563 | CDLPQTHSLGSRRTLMLLAQMRKISLFSCLKDRHDFGFP Signal
QEEFGNQFQKAETIPVLHEMIQQIFNLFSTKDSSAAWDET |  peptide
LLDKFYTELYQQLNDLEACVIQGVGVTETPLMKEDSILA | removed
VRKYFQRITLYLKEKKYSPCAWEVVRAEIMRSFSLSTNLQ
ESLRSKE (SEQ ID NO: 1)

IFN-B [P01574 [MSYNLLGFLQRSSNFQCQKLLWQLNGRLEYCLKDRMNF |  Signal

DIPEEIKQLQQFQKEDAALTIYEMLQNIFAIFRQDSSSTGW |  peptide
NETIVENLLANVYHQINHLKTVLEEKLEKEDFTRGKLMS | removed
SLHLKRYYGRILHYLKAKEYSHCAWTIVRVEILRNFYFIN
RLTGYLRN (SEQ ID NO: 2)

IFN-y | P01579 |QDPYVKEAENLKKYFNAGHSDVADNGTLFLGILKNWKE Signal
ESDRKIMQSQIVSFYFKLFKNFKDDQSIQKSVETIKEDMN peptide
VKFFNSNKKKRDDFEKLTNYSVTDLNVQRKAIHELIQVM | removed,
AELSPAAKTGKRKRSQMLFRG (SEQ ID NO: 3)
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propeptide

RFTCWWLTTISTDLTFSVKSSRGSSDPQGVTCGAATLSAE
RVRGDNKEYEYSVECQEDSACPAAEESLPIEVMVDAVHK
LKYENYTSSFFIRDIIKPDPPKNLQLKPLKNSRQVEVSWE
YPDTWSTPHSYFSLTFCVQVQGKSKREKKDRVFTDKTSA
TVICRKNASISVRAQDRYYSSSWSEWASVPCS (SEQ ID

NO: 8)

removed
TNF-a | P0O1375 |VRSSSRTPSDKPVAHVVANPQAEGQLQWLNRRANALLA |Soluble form
NGVELRDNQLVVPSEGLYLIYSQVLFKGQGCPSTHVLLTH| (TMD
TISRIAVSYQTKVNLLSAIKSPCQRETPEGAEAKPWYEPIY | removed) -
LGGVFQLEKGDRLSAEINRPDYLDFAESGQVYFGIIAL Wang et al
(SEQID NO: 4) 1985

IL-18 | P01584 |APVRSLNCTLRDSQQKSLVMSGPYELKALHLQGQDMEQ | Propeptide
QVVFSMSFVQGEESNDKIPVALGLKEKNLYLSCVLKDDK | removed for
PTLQLESVDPKNYPKKKMEKRFVFNKIEINNKLEFESAQF | mature form
PNWYISTSQAENMPVFLGGTKGGQDITDFTMQFVSS
(SEQ ID NO: 5)

IL-6 |P05231 |VPPGEDSKDVAAPHRQPLTSSERIDKQIRYILDGISALRKE Signal
TCNKSNMCESSKEALAENNLNLPKMAEKDGCFQSGFNE peptide
ETCLVKIITGLLEFEVYLEYLQNRFESSEEQARAVQMSTK removed
VLIQFLQKKAKNLDAITTPDPTTNASLLTKLQAQNQWLQ
DMTTHLILRSFKEFLQSSLRALRQM (SEQ ID NO: 6)

IL-12 | p29459 |IRNLPVATPDPGMFPCLHHSQNLLRAVSNMLQKARQTLEF Signal

subunit YPCTSEEIDHEDITKDKTSTVEACLPLELTKNESCLNSRET peptide
p35 SFITNGSCLASRKTSFMMALCLSSIYEDLKMYQVEFKTM removed
NAKLLMDPKRQIFLDQNMLAVIDELMQALNFNSETVPQK
SSLEEPDFYKTKIKLCILLHAFRIRAVTIDRVMSYLNAS
(SEQIDNO:7)
IL-12 [ P29460 IWELKKDVYVVELDWYPDAPGEMVVLTCDTPEEDGITW Signal
subunit TLDQSSEVLGSGKTLTIQVKEFGDAGQYTCHKGGEVLSH peptide
p40 SLLLLHKKEDGIW STDILKDQKEPKNKTFLRCEAKNYSG | removed

Table 2b — Amino Acid Sequences of Endogenous Proteins (Anti-Inflammatory Cytokines)

Name |Uniprot Amino Acid Sequence Notes

IL-4 | P05112 |HKCDITLQEIKTLNSLTEQKTLCTELTVTDIFAASKNTTE Signal
KETFCRAATVLRQFYSHHEKDTRCLGATAQQFHRHKQLI peptide
RFLKRLDRNLWGLAGLNSCPVKEANQSTLENFLERLKTI | removed
MREKYSKCSS (SEQ ID NO: 9)

IL-10 | P22301 |[SPGQGTQSENSCTHFPGNLPNMLRDLRDAFSRVKTFFQM Signal
KDQLDNLLLKESLLEDFKGYLGCQALSEMIQFYLEEVMP | peptide
QAENQDPDIKAHVNSLGENLKTLRLRLRRCHRFLPCENK | removed

SKAVEQVKNAFNKLQEKGIYKAMSEFDIFINYIEAYMTM
KIRN (SEQ ID NO: 10)
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GYFLACEKERDLFKLILKKEDELGDRSIMFTVQNED
(SEQ ID NO: 12)

IL-13 | P35225 |LTCLGGFASPGPVPPSTALRELIEELVNITQNQKAPLCNGS Signal
MVWSINLTAGMYCAALESLINVSGCSAIEKTQRMLSGFC peptide
PHKVSAGQFSSLHVRDTKIEVAQFVKDLLLHLKKLFREG | removed
RFN (SEQ ID NO: 11)

IL-18 | Q14116 | YFGKLESKLSVIRNLNDQVLFIDQGNRPLFEDMTDSDCR Signal
DNAPRTIFIISMYKDSQPRGMAVTISVKCEKISTLSCENKII peptide
SFKEMNPPDNIKDTKSDIIFFQRSVPGHDNKMOQFESSSYE | removed

Table 3a — Amino Acid Sequences of Endogenous Proteins (Pro-Inflammatory Cytokine
Receptors)

Name

Uniprot

Amino Acid Sequence

Notes

IFNAR
1

P17181

KNLKSPQK VEVDIIDDNFILRWNRSDESVGNVTFSFDYQK
TGMDNWIKLSGCQNITSTKCNFSSLKLNVYEEIKLRIRAE
KENTSSWYEVDSFTPFRKAQIGPPEVHLEAEDK AIVIHISP
GTKDSVMWALDGLSFTYSLVIWKNSSGVEERIENIY SRH
KIYKLSPETTYCLKVKAALLTSWKIGVYSPVHCIKTTVEN
ELPPPENIEVSVQNQNYVLKWDYTYANMTFQVQWLHAF
LKRNPGNHLYKWKQIPDCENVKTTQCVFPQNVFQKGIYL
LRVQASDGNNTSFW SEEIKFDTEIQAFLLPPVFNIRSLSDS
FHIYIGAPKQSGNTPVIQDYPLIYEIIFWENTSNAERKIIEK
KTDVTVPNLKPLTVYCVKARAHTMDEKLNKSSVFSDAV
CEKTKPGNTSKIWLIVGICIALFALPFVIYAAKVFLRCINY
VFFPSLKPSSSIDEYFSEQPLKNLLLSTSEEQIEK CFIIENIST
IATVEETNQTDEDHKK YSSQTSQDSGNYSNEDESESKTSE
ELQQDFV (SEQ ID NO: 13)

Signal
peptide
removed

IFNAR

P48551

ISYDSPDY TDESCTFKISLRNFRSILSWELKNHSIVPTHYTL
LYTIMSKPEDLK VVKNCANTTRSFCDLTDEWRSTHEAYV
TVLEGFSGNTTLFSCSHNFWLAIDMSFEPPEFEIVGFTNHI
NVMVKFPSIVEEELQFDLSLVIEEQSEGIVKKHKPEIKGN
MSGNFTYIDKLIPNTNYCVSVYLEHSDEQAVIKSPLKCTL
LPPGQESESAESAKIGGITVFLIALVLTSTIVTLKWIGYICL
RNSLPK VLNFHNFLAWPFPNLPPLEAMDMVEVIYINRKK
KVWDYNYDDESDSDTEAAPRTSGGGYTMHGLTVRPLGQ
ASATSTESQLIDPESEEEPDLPEVDVELPTMPKDSPQQLEL
LSGPCERRKSPLQDPFPEEDY SSTEGSGGRITFNVDLNSVF
LRVLDDEDSDDLEAPLMLSSHLEEMVDPEDPDNVQSNHL
LASGEGTQPTFPSPSSEGLWSEDAPSDQSDTSESDVDLGD
GYIMR (SEQ ID NO: 14)

Signal
peptide
removed

IFNGR

P15260

EMGTADLGPSSVPTPTNVTIESYNMNPIVYWEYQIMPQVP
VETVEVKNYGVKNSEWIDACINISHHYCNISDHVGDPSNS

LWVRVKARVGQKESAYAKSEEFAVCRDGKIGPPKLDIRKE

Signal
peptide
removed
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EKQIMIDIFHPSVFVNGDEQEVDYDPETTCYIRVYNVYVR
MNGSEIQYKILTQKEDDCDEIQCQLAIPVSSLNSQYCVSAE
GVLHVWGVTTEKSKEVCITIFNSSIKGSLWIPVVAALLLFL
VLSLVFICFYIKKINPLKEKSIILPKSLISVVRSATLETKPESK
YVSLITSYQPFSLEKEVVCEEPLSPATVPGMHTEDNPGKV

EHTEELSSITEVVTTEENIPDVVPGSHLTPIERESSSPLSSNQ
SEPGSIALNSYHSRNCSESDHSRNGFDTDSSCLESHSSLSD
SEFPPNNKGEIK TEGQELITVIKAPTSFGYDKPHVLVDLLV
DDSGKESLIGYRPTEDSKEFS (SEQ ID NO: 15)

IFNGR

P38484

APPDPLSQLPAPQHPKIRLYNAEQVLSWEPVALSNSTRPV
VYQVQFKYTDSKWFTADIMSIGVNCTQITATECDFTAASP
SAGFPMDFNVTLRLRAELGALHSAWVTMPWFQHYRNVT
VGPPENIEVTPGEGSLIIRFSSPFDIADTSTAFFCYYVHYWE
KGGIQQVKGPFRSNSISLDNLKPSRVYCLQVQAQLLWNK
SNIFRVGHLSNISCYETMADASTELQQVILISVGTFSLLSVL
AGACFFLVLK YRGLIKYWFHTPPSIPLQIEEYLKDPTQPILE
ALDKDSSPKDDVWDSVSIISFPEKEQEDVLQTL (SEQ ID
NO: 16)

Signal
peptide
removed

TNFR1

P19438

LVPHLGDREKRDSVCPQGK YIHPQNNSICCTKCHKGTYL
YNDCPGPGQDTDCRECESGSFTASENHLRHCLSCSKCRK
EMGQVEISSCTVDRDTVCGCRKNQYRHYWSENLFQCFN
CSLCLNGTVHLSCQEKQNTVCTCHAGFFLRENECVSCSN
CKKSLECTKLCLPQIENVKGTEDSGTTVLLPLVIFFGLCLL
SLLFIGLMYRYQRWKSKLY SIVCGKSTPEKEGELEGTTTK
PLAPNPSFSPTPGFTPTLGFSPVPSSTFTSSSTYTPGDCPNF
AAPRREVAPPYQGADPILATALASDPIPNPLQKWEDSAHK
PQSLDTDDPATLYAVVENVPPLRWKEFVRRLGLSDHEIDR
LELQNGRCLREAQYSMLATWRRRTPRREATLELLGRVLR
DMDLLGCLEDIEEALCGPAALPPAPSLLR (SEQ ID NO:
17)

Signal
peptide
removed.
Membrane
bound form

TNFR2

P20333

LPAQVAFTPYAPEPGSTCRLREY YDQTAQMCCSKCSPGQ
HAKVFCTKTSDTVCDSCEDSTY TQLWNW VPECLSCGSR
CSSDQVETQACTREQNRICTCRPGWYCALSKQEGCRLCA
PLRKCRPGFGVARPGTETSDVVCKPCAPGTFSNTTSSTDI
CRPHQICNVVAIPGNASMDAVCTSTSPTRSMAPGAVHLPQ
PVSTRSQHTQPTPEPSTAPSTSFLLPMGPSPPAEGSTGDFA
LPVGLIVGVTALGLLIIGVVNCVIMTQVKKKPLCLQREAK
VPHLPADKARGTQGPEQQHLLITAPSSSSSSLESSASALDR
RAPTRNQPQAPGVEASGAGEARASTGSSDSSPGGHGTQV
NVTCIVNVCSSSDHSSQCSSQASSTMGDTDSSPSESPKDE
QVPFSKEECAFRSQLETPETLLGSTEEKPLPLGVPDAGMK
PS (SEQ ID NO: 18)

Signal
peptide
removed.
Membrane
bound form

IL-1R1

P14778

LEADKCKEREEKIILVSSANEIDVRPCPLNPNEHKGTITW
YKDDSKTPVSTEQASRIHQHKEKLWFVPAKVEDSGHYYC
VVRNSSYCLRIKISAKFVENEPNLCYNAQAIFKQKLPVAG

DGGLVCPYMEFFKNENNELPKLQWYKDCKPLLLDNIHFS

Signal
peptide
removed.
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GVKDRLIVMNVAEKHRGNYTCHASYTYLGKQYPITRVIE
FITLEENKPTRPVIVSPANETMEVDLGSQIQLICNVTGQLS
DIAYWKWNGSVIDEDDPVLGEDYYSVENPANKRRSTLIT
VLNISEIESRFYKHPFTCFAKNTHGIDAAYIQLIYPVTNFQ
KHMIGICVTLTVIIVCSVFIYKIFKIDIVLWYRDSCYDFLPI
KASDGKTYDAYILYPKTVGEGSTSDCDIFVFKVLPEVLEK
QCGYKLFIYGRDDYVGEDIVEVINENVKKSRRLIILVRET
SGFSWLGGSSEEQIAMYNALVQDGIKVVLLELEKIQDYE
KMPESIKFIKQKHGAIRWSGDFTQGPQSAKTRFWKNVRY
HMPVQRRSPSSKHQLLSPATKEKLQREAHVPLG (SEQ ID
NO: 19)

Membrane
bound form

IL-1R3

QONPH

SERCDDWGLDTMRQIQVFEDEPARIK CPLFEHFLKFNYST
AHSAGLTLIWYWTRQDRDLEEPINFRLPENRISKEKDVL
WFRPTLLNDTGNYTCMLRNTTYCSKVAFPLEVVQKDSCF
NSPMKLPVHKLYIEYGIQRITCPNVDGYFPSSVKPTITWY
MGCYKIQNFNNVIPEGMNLSFLIALISNNGNYTCVVTYPE
NGRTFHLTRTLTVKVVGSPKNAVPPVIHSPNDHVVYEKEP
GEELLIPCTVYFSFLMDSRNEVWWTIDGKKPDDITIDVTI
NESISHSRTEDETRTQILSIKKVTSEDLKRSYVCHARSAKG
EVAKAAKVKQKVPAPRYTVELACGFGATVLLVVILIVVY
HVYWLEMVLFYRAHFGTDETILDGKEYDIY VSYARNAE
EEEFVLLTLRGVLENEFGYKLCIFDRDSLPGGIVTDETLSF
IQKSRRLLVVLSPNYVLQGTQALLELKAGLENMASRGNI
NVILVQYKAVKETK VKELKRAKTVLTVIKWKGEKSKYP
QGRFWKQLQVAMPVKKSPRRSSSDEQGLSYSSLKNV
(SEQ ID NO: 20)

Signal
peptide
removed

IL-6Ra

P08887

LAPRRCPAQEVARGVLTSLPGDSVTLTCPGVEPEDNATVH
WVLRKPAAGSHPSRWAGMGRRLLLRSVQLHDSGNYSCY
RAGRPAGTVHLLVDVPPEEPQLSCFRKSPLSNVVCEWGP
RSTPSLTTKAVLLVRKFQNSPAEDFQEPCQYSQESQKFSC
QLAVPEGDSSFYTVSMCVASSVGSKFSKTQTFQGCGILQP
DPPANITVTAVARNPRWLSVTWQDPHSWNSSFYRLRFEL
RYRAERSKTFTTWMVKDLQHHCVIHDAWSGLRHVVQL
RAQEEFGQGEWSEWSPEAMGTPWTESRSPPAENEVSTP
MQALTTNKDDDNILFRDSANATSLPVQDSSSVPLPTFLVA
GGSLAFGTLLCIATVLRFKK TWKLRALKEGK TSMHPPYS
LGQLVPERPRPTPVLVPLISPPVSPSSLGSDNTSSHNRPDA
RDPRSPYDISNTDYFFPR (SEQ ID NO: 21)

Signal
peptide
removed.
Membrane
bound form

gpl30

P40189

ELLDPCGYISPESPVVQLHSNFTAVCVLKEKCMDYFHVN
ANYIVWKTNHFTIPKEQYTIINRTASSVTFTDIASLNIQLTC
NILTFGQLEQNVYGITIISGLPPEKPKNLSCIVNEGKKMRC
EWDGGRETHLETNFTLKSEWATHKFADCKAKRDTPTSCT
VDYSTVYFVNIEVWVEAENALGKVTSDHINFDPVYKVK
PNPPHNLSVINSEELSSILKLTWTNPSIKSVIILKYNIQYRT
KDASTWSQIPPEDTASTRSSFTVQDLKPFTEY VFRIRCMK
EDGKGYWSDWSEEASGITYEDRPSKAPSFWYKIDPSHTQ

Signal
peptide
removed
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GYRTVQLVWKTLPPFEANGKILDYEVTLTRWKSHLQNYT
VNATKLTVNLTNDRYLATLTVRNLVGKSDAAVLTIPACDF
QATHPVMDLKAFPKDNMLWVEWTTPRESVKKYILEWC
VLSDKAPCITDWQQEDGTVHRTYLRGNLAESKCYLITVT
PVYADGPGSPESIKAYLKQAPPSKGPTVRTKKVGKNEAVL
EWDQLPVDVOQNGFIRNYTIFYRTIIGNETAVNVDSSHTEY
TLSSLTSDTLYMVRMAAYTDEGGKDGPEFTFTTPKFAQG
EIEAIVVPVCLAFLLTTLLGVLFCFNKRDLIKKHIWPNVPD
PSKSHIAQWSPHTPPRHNFNSKDQMY SDGNFTDVSVVEI
EANDKKPFPEDLK SLDLFKKEKINTEGHSSGIGGSSCMSS
SRPSISSSDENESSQNTSSTVQYSTVVHSGYRHQVPSVQV
FSRSESTQPLLDSEERPEDLQLVDHVDGGDGILPRQQYFK
QNCSQHESSPDISHFERSKQVSSVNEEDFVRLKQQISDHIS
QSCGSGOQMKMFQEVSAADAFGPGTEGQVERFETVGMEA
ATDEGMPKSYLPQTVRQGGYMPQ (SEQ ID NO: 22)

IL-12-
Rp1

P42701

CRTSECCFQDPPYPDADSGSASGPRDLRCYRISSDRYECS
WQYEGPTAGVSHFLRCCLSSGRCCYFAAGSATRLQFSDQ
AGVSVLYTVTLWVESWARNQTEKSPEVTLQLYNSVKYEP
PLGDIKVSKLAGQLRMEWETPDNQVGAEVQFRHRTPSSP
WKLGDCGPQDDDTESCLCPLEMNVAQEFQLRRRQLGSQ
GSSWSKWSSPVCVPPENPPQPQVRFSVEQLGQDGRRRLT
LKEQPTQLELPEGCQGLAPGTEVTYRLQLHMLSCPCKAK
ATRTLHLGKMPYLSGAAYNVAVISSNQFGPGLNQTWHIPA
DTHTEPVALNISVGTNGTTMYWPARAQSMTYCIEWQPV
GQDGGLATCSLTAPQDPDPAGMATY SWSRESGAMGQEK
CYYITIFASAHPEKLTLWSTVLSTYHFGGNASAAGTPHHV
SVKNHSLDSVSVDWAPSLLSTCPGVLKEYVVRCRDEDSK
QVSEHPVQPTETQVTLSGLRAGVAYTVQVRADTAWLRG
VWSQPQRFSIEVQVSDWLIFFASLGSFLSILLVGVLGYLGL
NRAARHLCPPLPTPCASSAIEFPGGKETWQWINPVDFQEE
ASLQEALVVEMSWDKGERTEPLEKTELPEGAPELALDTE
LSLEDGDRCKAKM (SEQ ID NO: 23)

Signal
peptide
removed

IL-12-
Rp2

Q99665

KIDACKRGDVTVKPSHVILLGSTVNITCSLKPRQGCFHYS
RRNKLILYKFDRRINFHHGHSLNSQVTGLPLGTTLFVCKL
ACINSDEIQICGAEIFVGVAPEQPQNLSCIQKGEQGTVACT
WERGRDTHLYTEYTLQLSGPKNLTWQKQCKDIYCDYLD
FGINLTPESPESNFTAKVTAVNSLGSSSSLPSTFTFLDIVRPL
PPWDIRIKFQKASVSRCTLYWRDEGLVLLNRLRYRPSNSR
LWNMVNVTKAKGRHDLLDLKPFTEYEFQISSKLHLYKGS
WSDWSESLRAQTPEEEPTGMLDVWYMKRHIDY SRQQIS
LFWKNLSVSEARGKILHYQVTLQELTGGKAMTQNITGHT
SWTTVIPRTGNWAVAVSAANSKGSSLPTRINIMNLCEAGL
LAPRQVSANSEGMDNILVTWQPPRKDPSAVQEYVVEWR
ELHPGGDTQVPLNWLRSRPYNVSALISENIKSYICYEIRV
YALSGDQGGCSSILGNSKHKAPL SGPHINAITEEK GSILIS
WNSIPVQEQMGCLLHYRIYWKERDSNSQPQLCEIPYRVS

Signal
peptide
removed
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QNSHPINSLQPRVTYVLWMTALTAAGESSHGNEREFCLQ
GKANWMAFVAPSICIAIIMVGIFSTHYFQQKVFVLLAALR
PQWCSREIPDPANSTCAKKYPIAEEKTQLPLDRLLIDWPT
PEDPEPLVISEVLHQVTPVFRHPPCSNWPQREK GIQGHQA
SEKDMMHSASSPPPPRALQAESRQLVDLYK VLESRGSDP
KPENPACPWTVLPAGDLPTHDGYLPSNIDDLPSHEAPLAD
SLEELEPQHISLSVFPSSSLHPLTFSCGDKLTLDQLKMRCD
SLML (SEQ ID NO: 24)

Table 3b — Amino Acid Sequences of Endogenous Proteins (Anti-Inflammatory Cytokine
Receptors)

Name

Uniprot

Amino Acid Sequence

Notes

IL-4Ra

P24394

MKVLQEPTCVSDYMSISTCEWKMNGPTNCSTELRLLYQL
VFLLSEAHTCIPENNGGAGCVCHLLMDDVVSADNYTLD
LWAGQQLLWKGSFKPSEHVKPRAPGNLTVHTNVSDTLLL
TWSNPYPPDNYLYNHLTYAVNIWSENDPADFRIYNVTYL
EPSLRIAASTLKSGISYRARVRAWAQCYNTTWSEWSPSTK
WHNSYREPFEQHLLLGVSVSCIVILAVCLLCYVSITKIKKE
WWDQIPNPARSRLVAIIIQDAQGSQWEKRSRGQEPAKCPH
WKNCLTKLLPCFLEHNMKRDEDPHK AAKEMPFQGSGKS
AWCPVEISK TVLWPESISVVRCVELFEAPVECEEEEEVEE
EKGSFCASPESSRDDFQEGREGIVARLTESLFLDLLGEENG
GFCQQDMGESCLLPPSGSTSAHMPWDEFPSAGPKEAPPW
GKEQPLHLEPSPPASPTQSPDNLTCTETPLVIAGNPAYRSFS
NSLSQSPCPRELGPDPLLARHLEEVEPEMPCVPQLSEPTT
VPQPEPETWEQILRRNVLQHGAAAAPVSAPTSGYQEFVH
AVEQGGTQASAVVGLGPPGEAGYKAFSSLLASSAVSPEK
CGFGASSGEEGYKPFQDLIPGCPGDPAPVPVPLFTFGLDR
EPPRSPQSSHLPSSSPEHLGLEPGEK VEDMPKPPLPQEQAT
DPLVDSLGSGIVYSALTCHLCGHLKQCHGQEDGGQTPVM
ASPCCGCCCGDRSSPPTTPLRAPDPSPGGVPLEASLCPASL
APSGISEKSKSSSSFHPAPGNAQSSSQTPKIVNFVSVGPTY
MRVS (SEQ ID NO: 25)

Signal
peptide
removed.
Membrane
bound form

1L-
2Ryc

P31785

LNTTILTPNGNEDTTADFFLTTMPTDSLSVSTLPLPEVQCF
VFNVEYMNCTWNSSSEPQPTNLTLHYWYKNSDNDKVQ
KCSHYLFSEEITSGCQLQKKEIHLYQTFVVQLQDPREPRR
QATQMLKLQNLVIPWAPENLTLHKLSESQLELNWNNRFL
NHCLEHLVQYRTDWDHSWTEQSVDYRHKFSLPSVDGQK
RYTFRVRSRFNPLCGSAQHWSEWSHPIHW GSNTSKENPF
LFALEAVVISVGSMGLIISLLCVYFWLERTMPRIPTLKNLE
DLVTEYHGNFSAWSGVSKGLAESLQPDYSERLCLVSEIPP
KGGALGEGPGASPCNQHSPYWAPPCYTLKPET (SEQ ID
NO: 26)

Signal
peptide
removed
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IL-
13Ral

P78552

GGGGAAPTETQPPVTNLSVSVENLCTVIWTWNPPEGASS
NCSLWYFSHFGDKQDKKIAPETRRSIEVPLNERICLQVGS
QCSTNESEKPSILVEKCISPPEGDPESAVTELQCIWHNLSY
MKCSWLPGRNTSPDTNYTLYYWHRSLEKIHQCENIFREG
QYFGCSFDLTKVKDSSFEQHSVQIMVKDNAGKIKPSFNIV
PLTSRVKPDPPHIKNLSFHNDDLY VQWENPQNFISRCLFY
EVEVNNSQTETHNVFYVQEAKCENPEFERNVENTSCFM
VPGVLPDTLNTVRIRVK TNKLCYEDDKLWSNWSQEMSIG
KKRNSTLYITMLLIVPVIVAGAITVLLLYLKRLKIIIFPPIPDP
GKIFKEMFGDQNDDTLHWKKYDIYEKQTKEETDSVVLIE
NLKKASQ (SEQ ID NO: 27)

Signal
peptide
removed

IL-
10R1

Q13651

HGTELPSPPSVWFEAEFFHHILHWTPIPNQSESTCYEVALL
RYGIESWNSISNCSQTLSYDLTAVTLDLYHSNGYRARVRA
VDGSRHSNWTVTNTRFSVDEVTLTVGSVNLEIHNGFILG
KIQLPRPKMAPANDTYESIFSHFREYEIAIRK VPGNFTFTH
KK VKHENFSLLTSGEVGEFCVQVKPSVASRSNKGMWSK
EECISLTRQYFTVTNVIIFFAFVLLLSGALAYCLALQLYVR
RRKKLPSVLLFKKPSPFIFISQRPSPETQDTIHPLDEEAFLK
VSPELKNLDLHGSTDSGFGSTKPSLQTEEPQFLLPDPHPQ
ADRTLGNREPPVLGDSCSSGSSNSTDSGICLQEPSLSPSTG
PTWEQQVGSNSRGQDDSGIDLVQNSEGRAGDTQGGSAL
GHHSPPEPEVPGEEDPAAVAFQGYLRQTRCAEEKATKTG
CLEEESPLTDGLGPKFGRCLVDEAGLHPPALAKGYLKQD
PLEMTLASSGAPTGQWNQPTEEWSLLALSSCSDLGISDW
SFAHDLAPLGCVAAPGGLLGSFNSDLVTLPLISSLQSSE
(SEQ ID NO: 28)

Signal
peptide
removed

IL-
10R2

Q08334

MVPPPENVRMNSVNFKNILQWESPAFAKGNLTFTAQYLS
YRIFQDKCMNTTLTECDFSSLSKYGDHTLRVRAEFADEHS
DWVNITFCPVDDTIIGPPGMQVEVLADSLHMRFLAPKIEN
EYETWTMKNVYNSWTYNVQYWKNGTDEKFQITPQYDF
EVLRNLEPWTTYCVQVRGFLPDRNKAGEWSEPVCEQTT
HDETVPSWMVAVILMASVFMVCLALLGCFALLWCVYKK
TKYAFSPRNSLPQHLKEFLGHPHHNTLLFFSFPLSDENDV
FDKLSVIAEDSESGKQNPGDSCSLGTPPGQGPQS (SEQ ID
NO: 29)

Signal
peptide
removed

IL-
18Ra

Q13478

AESCTSRPHITVVEGEPFYLKHCSCSLAHEIETTTKSWYK
SSGSQEHVELNPRSSSRIALHDCVLEFWPVELNDTGSYFF
QMKNYTQKWKLNVIRRNKHSCFTERQVTSKIVEVKKFF
QITCENSYYQTLVNSTSLYKNCKKLLLENNKNPTIKKNAE
FEDQGYYSCVHFLHHNGKLFNITKTFNITIVEDRSNIVPVL
LGPKLNHVAVELGKNVRLNCSALLNEEDVIYWMFGEEN
GSDPNIHEEKEMRIMTPEGKWHASKVLRIENIGESNLNVL
YNCTVASTGGTDTKSFILVRKADMADIPGHVFTRGMIIAV
LILVAVVCLVTVCVIYRVDLVLFYRHLTRRDETLTDGKTY
DAFVSYLKECRPENGEEHTFAVEILPRVLEKHFGYKLCIFE
RDVVPGGAVVDEIHSLIEKSRRLIIVLSKSYMSNEVRYELE

Signal
peptide
removed
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SGLHEALVERKIKIILIEFTPVTDFTFLPQSLKLLKSHRVLK
WKADKSLSYNSRFWKNLLYLMPAKTVKPGRDEPEVLPV
LSES (SEQ ID NO: 30)

18RB

095256

FNISGCSTKKLLWTY STRSEEEFVLFCDLPEPQKSHFCHR
NRLSPKQVPEHLPFMGSNDLSDVQWYQQPSNGDPLEDIR
KSYPHIIQDKCTLHFLTPGVNNSGSYICRPKMIKSPYDVAC
CVKMILEVKPQTNASCEYSASHKQDLLLGSTGSISCPSLS
CQSDAQSPAVTWYKNGKLLSVERSNRIVVDEVYDYHQG
TYVCDYTQSDTVSSWTVRAVVQVRTIVGDTKLKPDILDP
VEDTLEVELGKPLTISCKARFGFERVFNPVIKWYIKDSDL
EWEVSVPEAKSIKSTLKDEINERNIILEK VTQRDLRRKFVC
FVQNSIGNTTQSVQLKEKRGVVLLYILLGTIGTLVAVLAA
SALLYRHWIEIVLLYRTYQSKDQTLGDKKDFDAFVSYAK
WSSFPSEATSSLSEEHLALSLFPDVLENKYGYSLCLLERD
VAPGGVYAEDIVSITIKRSRRGIFILSPNY VNGPSIFELQAAV
NLALDDQTLKLILIKFCYFQEPESLPHLVKKALRVLPTVT
WRGLKSVPPNSRFWAKMRYHMPVKNSQGFTWNQLRITS
RIFQWKGLSRTETTGRSSQPKEW (SEQ ID NO: 31)

Signal
peptide
removed

Table 4a — Codon Optimized DNA Sequences of Endogenous Proteins (Pro-Inflammatory
Cytokines)

Name

Uniprot

Codon Optimized Sequence

Notes

IFN-a2

P0O1563

Tgcgaccttccacagacccattcectcggetetcgaagaactetgatgttgctggcccaga
tgcggaagatttctcttttctcatgtctgaaagacaggeacgactttggttttccccaggagg
agttcggaaaccagttccagaaagcggaaaccattcctgtgetgcacgaaatgatccaac
aaattttcaacctgttttcaactaaagatagetccgetgeatgggacgagacactectcgata
agttttatacagagctttaccagcagttaaatgatctggaagcettgtgtcatccaaggggteg
gcgtaaccgagacgeccctgatgaaggaggatageatactggcagtgcggaagtactte
cagaggatcaccctctatctaaaggaaaaaaagtacagtecgtgcgectgggaagteatt
agagccgaaatcatgegtagcttttcettatctacaaatttgcaggagtegttgcgecagtaaa
gag (SEQ ID NO: 32)

Signal
peptide
removed

IFN-B

P0O1574

Atgagttataatttactcggatttctacagcggtctageaacttccaatgtcagaagetgctg
tggcaactcaacggcaggetggagtactgectcaaagatagaatgaactttgatattcceg

aagaaatcaagcagcttcagcagttccagaaagaggacgccgcactaaccatatacgag

atgctgcagaacattttcgetatattcagacaggactegtectctactggatggaatgagac

catcgtcgagaatttgctggccaatgtgtatcatcaaattaaccacctcaagacggtgcttga
agaaaagttggaaaaagaggacttcactagaggcaaactgatgtcatcccttcacctcaaa
cgctactatgggaggatcctgeactacttaaaggcgaaggagtatagecattgegettgga
caatcgttcgcgtagagattctgcggaatttttactttatcaatcgtttgacaggttacctgega
aac (SEQ ID NO: 33)

Signal
peptide
removed

IFN-y

P01579

Caggatccctacgtgaaggaagcagaaaatctcaaaaagtatttcaatgecgggecatage
gatgtggccgataacggceacccetgttictgggeattcttaagaattggaaagaggagtctg
ataggaagattatgcagtcccagatcgtgagcttctatttcaagcetgticaaaaacttcaaag
acgaccagtcgatccaaaaatctgttgagacaataaaagaggacatgaatgtgaagttttit

Signal
peptide
removed,
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aattcaaacaaaaagaagcgcgacgattttgagaaattaacgaactactccgtcaccgact
tgaacgtacaacgaaaggctattcacgaactaatccaggtcatggctgaactgagtectge
cgccaagactggtaagegtaaacggagtcagatgetetttagagga (SEQ ID NO:
34)

propeptide
removed

TNF-a

P0O1375

Gtgcgatcttcaageeggacaccctcagacaagecagtggeacacgtggtagegaace

cacaagctgaggggcagctccagtggctcaatcggcgtgccaacgecctgttagecaat

ggggotcgagettagggacaaccaacttgtggtaccctcggaaggattatacttgatttacag
tcaggtgctgttcaaaggacagggctgeccticcacacatgtictgetcactcacacgatct

ccegeattgecagtgtcttatcagaccaaggtcaacttgctaagegctatcaaaagtccatgt

cagagagagaccccggagggtectgaggctaagecttggtacgaacctatttatctgggce
ggagtctttcaactggaaaaaggtgatagactgagcgcagagatcaataggeccgattac

ctggacttcgccgaatccggecaggtttattttgggataatcgeecte (SEQ ID NO:

35)

Soluble form
(TMD
removed) -
Wang et al
1985

IL-1B

P01584

Gegcectgtcagaagectcaactgecacgetgagggactcacagcaaaagagectggtcat
gagtggcccctacgagctgaaageactccaccticaggggcaggacatggaacaacag
gtggttttctccatgtetttcgtacagggagaggagtctaacgataagatccccgtggctttg
ggcttaaaagagaaaaacctgtatctgagetgtgtgctaaaggacgataageccacactte
agctcgagtccgttgatccaaaaaattatccaaagaagaaaatggaaaageggtttgtottt
aacaagattgagattaataacaaattggaattcgaatcagcccagttccctaattggtacate
agtacctctcaagccgaaaatatgecggtgttictgggagogaccaagggtegccaggat
ataacagacttcactatgcagtttgtctcgtec (SEQ ID NO: 36)

Propeptide
removed for
mature form

IL-6

P05231

Gtgeegeccggggaagatagcaaggatgtggetgctectcacaggeagecactgacaa
gcagcgagagaatcgacaagcaaataaggtatattettgatggaatcagegegetgegaa
aggagacatgtaacaagtcgaatatgtgegagtcttccaaagaageacttgetgaaaataa
tctgaacctcccaaaaatggecgagaaagacggetgctttcagtecggttttaacgaggag
acttgtttagtaaagattataacgggcttgttggaattcgaagtctacctagaatacctccaaa
atagattcgagagtagtgaggaacaggcccgegetgttcagatgtcaacaaaagtgttgat
ccaattcctgcagaaaaaagccaagaacttagatgcaatcaccacacctgaccecactac

caatgcctctetgetcaccaagetgcaageccagaaccagtggctgeaggacatgactac
ccatctaattctgecggtcttttaaggagttectecagteatcectgegtgeacttcggeagatg
(SEQ ID NO: 37)

Signal
peptide
removed

IL-12
subunit
p35

29459

Cgaaatctgccagtggetacccecgaccegggeatgtttcectgectecatcatagecag
aatctgctcagagcggtcagcaacatgctacagaaggeccgecagaccttagagttttace
cttgcacctctgaggaaatcgatcacgaagacatcaccaaagataagactagecaccgttg

aagcctgtctcccattggaacttacaaaaaatgaatcttgtctgaaticcagagagacatcttt
tatcactaatggaagttgcctcgecagtcggaaaacttccttcatgatggecctgtgtetgag
ttcaatctacgaggatcttaagatgtatcaagtggaatticaaaacgatgaacgcaaaactgtt
gatggatcctaagaggcagatatttttggatcagaacatgttagetgtgatcgacgagetga
tgcaagcactcaacttcaactcagagacagtcccccagaagtectecctggaggagectg
acttctacaagacgaaaattaagctatgcattctgcttcacgcattcaggatacgggecgta

acaattgaccgtgtgatgagctatctgaacgcttcg (SEQ ID NO: 38)

Signal
peptide
removed

IL-12
subunit
p40

P29460

Atctgggagctcaaaaaggatgtttatgtggtcgaacttgactggtacccggacgeacca
ggggagatgotootgttgacctgecgacacccccgaagaggacgggattacatggacttt
ggaccagtccagtgaagtcctgggctcgggaaagaccctgactatccaggtgaaggagt
tcggagatgcetggacaatatacatgeccacaagggcggggaagttttgagecattcectect
getgctgcataaaaaagaggatggtatttggagceactgatatictgaaagaccagaaggaa

Signal
peptide
removed
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cccaagaacaaaacttttctgeggtgtgaggccaagaattacagtggaagattcacctgttg
gtggttaaccacaatctctaccgatcttaccttttccgtcaaatcaagtcgeggcageageg

atccacagggcegtgacgtgcggegetgecacactaagegeggagagagtgcggggtg

acaacaaggaatacgagtactccgttgagtgtcaagaagactctgeatgecctgecgeag
aggaatcattaccgatcgaagtaatggtggatgctgticacaaactgaagtatgaaaactac
acttcttcatttttcataagggacattatcaagcctgatcctccaaagaacctccaacttaaac

cactcaagaatagccgtcaggtagaggtgtcctgggagtaccccgatacctggtcaacge
cccactcatatttctccctgacgtictgtgtgcaggtgcaggggaaatccaagagggagaa
gaaagacagggtctttacagataagacatctgccactgtcatctgcagaaaaaatgectcta
tatccgtgcgageccaggaccgctactattctagtagetggagegagtgggctagtgtace
ttgttcg (SEQ ID NO: 39)

Table 4b — Codon Optimized DNA Sequences of Endogenous Proteins (Anti-Inflammatory
Cytokines)

Name |Uniprot Codon Optimized Sequence Notes

IL-4 | PO05112 |Cacaagtgtgatattacactccaagaaataatcaagaccctgaacagectaaccgageag Signal
aaaactctctgtacggaattgaccgttaccgatatcttcgcagetagtaagaatacaactga peptide
aaaagagacgttttgtcgteccgecacagtectgaggeagttttattcacatcacgagaaag| removed
acacccggtgecttggggcaactgeccaacagtttcatcgecacaaacagetgatcagatt
cttgaagcggctggacaggaatctetggggattagetggectgaattcttgeceegtgaag
gaggcgaaccagagceactctggagaacttcctggaacgacttaagacaattatgagaga
gaagtactccaaatgetectet (SEQ ID NO: 40)

IL-10 |P22301 |Tcacccggacagggtactcaatctgaaaatagttgcacccattttccaggaaatctgecta Signal
acatgctgagggacttacgcgatgcattttcgegtgtaaaaacattetttcagatgaaagatc | peptide
aactggataacctgttgctaaaagagagcectgcettgaggatttcaagggetatctgggetgt | removed
caggcgctctccgaaatgattcaattctacctcgaagaggtgatgecccaggecgagaac
caggacccagacatcaaggcccacgtgaattctctggggoagaatctgaaaacgetcag
attgcgactcagacggtgccacaggtttttaccttgtgaaaacaagagcaaagcecgtigag
caggtcaagaacgcttttaataagcttcaggaaaaagggatctataaggcaatgtccgagtt
cgacatattcattaattacattgaggcttacatgaccatgaagatccggaac (SEQ ID
NO: 41)

IL-13 | P35225 | Ttaacatgtctgggegggttcgectcacctggaccagttcececttcaaccgetctcagag Signal
aactgattgaggagctcgtcaatatcacccagaaccaaaaagecccactctgeaatggaa | peptide
gtatggtotggtctattaacttgactgccggeatgtactgtgccgeactggagtctttgatca removed
acgtgtccgggtgcagtgcaatcgaaaagacgeageggatgetgageggcettttgeeee
cacaaggtgagcgctggtcagttttccagecttcacgtgegagatacaaagatagaagtag
cgcagttcgtcaaggacctgetgctgeatcttaaaaaactatttcgegagggtaggttcaat
(SEQ ID NO: 42)

IL-18 | Q14116 |Tattttggcaaactcgaaagtaagctgagegtgattcggaatcttaacgatcaggtgttattc Signal
atcgatcaaggcaacagaccactctttgaagatatgacagattcagactgtagggataatg peptide
cccctaggaccatctttattataagcatgtataaggactctcagecccgeggtatggeagta | removed
acgattagcgttaagtgcgagaagatttctacactttcatgcgaaaacaaaatcatctectte
aaagagatgaaccctccegataatatcaaagataccaagtcggacataattttctttcagag
atccgtcccaggacacgacaataagatgeaattcgaatccageagttacgagggatacttt
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ctggcttgtgagaaggaacgtgacttgttcaaactgatcctgaagaaagaggacgageta

gggoaccgatctatcatgttcactgtgcagaacgaggac (SEQ ID NO: 43)

Table 5a — Codon Optimized DNA Sequences of Endogenous Proteins (Pro-Inflammatory
Cytokine Receptors)

Name

Uniprot

Codon Optimized Sequence

Notes

IFNARI1

P17181

aagaacctgaaatccccacagaaagtcgaggtggacatcatcgatgacaatttcatcttaag
atggaaccgtagcgatgagtccgtcggaaatgtcacattttettttgattatcagaagaccgg

gatggacaactggattaagctgtccggttgecagaacataaccagtaccaagtgtaacttca
gcagcctcaaactcaatgtatatgaggaaatcaagetgaggatccgggccgagaaggaaa
acacaagctcctggtatgaagttgattcatttactccatttcgaaaagcgcaaataggaccce
cggaagttcacctcgaggcetgaagataaagcaattgtaatacacatatcgectggeaccaa

ggactctgtgatgtoggoctttagatgggoctgtcattcacgtacagectggtgatetggaagaa
cagttctggggotogagoagagaatagaaaacatttatagtcgecacaaaatctacaaattgt

cacccgaaacaacctattgectgaaggtcaaggeggcactattgacgtectggaagatcgg
cgtgtactcaccagtgcattgtataaagacaacagtggaaaacgagceticcececcgecggag
aatattgaggtttccgtgcagaatcagaattatgtgttgaagtgggactacacatatgccaata
tgaccttccaggttcaatggcttcatgcatttctgaaaagaaaccctggtaaccacctttacaa
atggaagcagattcctgactgcgagaatgtcaagaccacacagtgegtgtttcctcaaaacg
ttttccagaaaggcatctatctgetacgggtccaggettccgatggcaataataccteattitg

gagcgaggaaattaaatticgacactgaaatccaagecttcctactcecteccgtatttaacat

caggagtctgtctgatagettccatatttacatcggtgctcccaageagtctggaaacactce

cgtgatccaggattaccccctcatctacgagatcattttctgggaaaacacctctaacgecga
acggaagattatagagaagaaaactgacgtcactgtgcctaacctgaaaccattaactgtct

attgcgtcaaagctagggceccacaccatggatgaaaaactgaacaagtctagegtgttcag

cgacgcagtttgtgagaaaacgaagccaggaaatacttctaagatttggettatcgtgggca
tttgtatcgctetgticgcactgecctttgtaatctacgeccgecaaggtttttcteccgetgtattaa
ttatgtgtttttcccatccctgaagecatcategtegattgacgagtacttetctgageaacctet
taaaaacctgttgttgtccaccagtgaagagcagattgagaaatgcttcattatcgaaaatattt
caacaatcgccacagtggaggagacgaatcagaccgacgaggaccataagaagtacag

cagtcagacatctcaggattccgggaattacagcaatgaagatgaaagtgaatccaaaact

agcgaggagctccaacaggactttgtg (SEQ ID NO: 44)

Signal
peptide
removed

IFNAR2

P48551

atcagctacgactcccccgattacaccgacgagtectgtacctttaaaatctcectacgtaact]
tcaggtccattctetectgggaactgaaaaaccatageattgtgecgactcactatacactgct
stataccataatgtctaaacccgaggatctgaaggtggtgaagaactgtgegaacaccaca

agatccttctgegacctgacagatgagtggegatctacccatgaagectacgtcacggtect
cgagggcttcageggtaataccacacttttcagetgetcacataacttttggttggecatcgat
atgtcctttgaaccacccgagttcgagattgteggtttcacaaaccacatcaatgtcatggtga
aatttccttctattgtcgaggaagaactceagtttgatttgagectegtgattgaggageagte

agagggaatcgtgaagaagcataagcccgaaataaagggaaatatgagtgggaacttcac

ttacataatcgacaagctcatccccaacacgaattattgtgtgtcagtgtatctcgageactcg

Signal
peptide
removed
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gatgagcaagccgtgatcaagtetccacttaagtgeactetectgecgecaggecaggagt
cagagagcgctgaatcggctaagataggcgggateattacegtcttcctcatcgeactggtyy
ttgacttctactattgttaccctgaagtggatcggatacatctgcttgegeaactetetgecaaa
agttctaaactttcacaattttctggectggeccttccccaatcttectectctggaggecatgg
acatggttgaggttatctatataaatcggaaaaaaaaagtctgggactacaattacgatgacg
aaagtgactcagacacggaggccgeaccaaggacctetggagggagoctatactatgeac
ggccttaccgtgagacctitaggacaggcatctgetacaageactgaaagecagetgattg
acccagagagcgaggaagagcctgatctaccagaagtggatgtagagetgecgacaatg
cctaaggactccceccaacagetcgaactgttgageggecctigtgaaaggegcaaaagt
cccttgcaagatcegttccctgaagaagactatagcagtaccgaaggatccggeggteggal
ttacattcaacgtggatttaaatagtgtatttttacgggttctggacgatgaggacagtgatgat
ctggaggcgcecccttatgetgtecteccatetggaggagatggtagaccccgaagatecag
ataacgtgcagtctaatcaccttctggcttccggggaaggtactcagecaacctttcctagte
cttcttcagagggcttatggtcagaagacgcaccaagcgatcagtcagacacaagtgagagl
cgacgtagacctcggggacgggtacattatgaga (SEQ ID NO: 45)

IFNGR1

P15260

gaaatggggactgccgacttgggacctageagtgtccccactcccaccaacgtgaccate

gagtcttataatatgaatcctattgtitattgggaatatcagatcatgectcaggttccagtgttc
actgttgaagtgaaaaattacggagtgaagaactcagagtggatagacgcttgeataaacat
atctcaccattactgcaatatttccgaccacgtgggegaccccageaacagtttgtgggtca

gagtgaaagctcgegtgggccagaaggagagtgacttatgeccaaaagegaagaattcgec

gtttgtagagatggcaagatcgggccecccaaattagacattcgcaaagaagaaaaacaa

attatgatcgatatcttccatcectctgtettcgtcaacggegacgaacaggaggtagattatg
atccagagacaacgtgttacatcagggtatacaacgtttacgtgaggatgaatgggtcaga

gatccagtataagatcctcactcaaaaggaggacgactgtgacgaaattcagtgtcaactc

gccatcccagtgtcttcgetgaatagecagtactgegtgtetgecgagggtatacttcacgtt
tggggagtcacaactgaaaagtccaaagaagtttgtattaccatttttaacagetctatcaag

ggcteccctgtggataccagtggtggcggceactgetgcetgttectigtactcagectggtette
atctgcttctatattaagaagatcaaccctctgaaggagaagagcatcatactacccaagtcg
cttatctcagtcgtgeggtecgecaccctagaaactaageccgaatcaaaatatgtatecctg
atcacaagctaccagcecattttcattagagaaagaagtcgtgtgcgaggagectetgteece
agcaactgtgccaggtatgcatacggaggacaatccgggtaaagtagageacaccgagg
agctgtccagcattacagaggtcgtcaccacagaggagaacatacccgatgtggtgcctg

gaagtcatctcacacctattgagcgtgaatctagcagteccttgtcttctaatcagagtgaace
ggggagtattgcattaaactcctaccactcccggaattgcagegaaagegaccactcgaga
aatgggtttoataccgatagttcttgtctggaatcccactcatcactgagegattctgagtttee
gccaaacaacaagggcgaaattaaaacggagggacaagagetcatcaccgtcatcaagg
ctccaaccagttttggttacgacaagcectcatgttttggtggatctgettgtggatgactcagg
caaggagtccctcattggataccgacctacagaggattccaaagagtttage (SEQ ID
NO: 46)

Signal
peptide
removed

IFNGR2

P38484

(Gcecececcectgatectetetcacagetacccgecccacageatcccaagataagactgtaca
atgccgagceaggtgcttagetgggageccgtggeactatcaaacagtacgagacecgtgg
tgtaccaggtacagttcaagtacacagacagcaagtggtitaccgctgacattatgagceatt

ggagtcaattgcactcagatcaccgcaaccgagtgtgactttacagcagcttcaccctecge
cggattccctatggacttcaacgtcactctgeggcttcgtgcagaactgggegcetcttcatte
cgcctgggtgacaatgccttggttccageactatcggaacgtcaccgtagggeccectgaa

aatatcgaagtaacccctggagaaggttcgetgataataaggttcagetctecgtttgacatt

Signal
peptide
removed
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gctgatacatccactgegttcttetgetactatgtgeactactgggagaagggcgggattcaa
caagtgaaagggccattcaggagcaacagtatcagtctcgacaacctgaaaccttetegeg
tctattgcctccaagtgecaggctcaactgetgtggaacaaaagtaatattttccgagttggec

acctgtctaatatctcctgttatgagaccatggecgacgeatctacggagttgcageaggtc

atcctcatttctgtgggcacattttcectgetgteggttetggecggtgcctgtttttttctegtttt
caaataccgcggcttgatcaaatactggtttcataccccaccatcaataccattacagatcga
agagtatcttaaagatccaactcagccaattttagaggcgctcgataaggactctageccga
aggacgatgtgtggeattccgtgtccatcatcagetttcccgaaaaggagcaggaagatgtt
ctgcaaactttg (SEQ ID NO: 47)

TNFR1

P19438

ttggtaccccatcttggegaccgagagaaacgggatagtgtetgtcceccaagggaaatatat]
acacccacagaataactctatctgetgeactaagtgecataaaggaacgtacctttataacga
ctgecccaggecccggecaagatactgactgcagagagtgegagtctgggagcettcaccgc)
ctccgagaatcacttgagacattgectgagttgtagcaagtgcaggaaggagatggggoca

ggttgagatctcatcatgtaccgttgatcgggacaccgtctgtggatgccgeaaaaatcagt

atcggcattattggtccgaaaacctatttcagtgttttaactgttetttgtgectgaacggaaca

gtccacctgagttgccaggaaaaacagaatacagtttgcacttgecacgetggcttttttctee
gcgagaacgaatgtgtgtectgttccaattgtaagaagtctctagaatgtacaaagetgtgtct
gccccaaatcgagaacgtgaaaggaactgaggacagtggtacaaccgtgttgetgectct

ggtoatcttcttcgggcetctgectectcagtetgcettttcattgggctaatgtaccggtaccage
gttgoaaatctaagttatactcaattgtctgtgggaagtccaccectgagaaggaaggagaa
ctggaaggtactaccaccaaaccactggctccaaacccctecttctctectacacceggcttt
actcctaccetgggcttctcaccggtgeccagetcaacgttcaccagetcgageacatacac
ccctggegattgteccaacttcgecageaccaaggegtgaagtggccccaccectaccaggg
tgctgatccaatacttgccaccgcattagecagegatcegattcctaatectttacagaagtg

ggaggatticggcccacaaaccccagagectggacactgacgaccccgecacgetgtatg

ctgtggtcgagaatgtaccgectetcagatggaaggaatttgtgaggegactgggcectgtec
gatcacgagatcgacagactggagttgcaaaatggtcgatgectcecgggaggeccagtac
agcatgctggcetacatggaggaggcegeacacctcgecagggaggcegactcttgaattgetg
ggacgcgtgctcagagatatggacttactcggatgtcttgaagacattgaagaggegcetcetg
cggcccageagecctgectecggeaccateectgetcaga (SEQ ID NO: 48)

Signal
peptide
removed.
Membrane
bound form

TNFR2

P20333

ctgectgeccaggtegcettttacaccatatgcacctgagectggttccacgtgtaggcettagg
gagtactacgatcaaaccgctcagatgtgttgetccaagtgtagtccaggecageacgeaa
aagtcttttgtacaaagacgtcagataccgtgtgegacagetgegaagatageacctatace
cagctgtggaattgggttcccgaatgtttgtettgtggetccegetgcetetagtgaccaggte
gaaacacaggcctgeactcgggaacagaaccgtatttgtacctgecaggeccggttggtact
gcgcactgtccaaacaagaggggtgtagactgtgtgcccctitgegcaagtgtegteccagg
cttcggtgtggcaagacctggaacagagacttcagacgtegtttgtaagecctgegeecctg
gcacattctccaataccacctcatctaccgacatatgcagaccccaccaaatatgcaacgtg
gtggctatccctgggaacgectecatggacgcetgtttgeacttccacttcteccactcggtctal
tggcteccggtgecgtgcatttaccccaaccegtgageactcggagecaacacacacage
caacacccgagccaagtaccgecccgagtaccagcettectactccccatgggeccatctee
accggctgagggatctaccggggattttgctetgectgtecgggctaatcgteggggteacg
gcgctcggattgcteattatcggagtggtaaactgegtgattatgactcaggtgaaaaagaa
gcctttatgectccagagagaagcgaaagttcecccacctgectgecagacaaggecagggg
tacacagggcccggaacagceaacatctgetgatcaccgecccctettcaagetccageag

cctggaatccagtgecagtgeacttgatcggegegeaccaacgegaaaccageeccagg

Signal
peptide
removed.
Membrane
bound form
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ccectgggetagaggcatcaggegctggagaagegegegctageacaggeagttecgat
tccagccctggagggcatggaacacaggtaaatgtcacctgeategttaatgtgtgctegte
ctcggaccacagctctcaatgttcaagecaggectcaageactatgggegacactgatage
tctccctecgagtecaccgaaggacgageaggteecatttagtaaagaggagtgtaccttee
gaagtcagctggagacaccagaaaccctgettgggtctactgaagagaaaccactecctet
tggcgtgccagatgegggaatgaagecgteg (SEQ ID NO: 49)

IL-1R1

P14778

ctcgaggccgataagtgcaaagaaagagaggaaaaaatcattctggtttctagegecaacg
aaatcgatgtccgeccctgtecactgaatcctaacgagceataaggggactataacatggtat
aaggacgacagcaagacccctgtgtctacagaacaagcaagcaggatacaccagcacaa
agaaaagctttggtttgtaccagcaaaggtcgaggacagegggcattattattgegtggtac
gaaacagttcttactgcctcagaatcaagatttccgetaagtttgtcgagaacgaacctaactt
atgttacaacgcacaggctatttttaaacagaagctcccagttgetggggatggcggcctgg
tgtgtccctacatggagttttttaaaaatgagaataatgagctacctaaactgcaatggtacaa
ggactgcaaaccccttttgetcgacaatattcacttcageggagtgaaagatcggctgattgt
gatgaacgtggctgagaaacaccgcgggaactatacatgecacgectcttatacgtacctg
ggcaagcagtacccgatcactagagtgattgaatttataacactggaagagaacaagecaa
ctcgtcctgtcatagtatccccecgcaaacgaaaccatggaggtggacttgggattctcagate
cagctgatttgcaatgttaccgggcaattgagteatatcgectattggaagtggaatggttctg
tcattgacgaagacgatccagtgttaggagaggactattatagegtagaaaatcctgegaac
aagaggcggtcgactctgataactgtcctgaacatcagtgagatcgagagecgattttataa
acatccattcacatgtttcgccaaaaatacacacgggatcgacgecgcectacattcagetgat]
ctaccccgtaaccaatttccagaagcacatgatcgggatatgegtgacgctaaccgtgatca
ttgtttgctcagtgttcatttacaagatcttcaagatcgacatcgtectttggtatagggataget
gttacgactttctgeccattaaggeatcggatggcaaaacctacgacgcttacatcttgtace
caaagaccgtgggagaaggctcaacctccgactgtgacattttcgtcetttaaggtgctecctg
aggtcctcgagaaacagtgtggctataaactgttcatctatggecgggatgactacgtgggc
gaggatatagttgaagtcataaatgaaaatgttaagaaatcacggaggctgatcatcattcta
gtgcgggagacctcaggtttticctggetecggeggctectcagaggageagattgegatgt
acaacgctctggtgcaagatggaatcaaggtggtictgttggagctcgaaaagatccagga
ttacgagaaaatgcccgagagcattaagttcatcaaacaaaaacacggagccattagatgg
agtggatoatttcacgcaaggaccgceagtccgecaagacacgtttctggaaaaacgtgegct
atcatatgcccgtgcagaggagatceccctecagtaaacatcagetgttatcteccggegact
aaggaaaagcttcagecgegaagceccatgttectettgga (SEQ ID NO: 50)

Signal
peptide
removed.
Membrane
bound form

IL-1R3

QONPH

tccgagcggtgcgatgattgggocttagataccatgeggcagattcaggtgttcgaagacg
agcctgetcgeattaaatgeccgcetetttgageacttcctgaagtttaattacageactgetca
ctccgcaggactcacactgatctggtattggacacgecaagacagagatctggaggagec
cattaattttaggctccccgagaacaggatctctaaggagaaggacgtgctgtgatttcggc
cgacactactgaacgatactgggaattacacatgtatgcttcgaaatactacctattgctecaa
ggotogcttttccacttgaggtggtegcagaaagacagcetgttttaatageccaatgaaactgee
cgtgcacaagetgtacatcgaatatggcatacagagaatcacatgecctaacgtcgacggce
tacttccctagcetcagttaagecgaccataacttggtatatgggcetgctataaaatacagaact
tcaataatgtaatccccgagggtatgaacttgagtttcctgatcgeactgatatctaacaacgg
gaactacacctgtgtggtgacttatcccgagaacggacgceacattccatttgacaaggacgt
taactgtcaaggtagtgggtagtcctaagaatgcagttcctecccgtgattcacagecctaatg
atcacgtggtgtatgaaaaagaaccaggtgaagaactcctgatccecctgeacggtgtacttc

tcttttttaatggactcccgtaatgaagtttggtggaccatcgacggcaaaaaacctgatgata

Signal
peptide
removed
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ttaccatcgacgtgacaatcaacgagagcatttcacatagtcggaccgaagatgagacaag
aacccagattcttagcataaaaaaagtgacttctgaagacctgaagcgceagttacgtatgtca
cgcgcgatccgcaaaaggggaagtigecaaggetgecaaggtgaageagaaagtecctg
ccccacggtacaccgtagagetggectgtggettcggagetacggttttgetggttgttatee
ttatcgtcgtctatcatgtgtactggttggagatggtacttttttatcgggcccatttcgggace

gatgagacgattctagacggaaaggagtacgatatttacgtctcgtacgccagaaatgegg
aggaagaggaattcgtgctcttaaccctgaggggagtactggaaaacgagtttggctacaa
gttgtgtattittgacagagattcactgccaggaggaattgtcactgacgagacactctcatte
atccagaaatctaggaggttgctcgttgtcctgagtccaaattatgtgetccaaggeacccag
gccttgctagaactgaaggeggggcttgaaaacatggectctcgegggaacatcaacgta

attctggtgcagtacaaagcagtgaaggagaccaaagttaaagagctgaaacgagecaag
acagtcctcactgtcatcaagtggaaaggtgaaaaatcaaagtatccacaagggagattctg
gaagcagcttcaagtcgetatgeccgtgaagaagtecceeegtegttectecteggacgag
cagggcctgagctacagcetctctcaagaatgte (SEQ ID NO: 51)

IL-6Ra

P08887

cttgcaccaagacgctgtececggetcaggaggtegetaggggagtoctgacctegetgecg
ggcgactccgtgaccctgacatgtectggagtggagectgaggacaacgeaacagttcac
tgggteoctacggaagcccgecgetggeteccatecticcaggtggeccgggatggggocg
cagactgcttctcagatcagtgcagttacatgatagcggtaattacagetgetaccgegetggy
aaggccggceaggeactgtgeacctectagtggatgttccacctgaggagecacagttgag
ctgctttcgaaaaagtcccttgtctaacgtegtatgegagtgggeccctagatcaacteecte
cctcaccaccaaageggttetcctegtacgtaagttccaaaactctectgecgaagattttca

agagccatgtcagtatagccaggagagtcagaagttctcatgecagettgcagtececcggag
ggtgactcatccttctatattgttagtatgtgcgtegectegtetgtggggtctaagtttagcaa

gactcaaacttttcagggctgeggcatcctccaaccagacceccctgecaacattacagtga
ccgcagttgecagaaaccctaggtggtigagegtgacgtggeaggatccccattectggaa
ttcatcattctacagactgcggttcgagctccgatacagggcggaacgtagcaagacattca
ccacgtggatggtcaaagacctgcageaccactgtgtaatccatgacgcettggageggtct
gcgccacgtggtccagetgcgggcacaagaggaattcggacagggtgaatggagteaat
ggtctcctgaggcetatgggcactcegtggaccgaateteggtetccaccagecgaaaacgal
agtgtccacccctatgcaggcetctgactactaataaggatgacgataatatcttgtttagggoach
tccgcaaatgctacatcactgectgtacaggattccagtagtgttccectaccaacctttttagt
cgecggagggtetetggegttcgggacgttoctetgtatagecattgtgctgegtttcaaaaa
gacctggaaactgegegcecttaaaggagggaaaaacaagcatgcaccccccatattetett
gggcagctggtecccgaacggeccagaccaacaccagtectggtgectettatateeece

ccecgtgageccctctagectgggeagtgacaataccagtagecataataggeccgacgee
cgagaccctcgetccccatacgatatctcaaacacagattatttttttcececegg (SEQ ID

NO: 52)

Signal
peptide
removed.
Membrane
bound form

gpl30

P40189

gaactcctggaccectgegggtatattagececgagteteccgtggtecaactgeattctaa
cttcaccgcagtttgtgtectcaaagaaaagtgtatggattacttccatgttaacgccaactac
attgtgtggaaaactaatcattttacgataccaaaggagcagtacacaattatcaacagaacc
gcatcatccgtcacatttaccgatatcgectecttgaacattcagetgacatgtaatatcttaac
attcggtcaactggaacaaaacgtgtatggcatcaccatcatctctggacttcctccagaaaa
acccaaaaatttgtcgtgtatcgtgaatgagggaaaaaaaatgegetgtgaatgggacggg
ggccgggagactcacctcgagacgaacttcacccttaagtcagagtgggcgacacataaa
tttgccgactgcaaagcaaagagagatacccecacttectgeaccgtcgactattcaactgt

gtacttcgtcaacattgaggtgtgggteggagaocggagaatgecctiggcaaggttacttccg

Signal
peptide
removed
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accacatcaactttgatcccgtctacaaggtgaaaccgaacccacccecacaacctgtecgte
attaattcagaggagctaagttctatactcaagttaacttggacgaatccctecataaagagtg
taattattctcaagtataacatccaatataggactaaagatgcttcaacctggtcacagatcce

accggaggacaccgcectctacaaggtcatcgttcaccgtgcaggatcttaagectttcaceg
agtatgtgttcagaatccgatgcatgaaagaggacggcaaggggatattggagegattggagy
cgaagaagcttccggcattacctacgaggacaggccttcgaaagceaccttetttctggtaca
aaatcgatccttctcacactcagggctaccggaccgtgcagcettgtgtggaagactttgeca

ccattcgaggcaaatggaaagatactggattatgaggtcacactgacccgetggaaaagtc
acttgcagaactatacagtaaacgccaccaaactgacagtcaatctcactaacgatagatatt
tagcaaccctgactgtacgaaacctggtgggaaaatctgacgecgeggtactgactateect
gcttgtgactttcaggctacccaccctgttatggatctgaaggecttccctaaggataacatgc
tatgggtcgagtgoaccacaccaagggaaagcgtcaaaaagtatattctcgagtggtocgt
tctgagcgacaaggecccatgtattacagactggcaacaggaggacgggacagttcatcg
gacatatctgcgcggcaatctagetgaaagtaaatgetaccttatcaccgtcacgecagtcta
cgeegacggeccgggetetccagagtcaatcaaggcettacctaaagecaggecccteectct]
aaggggccaactgtgagaacaaaaaaggtaggtaagaatgaageegtectggagtggga
tcaactgccagtggacgtacagaacggtttcaticgcaactacaccatcttttacaggacgat
cattgggaatgagacagcagtgaacgtggattcttcccataccgaatacacgetcageagtcl
tgacgtcggacacattgtacatggtcaggatggcetgeatatacagacgaaggagggaagg
atgggcctgagttcacctttaccacccctaagttcgetcagggcgagattgaageaattgtg

gtgccegtatgectggectttctecttacgacactgetgggtgtictettttgetttaataagegg
gacctcatcaagaaacacatttggcctaatgtgeccgaccccagceaaaagtcacatagecc
agtggagccctcatactccecccecgteataattttaatagcaaggatcagatgtacagegac

ggcaattttacagacgtgtccgtcgtcgaaatagaagctaatgataagaagecctttcctgaa
gacctgaaatccttggacttaticaaaaaggagaagatcaataccgaagggcactcctcag

ggataggggocagcagttgcatgtcctcatcecegtecctctatcagetccagegatgagaa

cgagagcagccagaatactagttccactgttcagtacagcactgtagttcacagtggctata

gacatcaggtcccgagtgttcaggtgttctccaggagtgaatctacccagecgttgttagact
cagaagaacgcccagaagacctgeagetggtggaccacgtggatggaggetoatggcatt

ctgecegegecageaatactttaagcagaactgttctcageatgaatccagecctgacatctet
cactttgagcgaagcaaacaggtgtcaagegtgaacgaagaggatttcgticggettaage
aacagatatctgaccacatctcacaatcctgcggaagtggacaaatgaagatgtttcaggag
gttagtgcggecgatgetttcggecctggeactgagggtcaggtggaaagattcgagacagy
tgggtatggaagccgctacagatgagggaatgeccaaaagcetacctcccacaaaccgtge
ggcagggaggatatatgecacag (SEQ ID NO: 53)

IL-12-
Rp1

P42701

tgcagaactagcgaatgttgtttccaggaccecccgtatcccgacgecgattccggaageg
catccggaccacgtgacctgeggtgctatcggattictagegataggtacgaatgetcatgg
cagtacgaggggcccactgctggggteagtcacttcttaagatgetgtttaagticcgggag
gtgctgctatttcgecgecagggtcagetactcgactacagttttctgaccaggetggagtaag
cgtgctttatacagtgacactgtgggtcgaatcctgggecaggaaccaaacggagaagtca
cccgaggtgaccctgcaactgtataactcagtcaaatacgagectectetgggtgacattaa
agtgtcgaaactcgcecggacagcettagaatggagtgggagacccccgataaccaggiteg
cgcagaggtgcagttccggeaccgaacacccteatctecttggaaactgggcgattgtgat
ccgcaggacgacgataccgagagttgcttgtotcccctagagatgaatgtcgecacaggagt
ttcagctgaggaggcgtcagetcggcagecaaggeagttcttggtcaaaatggtecteece

cgtctgegtteccectgaaaatcctccacagecgeaggttcgattcagegtggaacaactceg

Signal
peptide
removed
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ggcaggacgggagacgecgcttgactettaaggagceaaccaacgeagetcgaactceca
gaaggttaccagggectggeacctggeaccgaggtgacctaccgttigeagttacatatge
ttagttgcccttgtaaggccaaggetacacggacccticacctaggcaaaatgecataccta

agcggtgctgcatacaacgtggcggtcatttcticcaaccagttcggacccggtctgaatca
gacctggcacatccccgeagatacccataccgaacctgtggegetgaatatcagegtggg

cacaaatggcactacgatgtattggccggcccgegctcaatctatgacttactgeatcgaat

ggcagcctgttgggcaagatggaggactcgecgacatgcagecttactgececcgeaggac

cctgatccagcaggtatggcecacttattcttggagecgegagteccggggecatgggacag

gagaagtgttactacatcaccatatttgcgtcagetcatccagaaaagcetgaccctgtggtea
accgttctgagcacataccacttcgggggcaatgegteccgetgecaggeaccecacaccac
gtotcggtgaaaaaccactctetggacagtgtgagtgttgactggeccccaagectgttgte
cacatgtcccggggtectcaaggaatatgtigtccgetgtcgagacgaggactccaaacaa
stetcggaacatcccgtacagecaacggagacccaagtcactetgtetggactgagagece
ggcgtggcctacacagtccaagtgegggcagatacagettggttacggggcgtatggage
cagccacaaaggttcagcattgaggtacaggtctetgattggttaattttttttgecagtetgg

gcagttttctctctatectgttggtcggagtgttggactatetgggactgaatecgegeegeca

gacatctgtgecccccacteccaaccecatgtgectecteccgecatagaatticctgggggt
aaagagacatggcagtggatcaaccctgtagacttccaggaggaggctagectccaggaa
gccctggttgtggaaatgtcatgggataagggcgagagaacggaacctctcgagaagact
gaacttcccgagggagctectgagetcgeacttgacacagaactgtctttagaggatgggg
ataggtgtaaggctaagatg (SEQ ID NO: 54)

IL-12-
RB2

Q99665

aaaattgatgcgtgcaaacgcggcegatgtgaccgtgaaaccgagecatgtgattetgetgg
gcagcaccgtgaacattacctgcagectgaaaccgegecagggetgctttcattatageeg
ccgcaacaaactgattctgtataaatttgatcgecgcattaactttcatcatggecatagectg
aacagccaggtgaccggcectgecgcetgggcaccaccctgtttgtgtgcaaactggegtec
attaacagcgatgaaattcagatttgcggcgeggaaatttttgtgggcegtggcgecggaaca
gccgcagaacctgagcetgcattcagaaaggegaacagggeaccgtggegtgcacctgggl
aacgcggcecgegatacccatctgtataccgaatataccctgecagetgageggeccgaaaa
acctgacctggcagaaacagtgcaaagatatttattgcgattatctggattttggeattaacct
gaccccggaaageccggaaageaactttaccgegaaagtgaccgeggtgaacagectggl
gcagcagcagcagcectgccgageacctttacctttctggatattgtgegeccgetgecgec
stoggatattcgcattaaatttcagaaagecgagegtgagecgetgeaccctgtattggcgcg
atgaaggcctggtactgctgaaccgectgegctatcgeccgageaacagecgectgtgga
acatggtgaacgtgaccaaagcgaaaggccgecatgatctgetggatctgaaaccgtttac
cgaatatgaatttcagattagcagcaaactgcatctgtataaaggcagetggagegattgga
gcgaaagcectgegegegeagaccecggaagaagaaccgaccggeatgetggatgtats
gtatatgaaacgccatattgattatagccgcecageagattagectgttttggaaaaacctgag
cgtgagcgaagegegeggcaaaattctgeattatcaggtgaccetgeaggaactgaccgg
cggcaaagcgatgacccagaacattaccggecataccagetggaccaccgtgattccgeg
caccggcaactgggcggtggcggtgagegeggcgaacagcaaaggeageagectgee
gacccgcattaacattatgaacctgtgcgaagegggectgetggegecgegecaggtgag
cgcgaacagcgaaggcatggataacatictggtgacctggeagecgecgegeaaagate
cgagcgcggtgcaggaatatgtggtegaatggcgegaactgeatccgggeggegatace
caggtgccgcetgaactggctgcgeagecgeccgtataacgtgagegegetgattagegaa
aacattaaaagctatatttgctatgaaattcgegtgtatgcgetgageggegatcagggegg

ctgcagcagcattctgggcaacagcaaacataaagegecgetgageggeccgceatattaa

Signal
peptide
removed
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cgcgattaccgaagaaaaaggcagceattctgattagetggaacagcattccggtgcaggaal
cagatgggctgcctgctgcattatcgcatttattggaaagaacgegatagcaacagecage

cgcagcetgtgcgaaattccgtatcgegtgagecagaacagecatccgattaacagectgea
gccgegcegtgacctatgtgctgtggatgaccgegetgaccgeggegggegaaageagee
atggcaacgaacgcgaattttgectgcagggceaaagegaactggatggegtitgteggcge

cgagcatttgcattgcgattattatggtgggcatttttagcacccattattttcagcagaaagtgt
ttgtgctgctggeggegetgegeccgeagtggtgcagecgegaaattceggatecggega
acagcacctgcgcgaaaaaatatccgattgeggaagaaaaaacccagetgecgetggatc
gcctgetgattgattggeccgaccccggaagatccggaaccgcetggtgattagegaagtgct
gcatcaggtgaccccggtgtttcgecatccgecgtgeageaactggecgeagegegaaaa
aggcattcagggccatcaggcgagcgaaaaagatatgatgcatagecgcgageageccge
cgeegecgegegegcetgecaggeggaaagecgecagetggtggatetgtataaagtgctg

gaaagccgeggcagegatccgaaaccggaaaacccggegtgeccgtggaccegtgctge
cggcgggcgatctgecgacccatgatggctatctgecgageaacattgatgatctgecgag
ccatgaagcgecegetggeggatagectggaagaactggaaccgeageatattagectgag)
cgtgtttccgageagceagectgeatccgetgacctttagetgeggcgataaactgacectgg

atcagctgaaaatgcgetgegatagectgatgetg (SEQ ID NO: S5)

Table 5b — Codon Optimized DNA Sequences of Endogenous Proteins (Anti-Inflammatory

Cytokine Receptors)
Name |Uniprot Codon Optimized Sequence Notes
IL-4Ra | P24394 atgaaagtgctgcaggaaccgacctgcgtgagegattatatgageattagecacctgegaat Signal
ggaaaatgaacggeccgaccaactgecageaccgaactgegectgetgtatcagetggtattt  peptide
tctgetgagegaagegceatacctgeattccggaaaacaacggeggegegggctgegtgtgl  removed.
ccatctgctgatggatgatgtggteagcgcggataactataccetggatcetgtgggcggge | Membrane
cagcagctgctgtggaaaggeagctttaaaccgagegaacatgtgaaaccgegegegece | bound form

gggcaacctgaccgtgcataccaacgtgagegataccctgetgetgacctggagceaacce
gtatccgccggataactatctgtataaccatctgacctatgeggtgaacatttggagegaaaa
cgatccggeggattttcgeatttataacgtgacctatctggaaccgagectgegeattgegg
cgagcaccctgaaaageggceattagetatcgegegegegtgcgegegtgggcgcagtgc
tataacaccacctggagcgaatggageccgagcaccaaatggeataacagetatcgegaa
ccgtttgaacagcatctgctgetgggcgtgagegteagetgcattgtgattetggeggtatg
cctgetgtgcetatgtgageattaccaaaattaaaaaagaatggtgggoatcagattccgaace
cggcgcgeagecgectggtggcgattattattcaggatgcgcagggcagecagtgggaa
aaacgcagccgeggcecaggaaccggegaaatgeccgeattggaaaaactgectgacca
aactgctgcecgtgcettictggaacataacatgaaacgcgatgaagatccgeataaagegge
gaaagaaatgccgtttcagggceageggcaaaagegegtggtecccggtggaaattagea
aaaccgtgctgtggccggaaagceattagegtggtgcgetgegtggaactgtttgaagegee
ggtoggaatgcgaagaagaagaagaagtggaagaagaaaaaggcagcetittgcgegage
ccggaaagcagcecgegatgattttcaggaaggecgegaaggceattgtggegegectgac
cgaaagcctgtttctggatctgetgggcgaagaaaacggeggctittgccagcaggatatg
ggcgaaagctgectgetgecgecgageggeageaccagegegceatatgecgtgggatg
aatttccgagcgegggcccgaaagaagegecgecgtgggecaaagaacagecgetgea
tctggaaccgageccgecggegageccgacccagageccggataacctgacctgeace

gaaacccegcetggtgattgegggcaacceggegtatcgeagcetttageaacagectgage
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cagagcccgtgcecgegegaactgggeccggateecgetgetggegegecatctggaagal
agtggaaccggaaatgecgtgcgtgecgeagetgagegaaccgaccaccgtgecgeag

ccggaaccggaaacctgggaacagattctgegecgeaacgtgctgcageatggegegge
ggcggegeceggtgagegegecgaccageggctatcaggaatttgtgeatgeggtggaac
Agggcgeracccaggrgagegeggiggiggacctgggccegecggecgaageggac
tataaagcgtttagcagectgetggcgageagegeggtgageccggaaaaatgeggcettt

ggcgcgagceageggcgaagaaggctataaaccgtticaggatctgatticcgggcetgeccg
ggcgatccggegecggtgccggtgccgetgtttacctitggectggatcgegaaccgecg

cgcageccgeagagceagcecatctgecgageageageccggaacatetgggectggaac
cgggcgaaaaagtggaagatatgccgaaaccgecgetgecgeaggaacaggegaccgal
tccgetggtggatagectgggcageggeattgtgtatagegegcetgacctgecatetgtge

ggccatctgaaacagtgecatggecaggaagatggcggecagaccecggtgatggcga

gcecegtgctgeggctgctgetgeggegategeageageccgecgaccaccecgetgege
gcgccggatccgageccgggeggegtgccgetggaagegagectgtgeccggegage

ctggcgecgageggcattagcgaaaaaagcaaaagcageageagctttcatcecggegece
gggcaacgcgcagagceageagecagaccccgaaaattgtgaactttgtgagegtggacce
cgacctatatgcgegtgage (SEQ ID NO: 56)

IL-2Ryc

P31785

Ctgaacacaacaattctcacccctaacggcaacgaagacactaccgeagattttttcctcac
tactatgcccactgattcectttcecgtgtegaccttgecgetgecagaagtgcagtacttegte
tttaatgttgagtatatgaattgtacatggaattctagcagcgaaccgeagecaaccaatttga
cattgcactactggtataaaaactcagataacgacaaagtgcagaagtgttcccactacttatt
tagcgaggaaataacctctgggtgccagetgcagaagaaggagatccatctgtaccagac
cttcgtcgtgcagetccaggatccacgggaaccacgecggeaagetacccaaatgetaaa
gctgcaaaatctegttatcccatgggeacctgagaatttgacacttcataagetgtcggaate
ccagctggagctcaattggaacaaccgtttcctcaaccattgtctggageacctggtgcagt
acagaaccgactgggaccatagttggacggagcagagtgtcgattatagacacaaattctc
actaccctcagtggacgggcagaagaggtacacatttagagtaaggagtcggttcaatcce
ctgtgcgggtccgeccaacactggagtgagtggtetcatectaticactggggeageaaca
cgtccaaggagaaccctttettgtttgctctggaagetgttgtgatttcagtaggctctatggg
attaatcatcagcctcctgtgtgtctatttttggctggagegaacaatgeccaggatccecact
ctcaaaaatctggaagaccttgtgacggagtatcacggcaacttcagegegtggtetggegt
ctctaaaggtcttgeccgagagectgcagectgattacagtgagegcttatgectggtgageg
agataccacctaaaggaggagcccttggtgaaggaccgggggcatcececctgtaatcaac
actcaccatactgggcccccccctgetataccctaaagectgaaact (SEQ ID NO:
S57)

Signal
peptide
removed

1L-
13Ral

P78552

ggcggeggcggcgeggcgccgaccgaaacccagecgecggtgaccaacctgagegtg
agcgtggaaaacctgtgcaccgtgatttggacctggaaccegecggaaggegegageag
caactgcagcctgtggtattttagecattttggcgataaacaggataaaaaaattgcgecgga
aacccgcecgceageattgaagtgecgetgaacgaacgeatttgectgecaggtgggcageca
gtgcagcaccaacgaaagcgaaaaaccgageatictggtggaaaaatgeattageecgec
ggaaggcgatccggaaagegeggtgaccgaactgeagtgeatttggcataacctgageta
tatgaaatgcagctggcetgecgggecgcaacaccageccggataccaactataccctgtat
tattggcatcgcagectggaaaaaattcatcagtgegaaaacatttttcgcgaaggcecagtat
tttggctgcagcetitgatctgaccaaagtgaaagatagcagctttgaacagcatagegtgca

gattatggtgaaagataacgcgggcaaaattaaaccgagctttaacattgtgecgetgacca

gccgegtgaaaccggatccgecgeatattaaaaacctgagcetitcataacgatgatctgtat

Signal
peptide
removed
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gtecagtgggaaaacccgeagaactttattagecgetgectgttttatgaagtggaagtgaa
caacagccagaccgaaacccataacgtgttttatgtgcaggaagcgaaatgcgaaaacce
ggaatttgaacgcaacgtggaaaacaccagetgetttatggtgccgggegtgctgecggat
accctgaacaccgtgcgcattcgegtgaaaaccaacaaactgtgctatgaagatgataaact
gtggagcaactggagccaggaaatgageatiggcaaaaaacgcaacageaccetgtatat
taccatgctgctgattgtgeccggtgattgtggcgggcgcgattattgtgctgetgetgtatetg
aaacgcctgaaaattattatttttccgecgattccggatccgggcaaaatttttaaagaaatgtt
tggcgatcagaacgatgataccctgcattggaaaaaatatgatatttatgaaaaacagacca
aagaagaaaccgatagcgtggtectgattgaaaacctgaaaaaagegagecag (SEQ
ID NO: 58)

IL-10R1

Q13651

catgggaccgagctccccagtectecttctgtitggticgaagecgaattctttcaccatattcet
gcactggactcctatcccaaatcaatcagaatcaacatgttacgaggtggcactgetgaggt
acggaatcgagtcttggaatagcatttcaaactgtagccaaaccctgtcttacgatcttaccg

ctgtgacgctggacctgtatcatagcaacggcetaccgtgccagggttagggcagttgatge
cagcagacactccaattggacagttacgaatacccgattcagtgtcgacgaggtgactttaa
ctgtcgggagtgttaaccttgaaattcacaacgggttcatattgggaaagatccagetceece
ggccaaaaatggecccagecaacgacacatacgagagtatattttctcattttagagagtatgy
agatcgcaatccgcaaggtgectgggaatttcacatttactcataagaaggtaaaacacgag
aacttctccttgetcaccteccggegaagtgggggagtictgegtgeaggtgaageecteggt
ggcttcacgcetccaataaaggcatgtggagecaaagaagaatgtatttetetgactcggeagt
actttaccgtgactaacgtaatcatattttttgecttcgtgctectgetgtetggtgecctggect
attgcctggegceticaactttatgtgeggaggaggaagaagetgecgtecgtgetgttgtita
agaaaccgtctcectteatttttatcagecagegeccctcacccgaaacacaggatactattc
acccccttgacgaagaagccttccttaaagtgtcccccgagetaaaaaacctegacctgea
cgggtccaccgatagegggtitggtagcaccaaaccatccttgcaaaccgaggageccca
gttcttgeteectgatccacacccacaggetgacagaacgttgggaaacagagagecccca)
gtcctgggggattectgttcgtcagggtctagtaatagtaccgatagegggatttgectgeag
gagccgagcectgtcaccctcaaccggtecgacctgggageageaagtaggatctaactce
cgcgggceaggatgactccggeatagacctcgtacagaattcggaaggecgggcgggtaa
cacacagggcggctcegcetetgggccaccattccccaccagageccgaggtecctggeg
aggaggaccctgcagecgtegettttcaaggetatctgegtcagacacgatgtgctgaaga
gaaagctactaagacgggatgtcttgaagaggaatctccgettacagacggattgggacca
aagttcggcagatgectagtggatgaggcgggactacatcctcccgeattagcaaagggct
acctgaagcaggatccactagaaatgacactggcectcatctggegeccctacaggacagt

ggaaccagccaaccgaagagtggtccttgetegcetttaagetcttgecagtgacctgggtate
tcagattggagttttgcacacgacctcgeccctetgggtigegtegeegetectggtggacte
ttaggaagtttcaatagcgatctcgtcactetgectctcatcagtagettacagagecagegaa
(SEQ ID NO: 59)

Signal
peptide
removed

IL-10R2

Q08334

Atggtaccaccacctgaaaatgtgaggatgaactctgtgaattttaagaacattctccagtgg
gaaagtcecegcettttgctaaggggaacctgaccttcacageccaatacttatcctaccgaate
ttccaagacaagtgcatgaataccactttaactgaatgcgacttctcaagectgtctaagtatg
gcgatcatacactgegggttcgtgecgagtttgecgacgageactctgactgggtgaatata
accttctgecccgtcgatgatactataattgggecaccaggtatgcaagttgaagtgttggca
gattcgctgcacatgaggtttctcgeccccaaaatcgagaacgagtacgagacctggacga
tgaagaatgtctacaactcttggacatataatgtticagtattggaaaaacggaaccgacgag

aagtttcagatcactccgcagtatgatttcgaagtcctgagaaacctcgagecttggacaact

Signal
peptide
removed
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tactgtgtccaagtgegeggctttctcectgaccggaacaaggeaggagagtegtcagaac
cggtgtgtgagcagaccacccacgacgagacagtacccagetggatggtagetgtgatee
ttatggccteegtgttcatggtttgtetagetttgttgggctgttttgeccttctatggtgcgtetat
aaaaagaccaaatacgcgttttcacctagaaacagcecttccacageacctcaaggagttect
ggggcatcctcatcacaatacactgcetgttcttctecttcceectgagtgacgaaaacgatgt
stttgataaactgtccgtgattgcagaagacagtgagtcecggeaaacagaatccaggagat
agttgcagcectgggtacgecteccggacagggeccccagage (SEQ ID NO:
60)

IL-18Ra

Q13478

gccgagagctgceactagecggecccatataactgtggtcgaaggggagecattctatctga
aacattgttcctgetcecttgeccatgaaattgaaaccacaaccaagagcetggtacaaatcta
gtgggtctcaagagceacgtcgagttgaacccaagatcatctagtaggatcgecectgeatga

ctgcgttctagagttttggccggtggaattaaatgacaccggatcttacttcttccagatgaag
aattacacccagaaatggaagctgaacgtgatacgacgcaacaageactcatgcettcacag
aacgtcaggtgacctcgaaaatcgtggaagtgaaaaagttctttcagattacatgcgagaac
agttactatcaaacgctagtgaatagcacgagcectgtacaaaaactgtaagaaacttctgetg
gagaacaataaaaaccctactatcaaaaaaaatgcagaattcgaggatcagggctattaca

sttgtotocattttctccaccacaatggtaagctattcaatatcaccaagacgttcaacatcacc)
attgtggaggatcgctccaacatagtacctgtgttattgggtectaaacttaaccacgtggea

stegagctgggoaaaaacgtgagactcaattgctcagecttgetgaacgaagaggatgtta
tttattggatgtttggeoaagaaaatggaagtgacccgaacattcacgaagagaaggagat

gcgaatcatgacaccagaggggaaatggcacgcegagtaaggtcctcagaattgaaaatatt]
ggcgaatcaaatctcaacgtcctctataactgtaccgtageatccacaggeggeactgatac
taagtcctttatccttgtgegtaaggccgatatggctgacatccceggecacgtattcacacg

gggaatgatcattgctgtictgatcctggtggcagtagtgtgtttggttactgtatgtgttatcta
ccgegtggacttagtictgttttataggcacctgacccgaagagacgaaacccttacagatg

gcaagacttatgacgcgttcgtgtcgtatcttaaagaatgeccggeccgagaatggagagga
gcacacgtttgctgtcgaaattctccccagagtectggagaagcattttggttacaagetgtg

catcttcgaaagagacgtcgtgeccggtggegecgtggtcgacgagatacattccctgate

gagaagtcccgcaggttgatcatagtectctcaaagtcttacatgagcaatgaggtgcggata
cgaactcgagagcggactgcatgaggcetttagtcgagaggaagattaagattattttgatcg

agtttacacctgtgactgactttaccttccteectcagtcactgaaactecttaagtctcacagg
stactgaagtggaaagctgataaatccctetcttataatageeggttttggaagaacctattgt

acctgatgccagccaaaacagtcaagectggacgegatgageccgaagttctgecagttet
gagcgagtce (SEQ ID NO: 61)

Signal
peptide
removed

IL-18RP

095256

tttaatatctctggatgcagtacgaagaaattgctctggacatactctactaggagecgaggaa
gagttcgtoctttictgcgatttaccagaaccacagaaatcccatttttgtcacagaaatcgtct
ttctcctaagcaggttcccgaacacctgeccticatgggetccaacgaccttagtgacgttca
atggtaccagcaaccaagcaatggcgaccctctggaagacatacgcaagagttaccecca
tattatccaggataaatgcacgctacatttcctgaccccaggegtcaacaacagtggatcttat
atatgtaggcctaagatgatcaaatccccctacgacgtggettgttgcgtcaagatgattete

gaggtgaagccccagaccaatgectcatgtgagtactccgectctcacaaacaggaccttc
tgctggggtcgaccggceagtataagetgeccategetetcttgtcagagtgatgegeagag

ccctgetgtgacatggtacaaaaacggaaagcetactgtcagtggagegetcaaaccgtatt

gtagtagacgaagtctacgactatcaccaaggcacctacgtgtgcgattatacacagtctga

tacggtctccagttggactgtgcgggccgtggtgcaggtacggaccatcgtgggggacac

aaaactgaagcccgacatccttgatccagtigaggacaccctggaggtggagetcgggaa

Signal
peptide
removed
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gcccctgactatctectgtaaagcaagatttggcttcgagegagtatttaaccctgttatcaag
tggtatattaaagatagcgatctcgagtgggaggtatcagtgcctgaagecaaatecatcaa
atcaactctgaaggatgaaatcattgagcgaaatattattcttgagaaggttacccagegega
tctccgecgceaaatttgtetgettcgtgcaaaacageataggceaatactactcagagegtgcal
gctgaaagagaagcgtggtategtetigtigtacatcctgetcggaacaattggtacactegt
agccgtgttggccgectcagecctgetctacaggeattggattgaaategtgttgctttacag
gacatatcagagcaaggaccagactctgggcgacaaaaaggatttcgatgcattcgttage
tatgctaaatggtcttcatttcctagcgaagcetacatcctecctgagegaggaacacttagect
tatcactgtttccagatgtgttagaaaataaatatggctatagectgtgtttgctggagegega

cgttgcaccagggggggtgatatgctgaagacatcgtcageatcatcaageggtccaggag
gggaatatttatattaagccctaactacgtcaacggtccatcgattttcgaactgcaggetgea
gtgaacttggcgctcgatgaccagacgctcaagetgattctcatcaagttctgctactttcaag)
agcccgagtetcettcctcacctagtcaagaaggegetgagagtectgecgacegtgacatg
gcgaggactaaagtctgtgccgecgaattccagatictgggcaaagatgeggtatcatatgc
ccgttaaaaattcccaaggttttacttggaaccagetgeggattaccagtcggatcettccagtgy
gaaggggctgtctagaaccgagaccaccggaagatccagtcaacccaaagaatgg

(SEQ ID NO: 62)

Table 6 — Amino Acid Sequences of Engineered Proteins (Cytokines)

Name Amino Acid Sequence Notes

scIFN-y |QDPYVKEAENLKKYFNAGHSDVADNGTLFLGILKNWKEESDRKI (Single chain;
MQSQIVSFYFKLFKNFKDDQSIQKSVETIKEDMNVKFFNSNKKKR | Randal et al
DDFEKLTNYSVTDLNVQRKAIHELIQVMAELGANVSGEFVKEAEN 2000
LKKYFNAGHSDVADNGTLFLGILKNWKEESDRKIMQSQIVSFYFK
LFKNFKDDQSIQKSVETIKEDMNVKFFNSNKKKRDDFEKLTNYSV
TDLNVQRKAIHELIQVMAELSPAAKTGKRKRSQMLFRG (SEQ ID
NO: 63)

cpIL-1p INYPKKKMEKRFVENKIEINNKLEFESAQFPNWYISTSQAENMPVF |  Circular

(89/88) LGGTKGGQDITDFTMQFVSSggggsggegsgaeesAPVRSLNCTLRDSQ | permutation

QKSLVMSGPYELKALHLQGQDMEQQVVFSMSFVQGEESNDKIPV
ALGLKEKNLYLSCVLKDDKPTLQLESVDPK (SEQ ID NO: 64)

sclL-12

IWELKKDVYVVELDWYPDAPGEMVVLTCDTPEEDGITWTLDQSS
EVLGSGKTLTIQVKEFGDAGQYTCHKGGEVLSHSLLLLHKKEDGI

KSSRGSSDPQGVTCGAATLSAERVRGDNKEYEYSVECQEDSACPA
AEESLPIEVMVDAVHKLKYENY TSSFFIRDIIKPDPPKNLQLKPLKN
SRQVEVSWEYPDTWSTPHSYFSLTFCVQVQGKSKREKKDRVFTD
KTSATVICRKNASISVRAQDRYYSSSWSEWASVPCSGSTSGSGKPG
SGEGSTKGRNLPVATPDPGMFPCLHHSQNLLRAVSNMLQKARQTL
EFYPCTSEEIDHEDITKDKTSTVEACLPLELTKNESCLNSRETSFITN
GSCLASRKTSFMMALCLSSIYEDLKMYQVEFKTMNAKLLMDPKR
QIFLDQNMLAVIDELMQALNFNSETVPQKSSLEEPDFYKTKIKLCIL
LHAFRIRAVTIDRVMSYLNAS (SEQ ID NO: 65)

Single chain;
p40-linker-

WSTDILKDQKEPKNKTFLRCEAKNYSGRFTCWWLTTISTDLTFSV |p35, Lee et al
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cplL-4 INTTEKETFCRAATVLRQFYSHHEKDTRCLGATAQQFHRHKQLIRF Circular
(38-37) LKRLDRNLWGLAGLNSCPVKEANQSTLENFLERLKTIMREKY SKC|permutation;
SSgenggHK CDITLQEIKTLNSLTEQKTLCTELTVTDIFAASK (SEQ | Kreitman et
1D NO: 66) al 1994
mlIL-10 |[SPGQGTQSENSCTHFPGNLPNMLRDLRDAFSRVKTFFQMKDQLD | Monomeric
NLLLKESLLEDFKGYLGCQALSEMIQFYLEEVMPQAENQDPDIKA form;
HVNSLGENLKTLRLRLRRCHRFLPCENGGGSGGKSKAVEQVKNA |Josephson et
FNKLQEKGIYKAMSEFDIFINYIEAYMTMKIRN (SEQ ID NO: 67) al 2000
cplL-10 (GYLGCQALSEMIQFYLEEVMPQAENQDPDIKAHVNSLGENLKTL Circular
(58/57) RLRLRRCHRFLPCENKSKAVEQVKNAFNKLQEKGIYKAMSEFDIFI| permutation
NYIEAYMTMKIRNggggsgeggesgeogsSPGQGTQSENSCTHFPGNLPN
MLRDLRDAFSRVKTFFQMKDQLDNLLLKESLLEDFK (SEQ ID
NO: 68)
tdIL-10 |SPGQGTQSENSCTHFPGNLPNMLRDLRDAFSRVKTFFQMKDQLD Tandem-
NLLLKESLLEDFKGYLGCQALSEMIQFYLEEVMPQAENQDPDIKA dimer
HVNSLGENLKTLRLRLRRCHRFLPCENKSKAVEQVKNAFNKLQE
KGIYKAMSEFDIFINYIEAYMTMKIRNggggsgegosgeoesSPGQGTQS
ENSCTHFPGNLPNMLRDLRDAFSRVKTFFQMKDQLDNLLLKESLL
EDFKGYLGCQALSEMIQFYLEEVMPQAENQDPDIKAHVNSLGEN
LKTLRLRLRRCHRFLPCENKSKAVEQVKNAFNKLQEKGIYKAMSE
FDIFINYIEAYMTMKIRN (SEQ ID NO: 69)
cpIL-13 [VSAGQFSSLHVRDTKIEVAQFVKDLLLHLKKLFREGRFNggggsI TC | Circular
(75/74) ILGGFASPGPVPPSTALRELIEELVNITQNQKAPLCNGSMVWSINLTA | permutation
GMYCAALESLINVSGCSAIEKTQRMLSGFCPHK (SEQ ID NO: 70)
Table 7 — Codon Optimized DNA Sequences of Engineered Proteins (Cytokines)
Name Codon Optimized Sequence Notes
scIFN-y |Caggatccctacgtgaaagaagecgagaacttaaagaaatatttcaacgcaggcecattcagacgtegct | Single chain;
cataatggaacactttttttgggcattctgaaaaattggaaggaagaatcggaccgaaaaattatgcagag | Randal et al
ccagatagtatccttttatttcaagttatttaaaaacttcaaagacgatcagtctatccaaaaaagtgtggaga 2000
ctatcaaggaggacatgaatgtgaagttcttcaacagcaataaaaagaaacgggatgactttgaaaagct
caccaattactcagtcactgatctgaacgtgcagagaaaggcgattcatgagctaatccaagtgatgget
gagctcggagccaacgtgageggagagtttgtgaagoaagecgagaatctgaagaagtatttcaacget
ggotcactctgacgtggeagataacggeacgcetgticctggggatectgaagaattggaaagaagagtee
gacaggaagattatgcaatcccagatcgtcagttictactttaagcettttcaagaatttcaaagacgatcaga
gtatccagaagtctgtcgagaccataaaagaagacatgaatgtaaagttttttaattcaaacaaaaagaag
cgtgacgatttcgaaaaactcaccaactactccgttacagatctgaacgttcagagaaaagecattcacga
gttgatccaagttatggccgagctctetectgeagetaagacaggtaagaggaaacggagecagatget
otttcgcgge (SEQ ID NO: 71)
cpIL-1p |Aactaccccaaaaaaaagatggagaageggtttgtttttaacaagattgagatcaacaataagetggaatt|  Circular
(89/88) [cgagtctgcgeagttcccaaactggtatattageacatcgcaagcagaaaatatgeecegtgttectegge | permutation

ggaaccaaaggcgggcaggatatcacagactttacgatgeagttcgtgtcatctggtegtggtggaage
ggcgggggaggacagtgggggagacgggtccgecccagtgaggtecctgaactgtaccettaagagact

cacagcaaaagtccctggtcatgtetggeccctacgaactgaaageccttcacctgecaggggcaagata
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tggagcagcaggtggttttcagcatgagttttgtacagggcgaagagagtaatgacaagatacctgtggc
tctaggactcaaggaaaagaatttgtatctcagetgegtectgaaggacgataaacctactcttcagttgga
otcegtcgatccgaaa (SEQ ID NO: 72)

sclL-12

atctgggagctcaaaaaggatgtttatgtggtcgaacttgactggtacccggacgeaccaggggagatg

gtggtgttgacctgecgacacccccgaagaggacgggattacatggactttggaccagtecagtgaagte
ctgggctcgggaaagaccctgactatccaggtgaaggagticggagatgctggacaatatacatgecac
aagggcggeggaagttitgagecattccctectgetgetgcataaaaaagaggatggtatttggageactg
atattctgaaagaccagaaggaacccaagaacaaaacttttctgeggtgtgaggccaagaattacagtgg
aagattcacctgttggtggttaaccacaatctctaccgatcttaccttttccgtcaaatcaagtcgeggeage
agcgatccacagggcgtgacgtgeggcgcetgecacactaagegeggagagagtgeggggtgacaac
aaggaatacgagtactccgttgagtgtcaagaagactctgeatgecctgecgecagaggaatcattaccgal
tcgaagtaatggtggatgctgttcacaaactgaagtatgaaaactacacttcttcatttttcataagggacatt
atcaagcctgatcctccaaagaacctccaacttaaaccactcaagaatagecgtcaggtagaggtgtect

gggagtaccccgatacctggtcaacgecccactcatatttctcectgacgttetgtatgcaggtgcaggeg

gaaatccaagagggagaagaaagacagggtctttacagataagacatctgccactgtcatctgcagaaa
aaatgcctctatatccgtgegageccaggaccgcetactattctagtagetggagegagtggectagtata

ccttgttcgggctcaaccageggateccgggaaacceggtictggcgagggeagtacaaagggacgaa

atctgccagtggetacccecgaccegggceatgtttccctgectecatcatagecagaatctgetcagage

ggtcagcaacatgctacagaaggceccgecagaccttagagttttacccttgecacctctgaggaaatcgat
cacgaagacatcaccaaagataagactagcaccgttgaagectgtctcccattggaacttacaaaaaatg
aatcttgtctgaattccagagagacatcttttatcactaatggaagttgcctcgecagtcggaaaacttectte
atgatggccctgtgtctgagttcaatctacgaggatcttaagatgtatcaagtggaattcaaaacgatgaac
gcaaaactgttgatggatcctaagaggcagatatttttggatcagaacatgttagetgtgatcgacgagcetg
atgcaagcactcaacttcaactcagagacagtcccccagaagtectccctggaggagectgacttctaca
agacgaaaattaagctatgcattctgcttcacgcattcaggatacgggcecgtaacaattgaccgtgtgatg

agctatctgaacgcettcg (SEQ ID NO: 73)

Single Chain;
p40-linker-
p35, Lee et al
2001

cplL-4
(38-37)

Aatacgactgagaaagagaccttttgtagggctgccacagteectgeggeagttctatagtcaccatgaga
aagacaccagatgtctgggggcaaccgctcageaaticcatagacacaagceagttaatccgatttctgaa
gcggcttgatcgtaacttgtggggactagecggectgaactcatgeccegtgaaagaagegaatcagte
cactcttgagaacttcctcgaaaggctcaagacaattatgcgegaaaagtacagcaagtgecagetctgge
ggaaacggtggacacaagtgtgatattacgctccaagaaatcatcaagactctgaactecectgaccgag
cagaaaacactttgcactgagttgacagtgaccgacatattcgecgetageaaa (SEQ ID NO:
74)

Circular
permutation;
Kreitman et

al 1994

mlL-10

Tcgcctggecagggaacgcagagtgaaaatagetgtacccactttcccggeaacctaccaaatatgete
agagatctgegggatgcattctccegggteaagacatttttccaaatgaaggatcagttggacaaccttct

ottgaaggagtcactcttagaggacttcaagggatacctggggtgccaagecctgtetgagatgattcagt
tctacctcgaagaggtaatgccacaggecgaaaaccaggaccctgatataaaagetcatgtcaatagttt

aggcgagaatctgaaaactctcaggetgegtetgegaagatgecacegetttetgecctgtgagaacgg

gggagootctggtoocaaaagcaaagetgtggageaagttaaaaatgeattcaacaaacttcaggaga

agggtatttataaggcgatgtccgaatttgacatctttattaattacatcgaagectatatgaccatgaagatc
aggaac (SEQ ID NO: 75)

Monomeric
form;
Josephson et
al 2000

cpIL-10
(58/57)

Ggttacttgggctgtcaggetctgagtgaaatgattcagttctatcttgaagaggttatgectcaggegga
gaaccaagacccagacatcaaggeccatgtgaactetctcggggagaatctgaaaacactgegactge
ggttaagacgttgccacaggttcctacectgecgaaaataaaagcaaggecgtcgageaagtgaaaaac
gcattcaataaactccaggaaaagggaatttacaaggccatgtccgagtttgatatctttataaactatattg

Circular
permutation

aggcttacatgaccatgaagatccgeaatggtggtogtggaageggegggggaggcagtggggoags
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gcgggtectccectggecagggaactcagtcagaaaatagetgeacacactttccagggaatcteecca
acatgttgagagatctgagggacgecttctetcgggtgaaaacctttttccaaatgaaagaccagetggac
aacctccttctgaaggagagtttactagaggatttcaag (SEQ ID NO: 76)

tdIL-10

Tctccgggacagggaacccagagegaaaactectgeacteattttcctggeaaccteeccaatatgetg

cgagacttgcgegacgcattctcaagggtgaagacgttcticcagatgaaggatcaactggacaacttatt
gctgaaagaatctctgetcgaggatttcaaaggatacctgggatgtcaggeactgagegagatgatccaa
ttttacctggaggaggtcatgectcaggcetgagaatcaggatcctgacatcaaggeccacgtgaacagte
ttggagagaatcttaagacccttaggetgagacttagacggtgtcaccgcetttctgecctgegaaaataaat)
caaaagcggtggaacaggttaagaacgctittaataagctgcaggaaaagggcatttataaagcetatgag
tgaatttgacattttcattaactatatcgaggcctatatgacaatgaaaattaggaacgggggagocggaga

gcggggecggcggctcaggeggtgggogotectetccaggtcaaggaacacaatctgagaactectg
cacacacttccccggeaatctaccaaacatgetcagagatctcagggacgegttcagtcgagtgaaaact
ttcttccagatgaaggatcagctggacaatctactgetgaaagaaagettgettgaggattttaaaggctat

ctgggttgtcaggccttatcggagatgatccagttttacttggaggaagttatgcctcaggcagaaaacca

agaccccgatatcaaggctcatgtgaattcectcggtgaaaacctaaagaccttacgectgegtctcaga

cggtgtcatcggtttttgccatgcgagaataagtccaaagecgtagagcaggtcaagaatgecttcaataa
gctccaggagaaggggatatacaaagcaatgagegaatttgacattttcatcaactacatagaggectac

atgaccatgaagatccggaac (SEQ ID NO: 77)

Tandem-
dimer

cpIL-13
(75/74)

Gtgagcgegggcecagtttagcagectgeatgtgcgegataccaaaattgaagtggegeagtttgtgaaa
gatctgctgetgeatctgaaaaaactgtttcgecgaaggecgctitaacggaggaggtegatctetgacctg
cctgggcggctttgcgageccgggeccggtgccgecgageaccgegetgegegaactgattgaagaa
ctggtgaacattacccagaaccagaaagcgecgcetgtgcaacggcageatggtgtggagcattaacctg
accgcgggcatgtattgcgcggcgetggaaagectgattaacgtgageggctgcagegegattgaaaa
aacccagcgcatgctgageggcttttgeccgeataaa (SEQ ID NO: 78)

Circular
permutation

Table 8 — Sequences of Linkers and Signal Peptide

Name Amino Acid Sequence Codon Optimized
(G4S)3 | GGGGSGGGGSGGGGS (SEQ ID Ggtggtggtggaageggegggggagacagtgggooagocgg
linker [NO: 171) gtcc (SEQ ID NO: 79)
Whitlow|GSTSGSGKPGSGEGSTKG (SEQ ID |Ggctcaaccageggatccgggaaacceggttctggcgagggg
linker INO: 172) agtacaaaggga (SEQ ID NO: 80)
Linker [SGGGSGGGGSGGGGSGGGGSGGG |Tetggaggcggaagegggggteecggcageggcggtegage
26 |SLQ (SEQ ID NO: 173) atcaggtggcggggogtceggggecggaagtctgeag (SEQ
ID NO: 81)
CD8a MALPVTALLLPLALLLHAARP ATGGCCTTGCCTGTGACCGCATTACTGCT
signal |(SEQ ID NO: 174) TCCACTCGCCCTGCTCCTGCACGCTGCG
peptide AGACCC (SEQ ID NO: 82)
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Table 9 — Amino Acid Sequences of Full Fusion Proteins (all constructs designed with
representative signal peptide (CD8a) and flexible linker (linker 26))

Cytokine

Receptor

Amino Acid Sequence

IFN-a2

IFNARI1

MALPVTALLLPLALLLHAARPCDLPQTHSLGSRRTLMLLAQMRKIS
LFSCLKDRHDFGFPQEEFGNQFQKAETIPVLHEMIQQIFNLFSTKDSS
AAWDETLLDKFYTELYQQLNDLEACVIQGVGVTETPLMKEDSILAV
RKYFQRITLYLKEKKYSPCAWEVVRAEIMRSFSLSTNLQESLRSKES
GGGSGGGGSGGGGSGGGGSGGGSLQKNLKSPQK VEVDIIDDNFILR
WNRSDESVGNVTFSFDYQKTGMDNWIKLSGCQNITSTKCNFSSLK
LNVYEEIKLRIRAEKENTSSWYEVDSFTPFRKAQIGPPEVHLEAEDK
AIVIHISPGTKDSVMWALDGLSFTYSLVIWKNSSGVEERIENTY SRHK
IYKLSPETTYCLKVKAALLTSWKIGVYSPVHCIKTTVENELPPPENIE
VSVQONQNYVLKWDYTYANMTFQVQWLHAFLKRNPGNHLYKWKQ
IPDCENVKTTQCVFPQNVFQKGIYLLRVQASDGNNTSFWSEEIKFDT
EIQAFLLPPVFNIRSLSDSFHIYIGAPKQSGNTPVIQDYPLIYEIIFWEN
TSNAERKIIEKKTDVTVPNLKPLTVYCVKARAHTMDEKLNKSSVFS
DAVCEKTKPGNTSKIWLIVGICIALFALPFVIYAAK VFLRCINY VFFPS
LKPSSSIDEYFSEQPLKNLLLSTSEEQIEKCFIIENISTIATVEETNQTD
EDHKKYSSQTSQDSGNYSNEDESESK TSEELQQDFV (SEQ ID NO:
33)

IFN-a2

IFNAR2

MALPVTALLLPLALLLHAARPCDLPQTHSLGSRRTLMLLAQMRKIS
LFSCLKDRHDFGFPQEEFGNQFQKAETIPVLHEMIQQIFNLFSTKDSS
AAWDETLLDKFYTELYQQLNDLEACVIQGVGVTETPLMKEDSILAV
RKYFQRITLYLKEKKYSPCAWEVVRAEIMRSFSLSTNLQESLRSKES
GGGSGGGGSGGGGSGGGGSGGGSLQISYDSPDYTDESCTFKISLRN
FRSILSWELKNHSIVPTHYTLLY TIMSKPEDLK VVKNCANTTRSFCD
LTDEWRSTHEAY VTVLEGFSGNTTLFSCSHNFWLAIDMSFEPPEFEI
VGFTNHINVMVKFPSIVEEELQFDLSLVIEEQSEGIVKKHKPEIKGN
MSGNFTYIIDKLIPNTNYCVSVYLEHSDEQAVIK SPLKCTLLPPGQES
ESAESAKIGGIITVFLIALVLTSTIVTLKWIGYICLRNSLPK VLNFHNF
L AWPFPNLPPLEAMDMVEVIYINRKKK VWDYNYDDESDSDTEAAP
RTSGGGYTMHGLTVRPLGQASATSTESQLIDPESEEEPDLPEVDVEL
PTMPKDSPQQLELLSGPCERRKSPLQDPFPEEDYSSTEGSGGRITFN
VDLNSVFLRVLDDEDSDDLEAPLMLSSHLEEMVDPEDPDNVQSNH
LLASGEGTQPTFPSPSSEGLWSEDAPSDQSDTSESDVDLGDGYIMR
(SEQ ID NO: 84)

IFN-p

IFNAR1

MALPVTALLLPLALLLHAARPMSYNLLGFLQRSSNFQCQKLLWQL
NGRLEYCLKDRMNFDIPEEIKQLQQFQKEDAALTIYEMLQNIFAIFR
QDSSSTGWNETIVENLLANVYHQINHLK TVLEEKLEKEDFTRGKLM|
SSLHLKRYYGRILHYLKAKEYSHCAWTIVRVEILRNFYFINRLTGYL
RNSGGGSGGGGSGGGGSGGGGSGGGSLQKNLKSPQK VEVDIIDDN
FILRWNRSDESVGNVTFSFDYQKTGMDNWIKLSGCQNITSTKCNFS
SLKLNVYEEIKLRIRAEKENTSSWYEVDSFTPFRKAQIGPPEVHLEA
EDKAIVIHISPGTKDSVMWALDGLSFTY SLVIWKNSSGVEERIENIYS
RHKIYKLSPETTYCLKVKAALLTSWKIGVYSPVHCIK TTVENELPPP
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ENIEVSVONQNYVLKWDYTYANMTFQVQWLHAFLKRNPGNHLYK
WKQIPDCENVKTTQCVFPQNVFQKGIYLLRVQASDGNNTSFW SEEI
KFDTEIQAFLLPPVFNIRSLSDSFHIYIGAPKQSGNTPVIQDYPLIYEI

FWENTSNAERKIIEKKTDVTVPNLKPLTVYCVKARAHTMDEKLNK

SSVFSDAVCEKTKPGNTSKIWLIVGICIALFALPFVIYAAKVFLRCINY|
VFFPSLKPSSSIDEYFSEQPLKNLLLSTSEEQIEKCFIIENISTIATVEET

INQTDEDHKKYSSQTSQDSGNYSNEDESESKTSEELQQDFV (SEQ ID
NO: 85)

IFN-pB

IFNAR2

MALPVTALLLPLALLLHAARPMSYNLLGFLQRSSNFQCQKLLWQL
NGRLEYCLKDRMNFDIPEEIKQLQQFQKEDAALTIYEMLQNIFAIFR
QDSSSTGWNETIVENLLANVYHQINHLK TVLEEKLEKEDFTRGKLM|
SSLHLKRYYGRILHYLKAKEYSHCAWTIVRVEILRNFYFINRLTGYL
RNSGGGSGGGGSGGGGSGGGGSGGGSLQISYDSPDYTDESCTFKIS
LRNFRSILSWELKNHSIVPTHYTLLYTIMSKPEDLKVVKNCANTTRS
FCDLTDEWRSTHEAYVTVLEGFSGNTTLFSCSHNFWLAIDMSFEPPE
FEIVGFTNHINVMVKFPSIVEEELQFDLSLVIEEQSEGIVKKHKPEIKG|
NMSGNFTYIIDKLIPNTNYCVSVYLEHSDEQAVIK SPLKCTLLPPGQE|
SESAESAKIGGIITVFLIALVLTSTIVTLKWIGYICLRNSLPK VLNFHN
FLAWPFPNLPPLEAMDMVEVIYINRKKKVWDYNYDDESDSDTEAA
PRTSGGGYTMHGLTVRPLGQASATSTESQLIDPESEEEPDLPEVDVE
LPTMPKDSPQQLELLSGPCERRK SPLQDPFPEEDYSSTEGSGGRITFN
VDLNSVFLRVLDDEDSDDLEAPLMLSSHLEEMVDPEDPDNVQSNH
LLASGEGTQPTFPSPSSEGLWSEDAPSDQSDTSESDVDLGDGYIMR
(SEQ ID NO: 86)

IFN-y

IFNGR1

MALPVTALLLPLALLLHAARPQDPYVKEAENLKK YFNAGHSDVAD
NGTLFLGILKNWKEESDRKIMQSQIVSFYFKLFKNFKDDQSIQKSVE
TIKEDMNVKFFNSNKKKRDDFEKLTNYSVTDLNVQRKAIHELIQV
MAELSPAAKTGKRKRSQMLFRGSGGGSGGGGSGGGGSGGGGSGG
GSLQEMGTADLGPSSVPTPTNVTIESYNMNPIVYWEYQIMPQVPVF
TVEVKNYGVKNSEWIDACINISHHY CNISDHVGDPSNSLW VRVKA
RVGQKESAYAK SEEFAVCRDGKIGPPKLDIRKEEK QIMIDIFHPSVFV
NGDEQEVDYDPETTCYIRVYNVYVRMNGSEIQYKILTQKEDDCDEI
QCQLAIPVSSLNSQYCVSAEGVLHVWGVTTEKSKEVCITIFNSSIKG
SLWIPVVAALLLFLVLSLVFICFYIKKINPLKEKSIILPK SLISVVRSAT
LETKPESKYVSLITSYQPFSLEKEVVCEEPLSPATVPGMHTEDNPGK
VEHTEELSSITEVVTTEENIPDVVPGSHLTPIERESSSPLSSNQSEPGSI
ALNSYHSRNCSESDHSRNGFDTDSSCLESHSSLSDSEFPPNNKGEIK
TEGQELITVIKAPTSFGYDKPHVLVDLLVDDSGKESLIGYRPTEDSK
EFS (SEQ ID NO: 87)

IFN-y

IFNGR2

MALPVTALLLPLALLLHAARPQDPYVKEAENLKKYFNAGHSDVAD
NGTLFLGILKNWKEESDRKIMQSQIVSFYFKLFKNFKDDQSIQKSVE
TIKEDMNVKFFNSNKKKRDDFEKLTNYSVTDLNVQRKAIHELIQV

MAELSPAAKTGKRKRSQMLFRGSGGGSGGGGSGGGGSGGGGSGG
GSLQAPPDPLSQLPAPQHPKIRLYNAEQVLSWEPVALSNSTRPVVYQ
VQFKYTDSKWFTADIMSIGVNCTQITATECDFTAASPSAGFPMDFEN

VTLRLRAELGALHSAWVTMPWFQHYRNVTVGPPENIEVTPGEGSLI
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[RFSSPFDIADTSTAFFCYYVHYWEK GGIQQVKGPFRSNSISLDNLKP
SRVYCLQVQAQLLWNKSNIFRVGHLSNISCYETMADASTELQQVILI
SVGTFSLLSVLAGACFFLVLK YRGLIK YWFHTPPSIPLQIEEYLKDPT
QPILEALDKDSSPKDDVWDSVSIISFPEKEQEDVLQTL (SEQ ID NO:
88)

scIFN-y

IFNGRI1

MALPVTALLLPLALLLHAARPQDPY VKEAENLKKYFNAGHSDVAD
NGTLFLGILKNWKEESDRKIMQSQIVSFYFKLFKNFKDDQSIQKSVE
TIKEDMNVKFFNSNKKKRDDFEKLTNYSVTDLNVQRKAIHELIQV
MAELGANVSGEFVKEAENLKK YFNAGHSDVADNGTLFLGILKNW
KEESDRKIMQSQIVSFYFKLFKNFKDDQSIQKSVETIKEDMNVKFFN
SNKKKRDDFEKLTNYSVTDLNVQRKATHELIQVMAELSPAAKTGK
RKRSQMLFRGSGGGSGGGGSGGGGSGGGGSGGGSLQEMGTADLG
PSSVPTPTNVTIESYNMNPIVYWEYQIMPQVPVFTVEVKNYGVKNS
EWIDACINISHHYCNISDHVGDPSNSLWVRVKARVGQKESAYAKSE
EFAVCRDGKIGPPKLDIRKEEK QIMIDIFHPS VFVNGDEQEVDYDPE
TTCYIRVYNVYVRMNGSEIQYKILTQKEDDCDEIQCQLAIPVSSLNS
QYCVSAEGVLHVWGVTTEKSKEVCITIFNSSIKGSLWIPVVAALLLF
LVLSLVFICFYIKKINPLKEKSIILPK SLISVVRSATLETKPESKY VSLIT
SYQPFSLEKEVVCEEPLSPATVPGMHTEDNPGK VEHTEELSSITEVV
TTEENIPDVVPGSHLTPIERESSSPLSSNQSEPGSIALNSYHSRNCSES
DHSRNGFDTDSSCLESHSSLSDSEFPPNNK GEIK TEGQELITVIKAPT
SFGYDKPHVLVDLLVDDSGKESLIGYRPTEDSKEFS (SEQ ID NO:
89)

scIFN-y

IFNGR2

MALPVTALLLPLALLLHAARPQDPYVKEAENLKKYFNAGHSDVAD
NGTLFLGILKNWKEESDRKIMQSQIVSFYFKLFKNFKDDQSIQKSVE
TIKEDMNVKFFNSNKKKRDDFEKLTNYSVTDLNVQRKAIHELIQV
MAELGANVSGEFVKEAENLKKYFNAGHSDVADNGTLFLGILKNW
KEESDRKIMQSQIVSFYFKLFKNFKDDQSIQKSVETIKEDMNVKFFN
SNKKKRDDFEKLTNYSVTDLNVQRKAIHELIQVMAELSPAAKTGK
RKRSQMLFRGSGGGSGGGGSGGGGSGGGGSGGGSLQAPPDPLSQL
PAPQHPKIRLYNAEQVLSWEPVALSNSTRPVVYQVQFKYTDSKWFT
ADIMSIGVNCTQITATECDFTAASPSAGFPMDFNVTLRLRAELGALH
SAWVTMPWFQHYRNVTVGPPENIEVTPGEGSLIIRFSSPFDIADTST
AFFCYY VHYWEKGGIQQVKGPFRSNSISLDNLKPSRVYCLQVQAQ
LLWNKSNIFRVGHLSNISCYETMADASTELQQVILISVGTFSLLSVL
AGACFFLVLKYRGLIKYWFHTPPSIPLQIEEYLKDPTQPILEALDKDS
SPKDDVWDSVSIISFPEKEQEDVLQTL (SEQ ID NO: 90)

TNF-a

TNFRI1

MALPVTALLLPLALLLHAARPVRSSSRTPSDKPVAHVVANPQAEGQ
LQWLNRRANALLANGVELRDNQLVVPSEGLYLIYSQVLFKGQGCP
STHVLLTHTISRIAVSYQTKVNLLSAIKSPCQRETPEGAEAKPW YEPI
YLGGVFQLEKGDRLSAEINRPDYLDFAESGQVYFGIALSGGGSGG
GGSGGGGSGGGGSGGGSLQLVPHLGDREKRDSVCPQGKYIHPQNN
SICCTKCHKGTYLYNDCPGPGQDTDCRECESGSFTASENHLRHCLS
CSKCRKEMGQVEISSCTVDRDTVCGCRKNQYRHYWSENLFQCFNC
SLCLNGTVHLSCQEKQNTVCTCHAGFFLRENECVSCSNCKKSLECT

KLCLPQIENVKGTEDSGTTVLLPLVIFFGLCLLSLLFIGLMYRYQRW
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KSKLYSIVCGKSTPEKEGELEGTTTKPLAPNPSFSPTPGFTPTLGFSP
VPSSTFTSSSTYTPGDCPNFAAPRREVAPPY QGADPILATALASDPIP
NPLOQKWEDSAHKPQSLDTDDPATLYAVVENVPPLRWKEFVRRLGLS
DHEIDRLELQNGRCLREAQYSMLATWRRRTPRREATLELLGRVLRD
MDLLGCLEDIEEALCGPAALPPAPSLLR (SEQ ID NO: 91)

TNF-a

TNFR2

MALPVTALLLPLALLLHAARPVRSSSRTPSDKPVAHVVANPQAEGQ
LQWLNRRANALLANGVELRDNQLVVPSEGLYLIYSQVLFKGQGCP
STHVLLTHTISRIAVSYQTKVNLLSAIK SPCQRETPEGAEAKPW YEPI
YLGGVFQLEKGDRLSAEINRPDYLDFAESGQVYFGIIALSGGGSGG
GGSGGGGSGGGGSGGGSLQLPAQVAFTPYAPEPGSTCRLREYYDQT
AQMCCSKCSPGQHAKVFCTKTSDTVCDSCEDSTYTQLWNW VPECL)
SCGSRCSSDQVETQACTREQNRICTCRPGWYCALSKQEGCRLCAPL
RKCRPGFGVARPGTETSDVVCKPCAPGTFSNTTSSTDICRPHQICNV
VAIPGNASMDAVCTSTSPTRSMAPGAVHLPQPVSTRSQHTQPTPEPS
TAPSTSFLLPMGPSPPAEGSTGDFALPVGLIVGVTALGLLIIGVVNCVI
MTQVKKKPLCLQREAK VPHLPADKARGTQGPEQQHLLITAPSSSSS
SLESSASALDRRAPTRNQPQAPGVEASGAGEARASTGSSDSSPGGH
GTQVNVTCIVNVCSSSDHSSQCSSQASSTMGDTDSSPSESPKDEQVP
FSKEECAFRSQLETPETLLGSTEEKPLPLGVPDAGMKPS (SEQ ID
NO: 92)

IL-1B

IL-1R1

MALPVTALLLPLALLLHAARPAPVRSLNCTLRDSQQKSLVMSGPYE
LKALHLQGQDMEQQVVFSMSFVQGEESNDKIPVALGLKEKNLYLS
CVLKDDKPTLQLESVDPKNYPKKKMEKRFVFNKIEINNKLEFESAQ
FPNWYISTSQAENMPVFLGGTKGGQDITDFTMQFVSSSGGGSGGG
GSGGGGSGGGGSGGGSLQLEADKCKEREEKIILVSSANEIDVRPCPL
NPNEHKGTITWYKDDSKTPVSTEQASRIHQHKEKLWFVPAKVEDS
GHYYCVVRNSSYCLRIKISAKFVENEPNLCYNAQAIFKQKLPVAGD
GGLVCPYMEFFKNENNELPKLQWYKDCKPLLLDNIHFSGVKDRLIV|
MNVAEKHRGNYTCHASYTYLGKQYPITRVIEFITLEENKPTRPVIVS
PANETMEVDLGSQIQLICNVTGQLSDIAYWKWNGSVIDEDDPVLGE
DYYSVENPANKRRSTLITVLNISEIESRFYKHPFTCFAKNTHGIDAAY
IQLIYPVTNFQKHMIGICVTLTVIIVCSVFIYKIFKIDIVLWYRDSCYD
FLPIKASDGKTYDAYILYPKTVGEGSTSDCDIFVFKVLPEVLEKQCG
YKLFIYGRDDY VGEDIVEVINENVKK SRRLITLVRETSGFSWLGGSS
EEQIAMYNALVQDGIKVVLLELEKIQD YEKMPESIKFIKQKHGAIR
WSGDFTQGPQSAKTRFWKNVRYHMPVQRRSPSSKHQLLSPATKEK
LQREAHVPLG (SEQ ID NO: 93)

IL-1B

IL-1R3

MALPVTALLLPLALLLHAARPAPVRSLNCTLRDSQQKSLVMSGPYE
LKALHLQGQDMEQQVVFSMSFVQGEESNDKIPVALGLKEKNLYLS
CVLKDDKPTLQLESVDPKNYPKKKMEKRFVFNKIEINNKLEFESAQ
FPNWYISTSQAENMPVFLGGTKGGQDITDFTMQFVSSSGGGSGGG
GSGGGGSGGGGSGGGSLQSERCDDWGLDTMRQIQVFEDEPARIKC
PLFEHFLKFNYSTAHSAGLTLIWYWTRQDRDLEEPINFRLPENRISKE
KDVLWFRPTLLNDTGNYTCMLRNTTYCSKVAFPLEVVQKDSCFNS
PMKLPVHKLYIEYGIQRITCPNVDGYFPSSVKPTITWYMGCYKIQNF

INNVIPEGMNLSFLIALISNNGNYTCVVTYPENGRTFHLTRTLTVKVV
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GSPKNAVPPVIHSPNDHVVYEKEPGEELLIPCTVYFSFLMDSRNEVW]
WTIDGKKPDDITIDVTINESISHSRTEDETRTQILSIKK VTSEDLKRSY

VCHARSAKGEVAKAAKVKQKVPAPRYTVELACGFGATVLLVVILIV
VYHVYWLEMVLFYRAHFGTDETILDGKEYDIYVSYARNAEEEEFV

LLTLRGVLENEFGYKLCIFDRDSLPGGIVTDETLSFIQKSRRLLVVLS

PNYVLQGTQALLELKAGLENMASRGNINVILVQYKAVKETK VKEL

KRAKTVLTVIKWKGEKSK YPQGRFWKQLQVAMPVKK SPRRSSSDE
QGLSYSSLKNV (SEQ ID NO: 94)

cpIL-1B
(89/88)

IL-1R1

MALPVTALLLPLALLLHAARPNYPKKKMEKRFVFNKIEINNKLEFE
SAQFPNWYISTSQAENMPVFLGGTKGGQDITDFTMQFVSSGGGGS
GGGGSGGGGSAPVRSLNCTLRDSQQKSLVMSGPYELKALHLQGQD
MEQQVVFSMSFVQGEESNDKIPVALGLKEKNLYLSCVLKDDKPTLQ
LESVDPKSGGGSGGGGSGGGGSGGGGSGGGSLQLEADKCKEREEK
[ILVSSANEIDVRPCPLNPNEHK GTITWYKDDSKTPVSTEQASRIHQH
KEKLWFVPAKVEDSGHYYCVVRNSSYCLRIKISAKFVENEPNLCYN
AQAIFKQKLPVAGDGGLVCPYMEFFKNENNELPKLQWYKDCKPLL
LDNIHFSGVKDRLIVMNVAEKHRGNYTCHASYTYLGKQYPITRVIE
FITLEENKPTRPVIVSPANETMEVDLGSQIQLICNVTGQLSDIAYWK
WNGSVIDEDDPVLGEDYYSVENPANKRRSTLITVLNISEIESRFYKH
PFTCFAKNTHGIDAAYIQLIYPVTNFQKHMIGICVTLTVIIVCSVFIYK
IFKIDIVLWYRDSCYDFLPIKASDGKTYDAYILYPKTVGEGSTSDCDI
FVFKVLPEVLEKQCGYKLFIYGRDDY VGEDIVEVINENVKK SRRLIII
LVRETSGFSWLGGSSEEQIAMYNALVQDGIKVVLLELEKIQDYEKM
PESIKFIKQKHGAIRWSGDFTQGPQSAKTRFWKNVRYHMPVQRRSP
SSKHQLLSPATKEKLQREAHVPLG (SEQ ID NO: 95)

cplL-1P
(89/88)

IL-1R3

MALPVTALLLPLALLLHAARPNYPKKKMEKRFVFNKIEINNKLEFE
SAQFPNWYISTSQAENMPVFLGGTKGGQDITDFTMQFVSSGGGGS
GGGGSGGGGSAPVRSLNCTLRDSQQKSLVMSGPYELKALHLQGQD
MEQQVVFSMSFVQGEESNDKIPVALGLKEKNLYLSCVLKDDKPTLQ
LESVDPK SGGGSGGGGSGGGGSGGGGSGGGSLQSERCDDWGLDT
MRQIQVFEDEPARIKCPLFEHFLKFNYSTAHSAGLTLIWYWTRQDR
DLEEPINFRLPENRISKEKDVLWFRPTLLNDTGNYTCMLRNTTYCSK
VAFPLEVVQKDSCFNSPMKLPVHKLYIEYGIQRITCPNVDGYFPSSV
KPTITWYMGCYKIQNFNNVIPEGMNLSFLIALISNNGNYTCVVTYPE
NGRTFHLTRTLTVKVVGSPKNAVPPVIHSPNDHVVYEKEPGEELLIP
CTVYFSFLMDSRNEVWWTIDGKKPDDITIDVTINESISHSRTEDETRT
QILSIKK VTSEDLKRSYVCHARSAKGEVAKAAKVKQKVPAPRYTVE
LACGFGATVLLVVILIVVYHVYWLEMVLFYRAHFGTDETILDGKEY
DIYVSYARNAEEEEFVLLTLRGVLENEFGYKLCIFDRDSLPGGIVTD
ETLSFIQKSRRLLVVLSPNYVLQGTQALLELKAGLENMASRGNINVI
LVQYKAVKETK VKELKRAKTVLTVIKWKGEKSK YPQGRFWKQLQ
VAMPVKKSPRRSSSDEQGLSYSSLKNV (SEQ ID NO: 96)

IL-6Ra

MALPVTALLLPLALLLHAARPVPPGEDSKDVAAPHRQPLTSSERIDK
QIRYILDGISALRKETCNKSNMCESSKEALAENNLNLPKMAEKDGC
FQSGFNEETCLVKIITGLLEFEVYLEYLQNRFESSEEQARAVQMSTK

VLIQFLOQKKAKNLDAITTPDPTTNASLLTKLQAQNQWLQDMTTHLI
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LRSFKEFLQSSLRALRQMSGGGSGGGGSGGGGSGGGGSGGGSLQL
APRRCPAQEVARGVLTSLPGDSVTLTCPGVEPEDNATVHW VLRKPA
AGSHPSRWAGMGRRLLLRSVQLHDSGNYSCYRAGRPAGTVHLLVD
VPPEEPQLSCFRKSPLSNVVCEWGPRSTPSLTTKAVLLVRKFQNSPA
EDFQEPCQYSQESQKFSCQLAVPEGDSSFYIVSMCVASSVGSKFSKT
QTFQGCGILQPDPPANITVTAVARNPRWLSVTWQDPHSWNSSFYRL
RFELRYRAERSKTFTTWMVKDLQHHCVIHDAWSGLRHVVQLRAQ
EEFGQGEWSEWSPEAMGTPWTESRSPPAENEVSTPMQALTTNKDD
DNILFRDSANATSLPVQDSSSVPLPTFLVAGGSLAFGTLLCIAIVLRF
KKTWKLRALKEGKTSMHPPYSLGQLVPERPRPTPVLVPLISPPVSPS
SLGSDNTSSHNRPDARDPRSPYDISNTDYFFPR (SEQ ID NO: 97)

gpl30

MALPVTALLLPLALLLHAARPVPPGEDSKDVAAPHRQPLTSSERIDK
QIRYILDGISALRKETCNK SNMCESSKEALAENNLNLPKMAEKDGC
FQSGFNEETCLVKIITGLLEFEVYLEYLQNRFESSEEQARAVQMSTK
VLIQFLQKKAKNLDAITTPDPTTNASLLTKLQAQNQWLQDMTTHLI
LRSFKEFLQSSLRALRQMSGGGSGGGGSGGGGSGGGGSGGGSLQE
LLDPCGYISPESPVVQLHSNFTAVCVLKEKCMDYFHVNANYIVWKT
NHFTIPKEQY TIINRTASSVTFTDIASLNIQLTCNILTFGQLEQNVYGIT
[ISGLPPEKPKNLSCIVNEGKKMRCEWDGGRETHLETNFTLK SEWAT
HKFADCKAKRDTPTSCTVDYSTVYFVNIEVWVEAENALGK VTSDH
INFDPVYKVKPNPPHNLSVINSEELSSILKLTWTNPSIKSVIILK YNIQ
YRTKDASTWSQIPPEDTASTRSSFTVQDLKPFTEY VFRIRCMKEDGK
GYWSDWSEEASGITYEDRPSKAPSFW YKIDPSHTQGYRTVQLVWK
TLPPFEANGKILDYEVTLTRWK SHLQNYTVNATKLTVNLTNDRYLA
TLTVRNLVGKSDAAVLTIPACDFQATHPVMDLK AFPKDNMLW VEW
TTPRESVKKYILEWCVLSDKAPCITDWQQEDGTVHRTYLRGNLAES
KCYLITVTPVYADGPGSPESIKAYLKQAPPSKGPTVRTKK VGKNEAV
LEWDQLPVDVQNGFIRNYTIFYRTIIGNETAVNVDSSHTEYTLSSLTS
DTLYMVRMAAY TDEGGKDGPEFTFTTPKFAQGEIEATVVPVCLAFL
LTTLLGVLFCFNKRDLIKKHIWPNVPDPSK SHIAQWSPHTPPRHNFN
SKDQMY SDGNFTDVSVVEIEANDKKPFPEDLK SLDLFKKEKINTEG
HSSGIGGSSCMSSSRPSISSSDENESSQNTSSTVQYSTVVHSGYRHQ
VPSVQVFSRSESTQPLLDSEERPEDLQLVDHVDGGDGILPRQQYFK
QNCSQHESSPDISHFER SKQVSSVNEEDFVRLKQQISDHISQSCGSG
QMKMFQEVSAADAFGPGTEGQVERFETVGMEAATDEGMPKSYLP
QTVRQGGYMPQ (SEQ ID NO: 98)

sclL-12

IL-12-Rp1

MALPVTALLLPLALLLHAARPIWELKKDVYVVELDWYPDAPGEM

VVLTCDTPEEDGITWTLDQSSEVLGSGKTLTIQVKEFGDAGQYTCH

KGGEVLSHSLLLLHKKEDGIWSTDILKDQKEPKNKTFLRCEAKNYS
GRFTCWWLTTISTDLTFSVKSSRGSSDPQGVTCGAATLSAERVRGD

NKEYEYSVECQEDSACPAAEESLPIEVMVDAVHKLKYENYTSSFFIR
DIIKPDPPKNLQLKPLKNSRQVEVSWEYPDTWSTPHSYFSLTFCVQV
QGKSKREKKDRVFTDKTSATVICRKNASISVRAQDRYYSSSWSEWA
SVPCSGSTSGSGKPGSGEGSTKGRNLPVATPDPGMFPCLHHSQNLLR
AVSNMLQKARQTLEFYPCTSEEIDHEDITKDKTSTVEACLPLELTKN
ESCLNSRETSFITNGSCLASRKTSFMMALCLSSIYEDLKMYQVEFKT

141



WO 2022/169870

PCT/US2022/014936

MNAKLLMDPKRQIFLDQNMLAVIDELMQALNFNSETVPQKSSLEEP
DFYKTKIKLCILLHAFRIRAVTIDRVMSYLNASSGGGSGGGGSGGGG
SGGGGSGGGSLQCRTSECCFQDPPYPDADSGSASGPRDLRCYRISSD
RYECSWQYEGPTAGVSHFLRCCLSSGRCCYFAAGSATRLQFSDQAG
VSVLYTVTLWVESWARNQTEKSPEVTLQLYNSVKYEPPLGDIKVSK
LAGQLRMEWETPDNQVGAEVQFRHRTPSSPWKLGDCGPQDDDTE
SCLCPLEMNVAQEFQLRRRQLGSQGSSWSKWSSPVCVPPENPPQPQ
VRFSVEQLGQDGRRRLTLKEQPTQLELPEGCQGLAPGTEVTYRLQL
HMLSCPCKAKATRTLHLGKMPYLSGAAYNVAVISSNQFGPGLNQT
WHIPADTHTEPVALNISVGTNGTTMY WPARAQSMTYCIEWQPVGQ
DGGLATCSLTAPQDPDPAGMATY SWSRESGAMGQEKCY YITIFASA
HPEKLTLWSTVLSTYHFGGNASAAGTPHHVSVKNHSLDSVSVDWA
PSLLSTCPGVLKEYVVRCRDEDSKQVSEHPVQPTETQVTLSGLRAG
VAYTVQVRADTAWLRGVWSQPQRFSIEVQVSDWLIFFASLGSFLSIL
LVGVLGYLGLNRAARHLCPPLPTPCASSAIEFPGGKETWQWINPVD
FQEEASLQEALVVEMSWDKGERTEPLEKTELPEGAPELALDTELSL
EDGDRCKAKM (SEQ ID NO: 99)

sclL-12

IL-12-Rp2

MALPVTALLLPLALLLHAARPIWELKKDVYVVELDWYPDAPGEM
VVLTCDTPEEDGITWTLDQSSEVLGSGKTLTIQVKEFGDAGQYTCH
KGGEVLSHSLLLLHKKEDGIWSTDILKDQKEPKNKTFLRCEAKNYS
GRFTCWWLTTISTDLTFSVKSSRGSSDPQGVTCGAATLSAERVRGD
NKEYEYSVECQEDSACPAAEESLPIEVMVDAVHKLKYENYTSSFFIR
DIIKPDPPKNLQLKPLKNSRQVEVSWEYPDTWSTPHSYFSLTFCVQV
QGKSKREKKDRVFTDKTSATVICRKNASISVRAQDRYYSSSWSEWA
SVPCSGSTSGSGKPGSGEGSTKGRNLPVATPDPGMFPCLHHSQNLLR
AVSNMLQKARQTLEFYPCTSEEIDHEDITKDKTSTVEACLPLELTKN
ESCLNSRETSFITNGSCLASRKTSFMMALCLSSIYEDLKMYQVEFKT
MNAKLLMDPKRQIFLDOQNMLAVIDELMQALNFNSETVPQKSSLEEP
DFYKTKIKLCILLHAFRIRAVTIDRVMSYLNASSGGGSGGGGSGGGG
SGGGGSGGGSLOQKIDACKRGDVTVKPSHVILLGSTVNITCSLKPRQ
GCFHY SRRNKLILYKFDRRINFHHGHSLNSQVTGLPLGTTLFVCKLA
CINSDEIQICGAEIFVGVAPEQPQNLSCIQKGEQGTVACTWERGRDT
HLYTEYTLQLSGPKNLTWQKQCKDIYCDYLDFGINLTPESPESNFTA
KVTAVNSLGSSSSLPSTFTFLDIVRPLPPWDIRIKFQKASVSRCTLYW
RDEGLVLLNRLRYRPSNSRLWNMVNVTKAKGRHDLLDLKPFTEYE
FQISSKLHLYKGSWSDWSESLRAQTPEEEPTGMLDVW YMKRHIDY
SRQOISLFWKNLSVSEARGKILHYQVTLQELTGGKAMTQNITGHTS
WTTVIPRTGNWAVAVSAANSKGSSLPTRINIMNLCEAGLLAPRQVSA
INSEGMDNILVTWQPPRKDPSAVQEYVVEWRELHPGGDTQVPLNW
LRSRPYNVSALISENIKSYICYEIRVYALSGDQGGCSSILGNSKHKAP
LSGPHINAITEEKGSILISWNSIPVQEQMGCLLHYRIYWKERDSNSQP
QLCEIPYRVSQNSHPINSLQPRVTY VLWMTALTAAGESSHGNEREFC
LQGKANWMAFVAPSICIAIIMVGIFSTHYFQQKVFVLLAALRPQWC
SREIPDPANSTCAKKYPIAEEKTQLPLDRLLIDWPTPEDPEPLVISEVL
HQVTPVFRHPPCSNWPQREKGIQGHQA SEKDMMHSASSPPPPRAL
QAESRQLVDLYKVLESRGSDPKPENPACPWTVLPAGDLPTHDGYLP
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SNIDDLPSHEAPLADSLEELEPQHISLSVFPSSSLHPLTFSCGDKLTLD
QLKMRCDSLML (SEQ ID NO: 100)

IL-4Ra

MALPVTALLLPLALLLHAARPHKCDITLQEIIK TLNSLTEQKTLCTEL
TVTDIFAASKNTTEKETFCRAATVLRQFYSHHEKDTRCLGATAQQF
HRHKQLIRFLKRLDRNLWGLAGLNSCPVKEANQSTLENFLERLKTI
MREKY SKCSSSGGGSGGGGSGGGGSGGGGSGGGSLQMK VLQEPT
CVSDYMSISTCEWKMNGPTNCSTELRLLYQLVFLLSEAHTCIPENN
GGAGCVCHLLMDDVVSADNYTLDLWAGQQLLWKGSFKPSEHVKP
RAPGNLTVHTNVSDTLLLTWSNPYPPDNYLYNHLTYAVNIWSENDP
ADFRIYNVTYLEPSLRIAASTLKSGISYRARVRAWAQCYNTTWSEW
SPSTKWHNSYREPFEQHLLLGVSVSCIVILAVCLLCY VSITKIKKEW
WDQIPNPARSRLVAIIIQDAQGSQWEKRSRGQEPAK CPHWKNCLTK
LLPCFLEHNMKRDEDPHK AAKEMPFQGSGKSAWCPVEISKTVLWP
ESISVVRCVELFEAPVECEEEEEVEEEK GSFCASPESSRDDFQEGRE
GIVARLTESLFLDLLGEENGGFCQQDMGESCLLPPSGSTSAHMPWD
EFPSAGPKEAPPWGKEQPLHLEPSPPASPTQSPDNLTCTETPLVIAGN
PAYRSFSNSLSQSPCPRELGPDPLLARHLEEVEPEMPCVPQLSEPTTV
PQPEPETWEQILRRNVLQHGAAAAPVSAPTSGYQEFVHAVEQGGT
QASAVVGLGPPGEAGYKAFSSLLASSAVSPEKCGFGASSGEEGYKP
FQDLIPGCPGDPAPVPVPLFTFGLDREPPRSPQSSHLPSSSPEHLGLEP
GEKVEDMPKPPLPQEQATDPLVDSLGSGIVYSALTCHLCGHLKQCH
GQEDGGQTPVMASPCCGCCCGDRSSPPTTPLRAPDPSPGGVPLEAS
LCPASLAPSGISEK SKSSSSFHPAPGNAQSSSQTPKIVNFVSVGPTYM
RVS (SEQ ID NO: 101)

IL-2Ryc

MALPVTALLLPLALLLHAARPHKCDITLQEIKTLNSLTEQKTLCTEL
TVTDIFAASKNTTEKETFCRAATVLRQFYSHHEKDTRCLGATAQQF
HRHKQLIRFLKRLDRNLWGLAGLNSCPVKEANQSTLENFLERLKTI
MREKY SKCSSSGGGSGGGGSGGGGSGGGGSGGGSLQLNTTILTPN
GNEDTTADFFLTTMPTDSLSVSTLPLPEVQCFVFNVEYMNCTWNSS
SEPQPTNLTLHYWYKNSDNDKVQKCSHYLFSEEITSGCQLQKKEIH
LYQTFVVQLQDPREPRRQATQMLKLQNLVIPWAPENLTLHKLSESQ
LELNWNNRFLNHCLEHLVQYRTDWDHSWTEQSVDYRHKFSLPSV
DGQKRYTFRVRSRFNPLCGSAQHWSEWSHPIHWGSNTSKENPFLFA
LEAVVISVGSMGLIISLLCVYFWLERTMPRIPTLKNLEDLVTEYHGN
FSAWSGVSKGLAESLQPDYSERLCLVSEIPPKGGALGEGPGASPCNQ
HSPYWAPPCYTLKPET (SEQ ID NO: 102)

IL-13Ral

MALPVTALLLPLALLLHAARPHKCDITLQEIIKTLNSLTEQKTLCTEL
TVTDIFAASKNTTEKETFCRAATVLRQFYSHHEKDTRCLGATAQQF
HRHKQLIRFLKRLDRNLWGLAGLNSCPVKEANQSTLENFLERLKTI
MREKY SKCSSSGGGSGGGGSGGGGSGGGGSGGGSLQGGGGAAPT
ETQPPVTNLSVSVENLCTVIWTWNPPEGASSNCSLWYFSHFGDKQD
KKIAPETRRSIEVPLNERICLQVGSQCSTNESEKPSILVEK CISPPEGD
PESAVTELQCIWHNLSYMKCSWLPGRNTSPDTNYTLY YWHRSLEKI
HQCENIFREGQYFGCSFDLTKVKDSSFEQHSVQIMVKDNAGKIKPSF
INIVPLTSRVKPDPPHIKNLSFHNDDLY VQWENPQNFISRCLFYEVEV

INNSQTETHNVFYVQEAKCENPEFERNVENTSCFMVPGVLPDTLNT
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VRIRVKTNKLCYEDDKLWSNWSQEMSIGKKRNSTLYITMLLIVPVI
VAGAIIVLLLYLKRLKINFPPIPDPGKIFKEMFGDQNDDTLHWKKYDI
YEKQTKEETDSVVLIENLKKASQ (SEQ ID NO: 103)

cplL-4
(38-37)

IL-4Ra

MALPVTALLLPLALLLHAARPNTTEKETFCRAATVLRQFYSHHEKD
TRCLGATAQQFHRHKQLIRFLKRLDRNLWGLAGLNSCPVKEANQS
TLENFLERLKTIMREKYSKCSSGGNGGHKCDITLQEIKTLNSLTEQ
KTLCTELTVTDIFAASKSGGGSGGGGSGGGGSGGGGSGGGSLOQMK
VLQEPTCVSDYMSISTCEWKMNGPTNCSTELRLLYQLVFLLSEAHT
CIPENNGGAGCVCHLLMDDVVSADNYTLDLWAGQQLLWKGSFKP
SEHVKPRAPGNLTVHTNVSDTLLLTWSNPYPPDNYLYNHLTYAVNI
'WSENDPADFRIYNVTYLEPSLRIAASTLKSGISYRARVRAWAQCYN
TTWSEWSPSTKWHNSYREPFEQHLLLGVSVSCIVILAVCLLCY VSIT
KIKKEWWDQIPNPARSRLVAIIIQDAQGSQWEKRSRGQEPAKCPHW
KNCLTKLLPCFLEHNMKRDEDPHKAAKEMPFQGSGKSAWCPVEIS
KTVLWPESISVVRCVELFEAPVECEEEEEVEEEKGSFCASPESSRDD
FQEGREGIVARLTESLFLDLLGEENGGFCQQDMGESCLLPPSGSTSA
HMPWDEFPSAGPKEAPPWGKEQPLHLEPSPPASPTQSPDNLTCTETP
LVIAGNPAYRSFSNSLSQSPCPRELGPDPLLARHLEEVEPEMPCVPQL
SEPTTVPQPEPETWEQILRRNVLQHGAAAAPVSAPTSGYQEFVHAV
EQGGTQASAVVGLGPPGEAGYKAFSSLLASSAVSPEKCGFGASSGE
EGYKPFQDLIPGCPGDPAPVPVPLFTFGLDREPPRSPQSSHLPSSSPE
HLGLEPGEKVEDMPKPPLPQEQATDPLVDSLGSGIVYSALTCHLCG
HLKQCHGQEDGGQTPVMASPCCGCCCGDRSSPPTTPLRAPDPSPG
GVPLEASLCPASLAPSGISEKSKSSSSFHPAPGNAQSSSQTPKIVNFVS
VGPTYMRVS (SEQ ID NO: 104)

cplL-4
(38-37)

IL-2Ryc

MALPVTALLLPLALLLHAARPNTTEKETFCRAATVLRQFYSHHEKD
TRCLGATAQQFHRHKQLIRFLKRLDRNLWGLAGLNSCPVKEANQS
TLENFLERLKTIMREKYSKCSSGGNGGHKCDITLQEIIKTLNSLTEQ
KTLCTELTVTDIFAASKSGGGSGGGGSGGGGSGGGGSGGGSLQLNT
TILTPNGNEDTTADFFLTTMPTDSLSVSTLPLPEVQCFVFNVEYMNC
TWNSSSEPQPTNLTLHYW YKNSDNDKVQKCSHYLFSEEITSGCQLQ
KKEIHLYQTFVVQLQDPREPRRQATQMLKLQNLVIPWAPENLTLHK
LSESQLELNWNNRFLNHCLEHLVQYRTDWDHSWTEQSVDYRHKF
SLPSVDGQKRYTFRVRSRFNPLCGSAQHWSEWSHPIHWGSNTSKE
NPFLFALEAVVISVGSMGLIISLLCVYFWLERTMPRIPTLKNLEDLVT
EYHGNFSAWSGVSKGLAESLQPDYSERLCLVSEIPPKGGALGEGPG
ASPCNQHSPYWAPPCYTLKPET (SEQ ID NO: 105)

cplL-4
(38-37)

IL-13Ral

MALPVTALLLPLALLLHAARPNTTEKETFCRAATVLRQFYSHHEKD
TRCLGATAQQFHRHKQLIRFLKRLDRNLWGLAGLNSCPVKEANQS
TLENFLERLKTIMREKYSKCSSGGNGGHKCDITLQEIKTLNSLTEQ
KTLCTELTVTDIFAASKSGGGSGGGGSGGGGSGGGGSGGGSLQGG
GGAAPTETQPPVTNLSVSVENLCTVIWTWNPPEGASSNCSLWYFSH
FGDKQDKKIAPETRRSIEVPLNERICLQVGSQCSTNESEKPSILVEKC
ISPPEGDPESAVTELQCIWHNLSYMKCSWLPGRNTSPDTNYTLYYW
HR SLEKIHQCENIFREGQYFGCSFDLTKVKDSSFEQHSVQIMVKDN
AGKIKPSENIVPLTSRVKPDPPHIKNLSFHNDDLY VQWENPQNFISRC
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LFYEVEVNNSQTETHNVFYVQEAKCENPEFERNVENTSCFMVPGV
LPDTLNTVRIRVKTNKLCYEDDKLWSNWSQEMSIGKKRNSTLYITM
LLIVPVIVAGAIIVLLLYLKRLKINNFPPIPDPGKIFKEMFGDQNDDTLH
WKKYDIYEKQTKEETDSVVLIENLKKASQ (SEQ ID NO: 106)

IL-10

IL-10R1

MALPVTALLLPLALLLHAARPSPGQGTQSENSCTHFPGNLPNMLRD
LRDAFSRVKTFFQMKDQLDNLLLKESLLEDFKGYLGCQALSEMIQF
YLEEVMPQAENQDPDIKAHVNSLGENLKTLRLRLRRCHRFLPCEN
KSKAVEQVKNAFNKLQEKGIYKAMSEFDIFINYIEAYMTMKIRNSG
GGSGGGGSGGGGSGGGGSGGGSLQHGTELPSPPSVWFEAEFFHHIL
HWTPIPNQSESTCYEVALLRYGIESWNSISNCSQTLSYDLTAVTLDLY
HSNGYRARVRAVDGSRHSNWTVTNTRFSVDEVTLTVGSVNLEIHN
GFILGKIQLPRPKMAPANDTYESIFSHFREYEIAIRKVPGNFTFTHKK
VKHENFSLLTSGEVGEFCVQVKPSVASRSNKGMW SKEECISLTRQY
FTVTINVIIFFAFVLLLSGALAYCLALQLY VRRRKKLPSVLLFKKPSPF
IFISQRPSPETQDTIHPLDEEAFLKVSPELKNLDLHGSTDSGFGSTKPS
LQTEEPQFLLPDPHPQADRTLGNREPPVLGDSCSSGSSNSTDSGICL
QEPSLSPSTGPTWEQQVGSNSRGQDDSGIDLVQNSEGRAGDTQGGS
ALGHHSPPEPEVPGEEDPAAVAFQGYLRQTRCAEEKATKTGCLEEE
SPLTDGLGPKFGRCLVDEAGLHPPALAKGYLKQDPLEMTLASSGAP
TGQWNQPTEEW SLLALSSCSDLGISDWSFAHDLAPLGCVAAPGGLL
GSFNSDLVTLPLISSLQSSE (SEQ ID NO: 107)

IL-10

IL-10R2

MALPVTALLLPLALLLHAARPSPGQGTQSENSCTHFPGNLPNMLRD
LRDAFSRVK TFFQMKDQLDNLLLKESLLEDFK GYLGCQALSEMIQF
YLEEVMPQAENQDPDIK AHVNSLGENLK TLRLRLRRCHRFLPCEN

KSKAVEQVKNAFNKLQEKGIYK AMSEFDIFINYIEAYMTMKIRNSG
GGSGGGGSGGGGSGGGGSGGGSLQMVPPPENVRMNSVNFKNILQ

WESPAFAKGNLTFTAQYLSYRIFQDKCMNTTLTECDFSSLSKYGDH

TLRVRAEFADEHSDW VNITFCPVDDTIIGPPGMQVEVLADSLHMRF
LAPKIENEYETWTMKNVYNSWTYNVQYWKNGTDEKFQITPQYDF
EVLRNLEPWTTYCVQVRGFLPDRNKAGEWSEPVCEQTTHDETVPS
WMVAVILMASVFMVCLALLGCFALLWCVYKKTK YAFSPRNSLPQH
LKEFLGHPHHNTLLFFSFPLSDENDVFDKLSVIAEDSESGKQNPGDS
CSLGTPPGQGPQS (SEQ ID NO: 108)

mlL-10

IL-10R1

MALPVTALLLPLALLLHAARPSPGQGTQSENSCTHFPGNLPNMLRD
LRDAFSRVKTFFQMKDQLDNLLLKESLLEDFKGYLGCQALSEMIQF
YLEEVMPQAENQDPDIKAHVNSLGENLKTLRLRLRRCHRFLPCEN
GGGSGGKSKAVEQVKNAFNKLQEKGIYKAMSEFDIFINYIEAYMT
MKIRNSGGGSGGGGSGGGGSGGGGSGGGSLQHGTELPSPPSVWEE
AEFFHHILHWTPIPNQSESTCYEVALLRYGIESWNSISNCSQTLSYDL
TAVTLDLYHSNGYRARVRAVDGSRHSNWTVTNTRFSVDEVTLTVG
SVNLEIHNGFILGKIQLPRPKMAPANDTYESIFSHFREYEIAIRK VPG
NFTFTHKKVKHENFSLLTSGEVGEFCVQVKPSVASRSNKGMW SKE
ECISLTRQYFTVINVIIFFAFVLLLSGALAYCLALQLY VRRRKKLPSV
LLFKKPSPFIFISQRPSPETQDTIHPLDEEAFLKVSPELKNLDLHGSTD
SGFGSTKPSLQTEEPQFLLPDPHPQADRTLGNREPPVLGDSCSSGSS

NSTDSGICLQEPSLSPSTGPTWEQQVGSNSRGQDDSGIDLVQNSEGR
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AGDTQGGSALGHHSPPEPEVPGEEDPAAVAFQGYLRQTRCAEEKAT
KTGCLEEESPLTDGLGPKFGRCLVDEAGLHPPALAKGYLKQDPLEM
TLASSGAPTGQWNQPTEEWSLLALSSCSDLGISDW SFAHDLAPLGC
VAAPGGLLGSFNSDLVTLPLISSLQSSE (SEQ ID NO: 109)

mlL-10

IL-10R2

MALPVTALLLPLALLLHAARPSPGQGTQSENSCTHFPGNLPNMLRD
LRDAFSRVKTFFQMKDQLDNLLLKESLLEDFKGYLGCQALSEMIQF
YLEEVMPQAENQDPDIKAHVNSLGENLKTLRLRLRRCHRFLPCEN
GGGSGGKSKAVEQVKNAFNKLQEKGIYKAMSEFDIFINYIEAYMT
MKIRNSGGGSGGGGSGGGGSGGGGSGGGSLOQMVPPPENVRMNSV
NFKNILQWESPAFAKGNLTFTAQYLSYRIFQDKCMNTTLTECDFSSL
SKYGDHTLRVRAEFADEHSDWVNITFCPVDDTIIGPPGMQVEVLAD
SLHMRFLAPKIENEYETWTMKNVYNSWTYNVQYWKNGTDEKFQI
TPQYDFEVLRNLEPWTTYCVQVRGFLPDRNKAGEWSEPVCEQTTH
DETVPSWMVAVILMASVFMVCLALLGCFALLWCVYKKTKYAFSPR
NSLPQHLKEFLGHPHHNTLLFFSFPLSDENDVFDKLSVIAEDSESGK
QNPGDSCSLGTPPGQGPQS (SEQ ID NO: 110)

cpIL-10
(58/57)

IL-10R1

MALPVTALLLPLALLLHAARPGYLGCQALSEMIQFYLEEVMPQAE
NQDPDIKAHVNSLGENLK TLRLRLRRCHRFLPCENK SKAVEQVKN
AFNKLQEKGIYK AMSEFDIFINYIEAYMTMKIRNGGGGSGGGGSGG
GGSSPGQGTQSENSCTHFPGNLPNMLRDLRDAFSRVK TFFQMKDQ
LDNLLLKESLLEDFK SGGGSGGGGSGGGGSGGGGSGGGSLQHGTE
LPSPPSVWFEAEFFHHILHWTPIPNQSESTCYEVALLRYGIESWNSIS
NCSQTLSYDLTAVTLDLYHSNGYRARVRAVDGSRHSNWTVTNTRFS
VDEVTLTVGSVNLEIHNGFILGKIQLPRPKMAPANDTYESIFSHFRE
YEIAIRK VPGNFTFTHKK VKHENFSLLTSGEVGEFCVQVKPSVASRS
NKGMWSKEECISLTRQYFTVTNVIIFFAFVLLLSGALAYCLALQLYV
RRRKKLPSVLLFKKPSPFIFISQRPSPETQDTIHPLDEEAFLKVSPELK
NLDLHGSTDSGFGSTKPSLQTEEPQFLLPDPHPQADRTLGNREPPVL
GDSCSSGSSNSTDSGICLQEPSLSPSTGPTWEQQVGSNSRGQDDSGI
DLVQNSEGRAGDTQGGSALGHHSPPEPEVPGEEDPAAVAFQGYLRQ
TRCAEEKATK TGCLEEESPLTDGLGPKFGRCLVDEAGLHPPALAKG
YLKQDPLEMTLASSGAPTGQWNQPTEEWSLLALSSCSDLGISDWSF
AHDLAPLGCVAAPGGLLGSFNSDLVTLPLISSLQSSE (SEQ ID NO:
111)

cplL-10
(58/57)

IL-10R2

MALPVTALLLPLALLLHAARPGYLGCQALSEMIQFYLEEVMPQAE
NQDPDIKAHVNSLGENLKTLRLRLRRCHRFLPCENKSKAVEQVKN
AFNKLQEKGIYKAMSEFDIFINYIEAYMTMKIRNGGGGSGGGGSGG
GGSSPGQGTQSENSCTHFPGNLPNMLRDLRDAFSRVKTFFQMKDQ
LDNLLLKESLLEDFKSGGGSGGGGSGGGGSGGGGSGGGSLQMVPP
PENVRMNSVNFKNILQWESPAFAKGNLTFTAQYLSYRIFQDKCMNT
TLTECDFSSLSKYGDHTLRVRAEFADEHSDW VNITFCPVDDTIIGPP
GMQVEVLADSLHMRFLAPKIENEYETWTMKNVYNSWTYNVQYW
KNGTDEKFQITPQYDFEVLRNLEPWTTYCVQVRGFLPDRNKAGEW
SEPVCEQTTHDETVPSWMVAVILMASVFMVCLALLGCFALLWCVY
KKTKYAFSPRNSLPQHLKEFL GHPHHNTLLFFSFPLSDENDVFDKLS

VIAEDSESGKQNPGDSCSLGTPPGQGPQS (SEQ ID NO: 112)
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tdIL-10

IL-10R1

MALPVTALLLPLALLLHAARPSPGQGTQSENSCTHFPGNLPNMLRD
LRDAFSRVKTFFQMKDQLDNLLLKESLLEDFKGYLGCQALSEMIQF
YLEEVMPQAENQDPDIKAHVNSLGENLKTLRLRLRRCHRFLPCEN
KSKAVEQVKNAFNKLQEKGIYKAMSEFDIFINYIEAYMTMKIRNGG
GGSGGGGSGGGGSSPGQGTQSENSCTHFPGNLPNMLRDLRDAFSR
VKTFFQMKDQLDNLLLKESLLEDFKGYLGCQALSEMIQFYLEEVM
PQAENQDPDIKAHVNSLGENLKTLRLRLRRCHRFLPCENKSKAVEQ
VKNAFNKLQEKGIYKAMSEFDIFINYIEAYMTMKIRNSGGGSGGGG
SGGGGSGGGGSGGGSLQHGTELPSPPSVWFEAEFFHHILHWTPIPN
QSESTCYEVALLRYGIESWNSISNCSQTLSYDLTAVTLDLYHSNGYR
ARVRAVDGSRHSNWTVTNTRFSVDEVTLTVGSVNLEIHNGFILGKI
QLPRPKMAPANDTYESIFSHFREYEIAIRKVPGNFTFTHKK VKHENF
SLLTSGEVGEFCVQVKPSVASRSNKGMWSKEECISLTRQYFTVTNVI
IFFAFVLLLSGALAYCLALQLY VRRRKKLPSVLLFKKPSPFIFISQRPS
PETQDTIHPLDEEAFLKVSPELKNLDLHGSTDSGFGSTKPSLQTEEP
QFLLPDPHPQADRTLGNREPPVLGDSCSSGSSNSTDSGICLQEPSLSP
STGPTWEQQVGSNSRGQDDSGIDLVQNSEGRAGDTQGGSALGHHS
PPEPEVPGEEDPAAVAFQGYLRQTRCAEEKATKTGCLEEESPLTDGL
GPKFGRCLVDEAGLHPPALAKGYLKQDPLEMTLASSGAPTGQWNQ
PTEEWSLLALSSCSDLGISDW SFAHDLAPLGCVAAPGGLLGSFNSDL
VTLPLISSLQSSE (SEQ ID NO: 113)

tdIL-10

IL-10R2

MALPVTALLLPLALLLHAARPSPGQGTQSENSCTHFPGNLPNMLRD
LRDAFSRVK TFFQMKDQLDNLLLKESLLEDFKGYLGCQALSEMIQF
YLEEVMPQAENQDPDIK AHVNSLGENLKTLRLRLRRCHRFLPCEN
KSKAVEQVKNAFNKLQEKGIYKAMSEFDIFINY [EAYMTMKIRNGG
GGSGGGGSGGGGSSPGQGTQSENSC THFPGNLPNMLRDLRDAFSR
VK TFFQMKDQLDNLLLKESLLEDFKGYLGCQALSEMIQFYLEEVM
PQAENQDPDIKAHVNSLGENLK TLRLRLRRCHRFLPCENKSKAVEQ
VKNAFNKLQEKGIYK AMSEFDIFINYIEAYMTMKIRNSGGGSGGGG
SGGGGSGGGGSGGGSLQMVPPPENVRMNSVNFKNILQWESPAFAK
GNLTFTAQYLSYRIFQDKCMNTTLTECDFSSLSKYGDHTLRVR AEF
ADEHSDW VNITFCPVDDTIIGPPGMQVEVLADSLHMRFLAPKIENE
YETWTMKNVYNSWTYNVQYWKNGTDEKFQITPQYDFEVLRNLEP
WTTYCVQVRGFLPDRNKAGEWSEPVCEQTTHDETVPSWMVAVIL
MASVFMVCLALLGCFALLWCVYKKTK YAFSPRNSLPQHLKEFLGH
PHHNTLLFFSFPLSDENDVFDKLSVIAEDSESGKQNPGDSCSLGTPP
GQGPQS (SEQ ID NO: 114)

IL-13

IL-13Ral

MALPVTALLLPLALLLHAARPLTCLGGFASPGPVPPSTALRELIEELV
NITONQKAPLCNGSMVWSINLTAGMYCAALESLINVSGCSAIEKTQ
RMLSGFCPHK VSAGQFSSLHVRDTKIEVAQFVKDLLLHLKKLFREG
RFNSGGGSGGGGSGGGGSGGGGSGGGSLQGGGGAAPTETQPPVTN
LSVSVENLCTVIWTWNPPEGASSNCSLWYFSHFGDKQDKKIAPETR
RSIEVPLNERICLQVGSQCSTNESEKPSILVEKCISPPEGDPESAVTEL
QCIWHNLSYMKCSWLPGRNTSPDTNYTLYYWHRSLEKIHQCENIF
REGQYFGCSFDLTKVKDSSFEQHSVQIMVKDNAGKIKPSFNIVPLTS

RVKPDPPHIKNLSFHNDDLY VQWENPQNFISRCLFYEVEVNNSQTE
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THNVFY VQEAKCENPEFERNVENTSCFMVPGVLPDTLNTVRIRVKT
NKLCYEDDKLWSNWSQEMSIGKKRNSTLYITMLLIVPVIVAGAIIVL
LLYLKRLKIIIFPPIPDPGKIFKEMFGDQNDDTLHWKKYDIYEKQTK
EETDSVVLIENLKKASQ (SEQ ID NO: 115)

IL-13

IL-4Ra

MALPVTALLLPLALLLHAARPLTCLGGFASPGPVPPSTALRELIEELV
NITQNQKAPLCNGSMVWSINLTAGMYCAALESLINVSGCSAIEKTQ
RMLSGFCPHK VSAGQFSSLHVRDTKIEVAQF VKDLLLHLKKLFREG
RFNSGGGSGGGGSGGGGSGGGGSGGGSLQMKVLQEPTCVSDYMSI
STCEWKMNGPTNCSTELRLLYQLVFLLSEAHTCIPENNGGAGCVCH
LLMDDVVSADNYTLDLWAGQQLLWKGSFKPSEHVKPRAPGNLTV
HTNVSDTLLLTWSNPYPPDNYLYNHLTYAVNIWSENDPADFRIYNV
TYLEPSLRIAASTLKSGISYRARVRAWAQCYNTTWSEWSPSTKWHN
SYREPFEQHLLLGVSVSCIVILAVCLLCY VSITKIKKEWWDQIPNPAR
SRLVAIIIQDAQGSQWEKRSRGQEPAKCPHWKNCLTKLLPCFLEHN
MKRDEDPHK AAKEMPFQGSGKSAWCPVEISKTVLWPESISVVRCV
ELFEAPVECEEEEEVEEEK GSFCASPESSRDDFQEGREGIVARLTESL
FLDLLGEENGGFCQQDMGESCLLPPSGSTSAHMPWDEFPSAGPKE
APPWGKEQPLHLEPSPPASPTQSPDNLTCTETPLVIAGNPAYRSFSNS
LSQSPCPRELGPDPLLARHLEEVEPEMPCVPQLSEPTTVPQPEPETW
EQILRRNVLQHGAAAAPVSAPTSGYQEFVHAVEQGGTQASAVVGL
GPPGEAGYKAFSSLLASSAVSPEKCGFGASSGEEGYKPFQDLIPGCP
GDPAPVPVPLFTFGLDREPPRSPQSSHLPSSSPEHLGLEPGEK VEDMP
KPPLPQEQATDPLVDSLGSGIVYSALTCHLCGHLKQCHGQEDGGQT
PVMASPCCGCCCGDRSSPPTTPLRAPDPSPGGVPLEASLCPASLAPS
GISEK SKSSSSFHPAPGNAQSSSQTPKIVNFVSVGPTYMRVS (SEQ
ID NO: 116)

cplL-13
(75/74)

IL-13Ral

MALPVTALLLPLALLLHAARPVSAGQFSSLHVRDTKIEVAQFVKDL
LLHLKKLFREGRFNGGGGSLTCLGGFASPGPVPPSTALRELIEELVNI
TONQKAPLCNGSMVWSINLTAGMY CAALESLINVSGCSAIEKTQR
MLSGFCPHKSGGGSGGGGSGGGGSGGGGSGGGSLQGGGGAAPTE
TQPPVTNLSVSVENLCTVIWTWNPPEGASSNCSLWYFSHFGDKQD
KKIAPETRRSIEVPLNERICLQVGSQCSTNESEKPSILVEKCISPPEGD
PESAVTELQCIWHNLSYMKCSWLPGRNTSPDTNYTLY YWHRSLEKI
HQCENIFREGQYFGCSFDLTKVKDSSFEQHSVQIMVKDNAGKIKPS
FNIVPLTSRVKPDPPHIKNLSFHNDDLY VQWENPQNFISRCLFYEVE
VNNSQTETHNVFYVQEAKCENPEFERNVENTSCFMVPGVLPDTLN
TVRIRVKTNKLCYEDDKLW SNWSQEMSIGKKRNSTLYITMLLIVPVI
VAGAIIVLLLYLKRLKINFPPIPDPGKIFKEMFGDQNDDTLHWKKYD
TYEKQTKEETDSVVLIENLKKASQ (SEQ ID NO: 117)

cplL-13
(75/74)

IL-4Ra

MALPVTALLLPLALLLHAARPVSAGQFSSLHVRDTKIEVAQFVKDL
LLHLKKLFREGRFNGGGGSLTCLGGFASPGPVPPSTALRELIEELVNI
TONQKAPLCNGSMVWSINLTAGMY CAALESLINVSGCSAIEKTQR
MLSGFCPHKSGGGSGGGGSGGGGSGGGGSGGGSLOMKVLQEPTC
VSDYMSISTCEWKMNGPTNCSTELRLLYQLVFLLSEAHTCIPENNG
GAGCVCHLLMDDVVSADNYTLDLWAGQQLLWKGSFKPSEHVKPR
APGNLTVHTNVSDTLLLTWSNPYPPDNYLYNHLTYAVNIWSENDPA
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DFRIYNVTYLEPSLRIAASTLKSGISYRARVRAWAQCYNTTWSEWS
PSTKWHNSYREPFEQHLLLGVSVSCIVILAVCLLCY VSITKIKKEWW
DQIPNPARSRLVAIIIQDA QGSQWEKRSRGQEPAKCPHWKNCLTKLL
PCFLEHNMKRDEDPHKAAKEMPFQGSGKSAWCPVEISKTVLWPESI
SVVRCVELFEAPVECEEEEEVEEEK GSFCASPESSRDDFQEGREGIV
ARLTESLFLDLLGEENGGFCQQDMGESCLLPPSGSTSAHMPWDEFP
SAGPKEAPPWGKEQPLHLEPSPPASPTQSPDNLTCTETPLVIAGNPAY
RSFSNSLSQSPCPRELGPDPLLARHLEEVEPEMPCVPQLSEPTTVPQP
EPETWEQILRRNVLQHGAAAAPVSAPTSGYQEFVHAVEQGGTQAS
AVVGLGPPGEAGYKAFSSLLASSAVSPEKCGFGASSGEEGYKPFQD
LIPGCPGDPAPVPVPLFTFGLDREPPR SPQSSHLPSSSPEHLGLEPGEK
VEDMPKPPLPQEQATDPLVDSLGSGIVYSALTCHLCGHLKQCHGQE
DGGQTPVMASPCCGCCCGDRSSPPTTPLRAPDPSPGGVPLEASLCP
ASLAPSGISEK SK SSSSFHPAPGNAQSSSQTPKIVNFVSVGPTYMRVS
(SEQ ID NO: 118)

IL-18

IL-18Ra

MALPVTALLLPLALLLHAARPYFGKLESKLSVIRNLNDQVLFIDQG
NRPLFEDMTDSDCRDNAPRTIFIISMYKDSQPRGMAVTISVKCEKIS
TLSCENKIISFKEMNPPDNIKDTK SDIIFFQRSVPGHDNKMQFESSSY
EGYFLACEKERDLFKLILKKEDELGDRSIMFTVQNEDSGGGSGGGG
SGGGGSGGGGSGGGSLQAESCTSRPHITVVEGEPFYLKHCSCSLAH
EIETTTKSWYKSSGSQEHVELNPRSSSRIALHDCVLEFWPVELNDTG
SYFFQMKNYTQKWKLNVIRRNKHSCFTERQVTSKIVEVKKFFQITC
ENSYYQTLVNSTSLYKNCKKLLLENNKNPTIKKNAEFEDQGYYSCV
HFLHHNGKLFNITKTFNITIVEDRSNIVPVLLGPKLNHVAVELGKNV
RLNCSALLNEEDVIY WMFGEENGSDPNIHEEKEMRIMTPEGKWHA
SKVLRIENIGESNLNVLYNCTVASTGGTDTKSFILVRKADMADIPGH
VETRGMITAVLILVAVVCLVTVCVIYRVDLVLFYRHLTRRDETLTDGK
TYDAFVSYLKECRPENGEEHTFAVEILPRVLEKHFGYKLCIFERDVV
PGGAVVDEIHSLIEKSRRLIIVLSKSYMSNEVRYELESGLHEALVERK
IKIILIEFTPVTDFTFLPQSLKLLKSHRVLKWKADKSLSYNSRFWKNL
LYLMPAKTVKPGRDEPEVLPVLSES (SEQ ID NO: 119)

IL-18

IL-18RB

MALPVTALLLPLALLLHAARPYFGKLESKLSVIRNLNDQVLFIDQG
NRPLFEDMTDSDCRDNAPRTIFIISMYKDSQPRGMAVTISVKCEKIS
TLSCENKIISFKEMNPPDNIKDTK SDIIFFQRSVPGHDNKMQFESSSY
EGYFLACEKERDLFKLILKKEDELGDRSIMFTVQNEDSGGGSGGGG
SGGGGSGGGGSGGGSLQFNISGCSTKKLLWTYSTRSEEEFVLFCDL
PEPQKSHFCHRNRLSPKQVPEHLPFMGSNDLSDVQWYQQPSNGDP
LEDIRKSYPHIIQDKCTLHFLTPGVNNSGSYICRPKMIKSPYDVACCV
KMILEVKPQTNASCEYSASHKQDLLLGSTGSISCPSLSCQSDAQSPA
VIWYKNGKLLSVERSNRIVVDEVYDYHQGTYVCDYTQSDTVSSW
TVRAVVQVRTIVGDTKLKPDILDPVEDTLEVELGKPLTISCKARFGF
ERVFNPVIKWYIKDSDLEWEVSVPEAKSIKSTLKDEIERNIILEKVT
QRDLRRKFVCFVQNSIGNTTQSVQLKEKRGVVLLYILLGTIGTLVAV
LAASALLYRHWIEIVLLYRTYQSKDQTLGDKKDFDAFVSYAKWSSF
PSEATSSLSEEHLALSLFPDVLENKYGYSLCLLERDVAPGGVYAEDI

VSIHKRSRRGIFILSPNY VNGPSIFELQAAVNLALDDQTLKLILIKFCY
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FQEPESLPHLVKKALRVLPTVTWRGLKSVPPNSRFWAKMRYHMPV
KNSQGFTWNQLRITSRIFQWKGLSRTETTGRSSQPKEW (SEQ ID
NO: 120)

Table 10 — Codon Optimized DNA Sequences for Full Constructs (all constructs designed
with representative signal peptide (CD8a) and flexible linker (linker 26))

Cytokine

Receptor Codon Optimized Sequence

IFN-a2

IFNARI1

atggccttaccagtgaccgecttgetectgecgetggecttgetgetccacgecgecaggecgtgegacct
tccacagacccattcecteggcetctcgaagaactctgatgttgetggeccagatgeggaagatttctettttet
catgtctgaaagacaggcacgactttggttttccccaggaggagttcggaaaccagttccagaaagecgga
aaccattcctgtgetgeacgaaatgatccaacaaattttcaacctgttttcaactaaagatagetccgetgeat
gggacgagacactcctcgataagttttatacagagetttaccagcagttaaatgatctggaagettgtgtcat
ccaaggggtcggegtaaccgagacgeccctgatgaaggaggatageatactggcagtgcggaagtactt
ccagaggatcaccctctatctaaaggaaaaaaagtacagtccgtgcgectgggaagtggttagagecgaa
atcatgcgtagcttttccttatctacaaatttgcaggagtcgttgcgcagtaaagagtctggaggcggaage
22gegtegcggcageggcggiggaggatcaggiggcggggggiccgggggcggaagictgeagaa
gaacctgaaatccccacagaaagtcgaggtggacatcatcgatgacaatttcatcttaagatggaaccgta
gcgatgagtccgteggaaatgteacattttettttgattatcagaagaccgggatggacaactggattaaget
gtccggttgccagaacataaccagtaccaagtgtaacttcagcagectcaaactcaatgtatatgaggaaat
caagctgaggatccgggccgagaaggaaaacacaagetectggtatgaagttgattcatttactccatttcg
aaaagcgcaaataggacccccggaagttcacctcgaggetgaagataaagcaattgtaatacacatatcg
cctggcaccaaggactctgtgatgtgggctitagatgggctgtcaticacgtacagectggtgatctggaag
aacagttctggggtegaggoagagaatagaaaacatttatagtcgccacaaaatctacaaattgtcacccga
aacaacctattgcctgaaggtcaaggeggcactattgacgtcctggaagatcggcgtgtactcaccagtge
attgtataaagacaacagtggaaaacgagcttcccccgecggagaatattgaggtttccgtgcagaatcag
aattatgtgttgaagtggoactacacatatgccaatatgaccttccaggttcaatggettcatgcatttctgaaa
agaaaccctggtaaccacctttacaaatggaagcagattcctgactgegagaatgtcaagaccacacagtg
cgtgetttcctcaaaacgttttccagaaaggcatctatctgctacgggtccaggettccgatggeaataatacct
cattttggagcgaggaaattaaattcgacactgaaatccaagecttectactceccteccgtatttaacatcagg
agtctgtctgatagcttecatatttacatcggtgetcccaageagtctggaaacactccegtgatccaggatta
cccectcatctacgagateatttictgggaaaacacctctaacgecgaacggaagattatagagaagaaaa
ctgacgtcactgtgcctaacctgaaaccattaactgtetattgegtcaaagetagggeccacaccatggatg
aaaaactgaacaagtctagegtgttcagegacgeagtttgtgagaaaacgaagecaggaaatactictaag
atttggcttatcgtgggcatttgtatcgetctgticgecactgecctttgtaatctacgecgecaaggtttttctee
gctgtattaattatgtgtttttcccatccctgaagecatcatcgtegattgacgagtacttctctgageaacctct
taaaaacctgttgttgtccaccagtgaagagcagattgagaaatgcettcattatcgaaaatatttcaacaatcg
ccacagtggaggagacgaatcagaccgacgaggaccataagaagtacagcagtcagacatctcaggatt
ccgggaattacagcaatgaagatgaaagtgaatccaaaactagegaggagetccaacaggactttgtg
(SEQ ID NO: 121)

IFN-a2

IFNAR2

atggccttaccagtgaccgecttgetectgecgetggccttgctgetccacgecgecaggeegtgcgacct
tccacagacccattcecteggctetcgaagaactetgatgttgctgececagatgeggaagatttctettttct
catgtctgaaagacaggceacgactttggttttccccaggaggagttcggaaaccagttccagaaagegga
aaccattcctgtgetgcacgaaatgatccaacaaattttcaacctgttttcaactaaagatagetcegetgeat
gggacgagacactectcgataagttttatacagagetttaccagcagttaaatgatctggaagcettgtgteat
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ccaaggggtcggegtaaccgagacgeccctgatgaaggaggatageatactggeagtgcggaagtactt
ccagaggatcaccctctatctaaaggaaaaaaagtacagtccgtgcgectgggaagtggttagagecgaa
atcatgcgtagcttttccttatctacaaatttgcaggagtcgttgcgcagtaaagagtctggaggcggaage

22gggtggcggcageggcggtggaggatcaggiggeggggggiccggggocggaagtctgeagate
agctacgactcceccgattacaccgacgagtectgtacctttaaaatctecectacgtaacttcaggtecattet
ctcctgggaactgaaaaaccatageattgtgecgactcactatacactgetgtataccataatgtctaaacce
gaggatctgaaggtogtgaagaactgtgegaacaccacaagatecttctgegacctgacagatgagtgec
gatctacccatgaagectacgtcacggtectcgagggcttcageggtaataccacacttttcagetgeteac
ataacttttggttggccatcgatatgtcctttgaaccacccgagttcgagattgtcggtttcacaaaccacate

aatgtcatggtgaaatttcctictattgtcgaggaagaactccagtttgatttgagectegtgattgaggagea
gtcagagggaatcgtgaagaagcataageccgaaataaagggaaatatgagtgggaacttcacttacata
atcgacaagctcatccccaacacgaattattgtgtgtcagtgtatctcgagcactcggatgagceaagecgtg
atcaagtctccacttaagtgcactctcctgecgecaggecaggagtcagagagegcetgaatcggctaagat
aggcgggatcattaccgtcttectcatcgeactggtgttgacttctactattgttaccctgaagtggatcggat

acatctgcttgecgcaactctctgeccaaaagttctaaactttcacaattttctggectggeccttccccaatcette

ctcetetggaggecatggacatggttgaggttatctatataaatcggaaaaaaaaagtctgggactacaatta
cgatgacgaaagtgactcagacacggaggccgeaccaaggacctctggaggggoctatactatgcacg
gccttaccgtgagacctttaggacaggceatctgetacaagecactgaaagecagcetgattgacccagagag
cgaggaagagcctgatctaccagaagtggatgtagagetgccgacaatgectaaggactececccaaca
gctcgaactgttgageggeccttgtgaaaggegcaaaagteccttgcaagatecgticcctgaagaagact
atagcagtaccgaaggatccggeggtcggattacattcaacgtggatttaaatagtgtatttttacgggttctg
gacgatgaggacagtgatgatctggaggegecccttatgctgtecteccatctggaggagatggtagace

ccgaagatccagataacgtgcagtctaatcaccttetggettccggggaaggtactcagecaacctttccta
gtccticttcagagggcttatggtcagaagacgcaccaagegatcagtcagacacaagtgagagegacgt
agacctcggggacgggtacattatgaga (SEQ ID NO: 122)

IFN-B

IFNARI1

atggccttaccagtgaccgecttgctectgecgetggecttgetgetccacgecgecaggecgatgagttat
aatttactcggatttctacagcggtctagcaacttccaatgtcagaagcetgctgtggcaactcaacggcagg
ctggagtactgcctcaaagatagaatgaactttgatattcccgaagaaatcaagcagcettcageagtteccag
aaagaggacgccgceactaaccatatacgagatgctgcagaacattttcgctatattcagacaggactcgte
ctctactggatggaatgagaccatcgtcgagaatttgetggccaatgtgtatcatcaaattaaccacctcaag
acggtecttgaagaaaagttggaaaaagaggacttcactagaggcaaactgatgtcatcccttcacctcaa
acgctactatgggaggatcctgeactacttaaaggcgaaggagtatagecattgegettggacaategtte
gcgtagagattctgeggaatttttactttatcaatcgtttgacaggttacctgegaaactetggaggcggaag
cgggggtggcggcageggcggiggaggatcaggtggcggeeegtccgggggcggaagictgeaga
agaacctgaaatccccacagaaagtcgaggtggacatcatcgatgacaatttcatcttaagatggaaccgt
agcgatgagtccgtcggaaatgtcacattticttttgattatcagaagaccgggatggacaactggattaage
tgtccggttgccagaacataaccagtaccaagtgtaacttcagcagectcaaactcaatgtatatgaggaaa
tcaagctgaggatccgggecgagaaggaaaacacaagetectggtatgaagttgattcatttactccattte
gaaaagcgcaaataggacccccggaagttcacctcgaggetgaagataaagcaattgtaatacacatate
gcctggeaccaaggactetgtgatgtggectttagatggactgtcattcacgtacagectggtgatetggaa
gaacagttctggggtoogagoagagaatagaaaacatttatagtcgccacaaaatctacaaattgtcacccg
aaacaacctattgcctgaaggtcaaggeggcactattgacgtectggaagatcggegtgtactcaccagtg
cattgtataaagacaacagtggaaaacgagcttcccccgecggagaatattgaggtttccgtgcagaatca
gaattatgtottoaagtgggactacacatatgecaatatgaccttccaggticaatggcttcatgeatttctgaa
aagaaaccctggtaaccacctttacaaatggaagcagattcctgactgegagaatgtcaagaccacacagt

gcgtgtttectcaaaacgtittccagaaaggceatctatctgetacgggtccaggcettccgatggeaataatac
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ctcattttggagcgaggaaattaaattcgacactgaaatccaagecttcctactcccteccgtatttaacatca
ggagtctgtctgatagettccatatttacatcggtgctcccaageagtctggaaacactececcgtgatccagga
ttaccccectcatctacgagatcattttctgggaaaacacctctaacgeccgaacggaagattatagagaagaa
aactgacgtcactgtgcctaacctgaaaccattaactgtctattgegtcaaagetagggcccacaccatgga
tgaaaaactgaacaagtctagcgtgttcagcgacgceagtitgtgagaaaacgaagecaggaaatacttcta
agatttggcttatcgtgggcatttgtatcgetetgticgecactgecctttgtaatctacgecgecaaggtttttct
ccgctgtattaattatgtgtttttcccatcectgaagecatcatcgtcgattgacgagtacttctetgageaacct
cttaaaaacctgttgttgtccaccagtgaagagcagattgagaaatgcttcattatcgaaaatatttcaacaat
cgccacagtggaggagacgaatcagaccgacgaggaccataagaagtacagecagtcagacatctcagg
attccgggaattacagcaatgaagatgaaagtgaatccaaaactagecgaggagcetccaacaggactttgtg
(SEQ ID NO: 123)

IFN-p

IFNAR2

atggccttaccagtgaccgecttgctectgecgetggecttgetgetccacgecgecaggecgatgagttat
aatttactcggatttctacagcggtctagcaacttccaatgtcagaagetgctgtggcaactcaacggcagg

ctggagtactgcctcaaagatagaatgaactttgatattcccgaagaaatcaagcagcettcageagttecag
aaagaggacgccgceactaaccatatacgagatgctgcagaacattttcgctatattcagacaggactegte

ctctactggatggaatgagaccatcgtcgagaatttgetggccaatgtgtatcatcaaattaaccacctcaag
acggtecttgaagaaaagtiggaaaaagaggacttcactagaggcaaactgatgtcatcecttcacctcaa

acgctactatgggaggatcctgeactacttaaaggcgaaggagtatagecattgegettggacaategtte

gcgtagagattctgeggaatttttactttatcaatcgtitgacaggttacctgecgaaactctggaggeggaag

cgggggtggcggcageggeggiggaggatcaggiggcggggggiccgggggcggaagictgeagat
cagctacgactcccecgattacaccgacgagtectgtacctttaaaatctecctacgtaactticaggtecatt

ctctcctgggaactgaaaaaccatageattgtgccgactcactatacactgetgtataccataatgtctaaac

ccgaggatctgaaggtggtgaagaactgtgcgaacaccacaagatecttctgegacctgacagatgagtg
gcgatctacccatgaagectacgtcacggtectcgagggcettcageggtaataccacacttttcagetgete
acataacttttggttggccatcgatatgtcctttgaaccacccgagticgagattgtcggtttcacaaaccaca
tcaatgtcatggteaaatttccttctattgtcgaggaagaactccagtttgatttgagectcgtgattgaggage
agtcagagggaatcgtgaagaagcataagcccgaaataaagggaaatatgagtgogaacttcacttacat
aatcgacaagctcatccccaacacgaattattgtgtgtcagtgtatctcgageactcggatgagcaagecgt
gatcaagtctccacttaagtgcactcetectgecgecaggecaggagtcagagagegetgaatcggetaag
ataggcgggatcattaccgtettcctcatcgeactggtgttgacttctactattgttaccctgaagtggategg

atacatctgcttgegcaactctctgecaaaagttctaaactttcacaattttctggectggeccttccccaatctt
cctectetggaggecatggacatggtigaggttatctatataaatcggaaaaaaaaagtetgggactacaatt
acgatgacgaaagtgactcagacacggaggccgeaccaaggacctetggaggggaactatactatgeac

ggccttaccgtgagacctitaggacaggcatctgctacaagcactgaaagecagetgattgacccagaga

gcgaggaagagectgatctaccagaagtggatgtagagetgecgacaatgectaaggactececcccaac
agctcgaactgttgageggecctigtgaaaggcegcaaaagteccttgcaagatccgticectgaagaaga

ctatagcagtaccgaaggatccggeggtcggattacattcaacgtggatttaaatagtgtatttttacgggttc
tggacgatgaggacagtgatgatctggaggegecccttatgetgtectecccatctggaggagatggtagac
cccgaagatccagataacgtgcagtctaatcacctictggettccggggaaggtactcagecaacctttect
agtccttcttcagagggcttatggtcagaagacgcaccaagegatcagtcagacacaagtgagagegacg
tagacctcggggacgggtacattatgaga (SEQ ID NO: 124)

IFN-y

IFNGR1

atggccttaccagtgaccgecttgetectgecgetggecttgetgetccacgecgecaggecgeaggate
cctacgtgaaggaagcagaaaatctcaaaaagtatttcaatgcgggecatagegatgtggccgataacgg
caccctgtttctggggattcttaagaattggaaagaggagtctgataggaagattatgecagtcccagatcgt
gagcttctatttcaagetgttcaaaaacttcaaagacgaccagtcgatccaaaaatctgttgagacaataaaa

gaggacatgaatgtgaagtttittaattcaaacaaaaagaagegegacgattttgagaaattaacgaactact
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ccgtcaccgacttgaacgtacaacgaaaggctattcacgaactaatccaggtcatggetgaactgagtect
gccgecaagactggtaagegtaaacggagtcagatgctetitagaggatctggaggeggaagegggggt

ggcggeageggeggtggaggatcaggtggcggooootccgggggcggaagictgcaggaaatggg
gactgcegacttgggacctageagtgtecceacteccaccaacgtgaccatcgagtcttataatatgaatec

tattgtttattgggoaatatcagatcatgectcaggttccagtgttcactgtigaagtgaaaaattacggagtgaa
gaactcagagtggatagacgcttgecataaacatatctcaccattactgcaatatttccgaccacgtgggcga
ccccagceaacagtttgtgggtcagagtgaaagetcgegtgggccagaaggagagtecttatgeccaaaag

cgaagaattcgecgtttgtagagatggcaagatcgggecccccaaattagacaticgcaaagaagaaaaa
caaattatgatcgatatcttccatcectetgtettcgtcaacggegacgaacaggaggtagattatgatccag

agacaacgtgttacatcagggtatacaacgtttacgtgaggatgaatgggtcagagatccagtataagatce
tcactcaaaaggaggacgactgtgacgaaattcagtgtcaactcgecatcccagtgteticgetgaatagee
agtactgcgtgtctgccgagggtgtecttcacgtttggggagtcacaactgaaaagtccaaagaagtttgta
ttaccatttttaacagctctatcaagggctccctgtggataccagtggtggcggcactgetgctgttecttgta

ctcagcctggtcttcatctgettctatattaagaagatcaaccctctgaaggagaagagcatcatactaccca

agtcgcttatctcagtcgtgeggtccgecaccctagaaactaageccgaatcaaaatatgtatcectgatca

caagctaccagccattttcattagagaaagaagtcgtgtocgaggagcectcetgtccccageaactgtgeca
ggtatgcatacggaggacaatccgggtaaagtagagcacaccgaggagctgtccagceattacagaggte
gtcaccacagaggagaacatacccgatgtggtocctggaagtcatctcacacctattgagegtgaatctag
cagtcccttgtcttctaatcagagtgaaccggggagtattgeattaaactectaccactcccggaattgeage
gaaagcgaccactcgagaaatgggtttgataccgatagttettgtctggaatcccactcatcactgagegatt
ctgagtttccgccaaacaacaagggcgaaattaaaacggagggacaagagctcatcaccgtcatcaagg

ctccaaccagttttggttacgacaagcectcatgttttggtggatetgettgtggatgactcaggcaaggagtc

cctcattggataccgacctacagaggattccaaagagtttage (SEQ ID NO: 125)

IFN-y

IFNGR2

atggccttaccagtgaccgecttgetectgecgetggecttgetgetccacgecgecaggecgeaggate
cctacgtgaaggaagcagaaaatctcaaaaagtatttcaatgecgggccatagegatgtggccgataacgg
caccctgtttctggggattcttaagaattggaaagaggagtctgataggaagattatgcagtcccagategt
gagcttctatttcaagctgttcaaaaacttcaaagacgaccagtcgatccaaaaatctgttgagacaataaaa
gaggacatgaatgtgaagttttttaattcaaacaaaaagaagcgcegacgattttgagaaattaacgaactact
ccgtcaccgacttgaacgtacaacgaaaggctattcacgaactaatccaggtcatggetgaactgagtect
gccgecaagactggtaagegtaaacggagtcagatgctetttagaggatctggagecggaagegggggt

ggcggceageggeggtggaggatcaggtegcggggogtccgggggcggaagictgeaggeccecect
gatcctetctcacagetaccegecccacageatcccaagataagactgtacaatgecgageaggtgcttag

ctgggagcccgtggeactatcaaacagtacgagaccegtggtgtaccaggtacagttcaagtacacagac
agcaagtggtttaccgctgacattatgagceattggagtcaattgecactcagatcaccgcaaccgagtgtgac
tttacagcagcticacceteccgecggattecctatggacttcaacgtecactetgeggettcgtgecagaactgg
gcgctcttcattccgectgggtgacaatgecttggttccageactatcggaacgtcaccgtagggeccectg
aaaatatcgaagtaacccctggagaaggttcgctgataataaggttcagetctecgtttgacattgetgatac
atccactgcegttcttctgetactatgtgcactactgggagaagggcegggattcaacaagtgaaagggccatt
caggagcaacagtatcagtctcgacaacctgaaaccttctcgegtctattgectccaagtgecaggcetcaact
gctgtggaacaaaagtaatattttccgagttggecacctgtctaatatctectgttatgagaccatggecgac
gcatctacggagttgcagcaggtcatcctcatttctgtgggcacattttcectgetgteggttctggecggtge
ctgtttttttctcgttttgaaataccgcggettgatcaaatactggtttcataccccaccatcaataccattacag
atcgaagagtatcttaaagatccaactcagccaattttagaggcgetcgataaggactctagececcgaagga
cgatgtgteggattccgtgtecatcatcagetticccgaaaaggagcaggaagatgttctgcaaactttg

(SEQ ID NO: 126)
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scIFN-y

IFNGR1

atggccttaccagtgaccgecttgetectgecgetggecttgetgetccacgecgecaggecgeaggate
cctacgtgaaagaagccgagaacttaaagaaatatttcaacgcaggcecattcagacgtegetgataatgga
acactttttttgggcattctgaaaaattggaaggaagaatcggaccgaaaaattatgcagagccagatagtat
ccttttatttcaagttatttaaaaacttcaaagacgatcagtctatccaaaaaagtgtggagactatcaaggag
gacatgaatgtgaagttcttcaacagcaataaaaagaaacgggatgactttgaaaagcetcaccaattactca
gtcactgatctgaacgtgcagagaaaggcegaticatgagcetaatccaagtgatggetgagetcggageca
acgtgagcggagagtttgtgaaggaagccgagaatctgaagaagtatttcaacgetggtcactetgacgtg
gcagataacggcacgcetgticctggggatectgaagaattggaaagaagagtccgacaggaagattatge
aatcccagatcgtcagtttctactttaagettttcaagaatttcaaagacgatcagagtatccagaagtetgtcg
agaccataaaagaagacatgaatgtaaagttttttaaticaaacaaaaagaagcgtgacgatttcgaaaaac
tcaccaactactccgttacagatctgaacgttcagagaaaagcecattcacgagttgatccaagttatggecg
agctctctcctgcagctaagacaggtaagaggaaacggagcecagatgetgtticgegggtctggaggcg
2aageggeagteocggcagegarggtggaggatcagglagcggagggatccggeoocggaagicty
caggaaatggggactgccgacttgggacctageagtgtccccactcccaccaacgtgaccatcgagtett
ataatatgaatcctattgtttattgggaatatcagatcatgectcaggttccagtgttcactgttgaagtgaaaa
attacggagtgaagaactcagagtggatagacgcttgcataaacatatctcaccattactgcaatatttccga
ccacgtgggcgaccccagcaacagtttgtgggotcagagtgaaagetcgegtggeccagaaggagagts
cttatgccaaaagcgaagaattcgecgtttgtagagatggcaagatcgggccccccaaattagacattcge
aaagaagaaaaacaaattatgatcgatatcttccatccctetgtcttcgtcaacggcgacgaacaggaggta
gattatgatccagagacaacgtgttacatcagggtatacaacgtttacgtgaggatgaatgggtcagagatc
cagtataagatcctcactcaaaaggaggacgactgtgacgaaattcagtgtcaactcgecatcccagtgtet
tcgctgaatagecagtactgegtgtetgecgagggtgtgcticacgtttggggagtcacaactgaaaagtee
aaagaagtttgtattaccatttttaacagctctatcaagggctccctgtggataccagtggtggcggeactgct
gctgttecttgtactcagectggtcticatetgettctatattaagaagatcaaccctctgaaggagaagagea
tcatactacccaagtcgcttatctcagtegtgeggtccgecaccctagaaactaageccgaatcaaaatatg
tatccctgatcacaagctaccagecattttcattagagaaagaagtcgtgtgegaggagectctgtececcag
caactgtgccaggtatgcatacggaggacaatccgggtaaagtagagcacaccgaggagetgtccagea
ttacagaggtcgtcaccacagaggagaacatacccgatgtggtocctggaagtcatctcacacctattgag
cgtgaatctagcagtcccttgtctictaatcagagtgaaccggggagtattgcattaaactcctaccactece
ggaattgcagcgaaagcegaccactcgagaaatgggtttgataccgatagttcttgtctggaatcccactcat
cactgagcgattctgagtttccgecaaacaacaagggcgaaattaaaacggagggacaagagctcatcac
cgtcatcaaggctccaaccagttttggttacgacaagcectcatgttttggtggatctgettgtggatgactcag
gcaaggagtccctcattggataccgacctacagaggattccaaagagtttage (SEQ ID NO:
127)

scIFN-y

IFNGR2

atggccttaccagtgaccgecttgetectgecgetggecttgetgetccacgecgecaggecgeaggate
cctacgtgaaagaagccgagaacttaaagaaatatttcaacgcaggcecattcagacgtcgetgataatgga
acactttttttgggcattctgaaaaattggaaggaagaatcggaccgaaaaattatgcagagecagatagtat
ccttttatttcaagttatttaaaaacttcaaagacgatcagtctatccaaaaaagtgtggagactatcaaggag
gacatgaatgtgaagttcttcaacagcaataaaaagaaacgggatgactttgaaaagctcaccaattactca
gtcactgatctgaacgtgcagagaaaggcegattcatgagctaatccaagtgatggetgagetcggageca
acgtgagcggagagtttgtgaaggaagccgagaatctgaagaagtatttcaacgctggtcactctgacgtg
gcagataacggcacgcetgttcctggggatcctgaagaattggaaagaagagtccgacaggaagattatge
aatcccagatcgtcagtttctactttaagettttcaagaatttcaaagacgatcagagtatccagaagtctgtcg
agaccataaaagaagacatgaatgtaaagttttttaattcaaacaaaaagaagcgtgacgatttcgaaaaac
tcaccaactactccgttacagatctgaacgttcagagaaaagccattcacgagttgatccaagttatggecg

agctctctectgeagetaagacaggtaagaggaaacggagecagatgetgtttcgegggtetggagecg
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gaagegggggtegcggcageggrggtggaggatcagglggcgggagagotccggooocggaagicty
caggccccccctgatectetetcacagetaccegecccacageatcccaagataagactgtacaatgecg
agcaggtgcttagctgggageccgtggcactatcaaacagtacgagaccegtggtgtaccaggtacagtt
caagtacacagacagcaagtggtttaccgctgacattatgagceattggagtcaattgcactcagatcaccge
aaccgagtgtgactttacagcagcttcaccctccgecggatteectatggacttcaacgtcactetgeggcett
cgtgcagaactgggcegctcttcaticcgectgggtgacaatgecttggticcageactatcggaacgtcace
gtaggoccccctgaaaatatcgaagtaaccectggagaaggttcgctgataataaggttcagetcteegttt
gacattgctgatacatccactgegttcttetgetactatgtgcactactgggagaagggegggattcaacaa
gtgaaagggccattcaggagcaacagtatcagtctcgacaacctgaaaccttctcgegtctattgectccaa
gtgcaggctcaactgetgtggaacaaaagtaatattttccgagttggecacctgtctaatatetectgttatga
gaccatggecgacgceatctacggagttgecageaggtcatectcatttctgtgggcacattttecctgetgteg
gttctggecggtgcctgtttttttctcgttitgaaataccgeggcettgatcaaatactggtttcataccccaccat
caataccattacagatcgaagagtatcttaaagatccaactcagccaattttagaggegcetcgataaggact
ctagcccgaaggacgatgtgtgggattcegtgtccatcatcagetitcccgaaaaggagceaggaagatgtt
ctgcaaactttg (SEQ ID NO: 128)

TNFR1

atggccttaccagtgaccgecttgctectgecgetggecttgetgetccacgecgecaggecggtecgate
ttcaagccggacaccctcagacaagecagtggeacacgtggtagecgaacccacaagetgaggggcage
tccagtggctcaatcggegtgecaacgecctgttagecaatggggtegagettagggacaaccaactigtg
gtaccctcggaaggattatacttgatitacagtcaggtgctgttcaaaggacagggetgeccttccacacat

gttctgetcactcacacgatctceccgeattgeagtgtettatcagaccaaggtcaacttgetaagegetatca

aaagtccatgtcagagagagaccccggagggtgctgaggctaagecttggtacgaacctatttatctggg

cggagtctttcaactggaaaaaggtgatagactgagcgcagagatcaataggeccgattacctggacttcg
ccgaatccggcecaggtttattttgggataatcgecctetetggaggeggaagegggggotgacgecageg

gcggtggaggatcaggtoocggoogatccggggacggaagtctgcagttggtaccecatcttggegac
cgagagaaacgggatagtgtctgtccccaagggaaatatatacacccacagaataactctatctgetgeac
taagtgccataaaggaacgtacctttataacgactgecccaggecccggccaagatactgactgcagagag
tgcgagtctgggagcttcaccgecteccgagaatcacttgagacattgectgagttgtagecaagtgecaggaa
ggagatgggocaggttgagatctcatcatgtaccgttgatcgggacaccgtctgtggatgecgeaaaaate
agtatcggcattattggtccgaaaacctatttcagtgttttaactgttetttgtgectgaacggaacagtccace
tgagttgccaggaaaaacagaatacagtttgecacttgccacgcetggcettttttctccgegagaacgaatgtgt
gtcctgttccaattgtaagaagtctctagaatgtacaaagetgtgtctgecccaaatcgagaacgtgaaagg

aactgaggacagtggtacaaccgtgttgctgectetggtgatetteticgggctetgectectcagtetgcetttt
cattgggctaatgtaccggtaccagegttggaaatctaagttatactcaattgtetgtgggaagtccaccect

gagaaggaaggagaactggaaggtactaccaccaaaccactggetccaaaccectecttetetectacac
ccggctttactcctaccctgggcettctcaccggtgeccagetcaacgttcaccagetcgageacatacacce
ctggcgattgtcccaacttcgcageaccaaggegtgaagtggecccaccctaccagggtgetgatccaat

acttgccaccgcattagccagegatccgattectaatcctttacagaagtgggaggattcggeccacaaac

cccagagcectggacactgacgaccccgecacgetgtatgetgtggtcgagaatgtaccgectctcagatg

gaaggaatttgtgaggcgactgggcctgtccgatcacgagatcgacagactggagttgcaaaatggtcga
tgcctccgggaggceccagtacageatgetggctacatggaggaggegeacacctcgeagggaggcga

ctcttgaattgctgggacgegtgctcagagatatggacttactcggatgtcettgaagacattgaagaggegce
tctgeggeccageagecctgectccggeaccatecctgetcaga (SEQ ID NO: 129)

TNFR2

atggccttaccagtgaccgcecttgetectgecgetggecttgetgeteccacgecgecaggecggtgcgate
ttcaagccggacaccctcagacaagecagtggcacacgtggtagecgaacccacaagetgaggggocage
tccagtggctcaatcggegtgccaacgecctgttagecaatggggtcgagettagggacaaccaacttgtg
gtaccctcggaaggattatactigatttacagtcaggtgctgttcaaaggacagggetgeccttccacacat
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gttctgetcactcacacgatctcecgeattgeagtgtettatcagaccaaggtcaacttgetaagegetatea
aaagtccatgtcagagagagaccccggagggtectgaggctaagecttggtacgaacctatttatctggg
cggagtctttcaactggaaaaaggtgatagactgagcgcagagatcaataggeccgattacctggacttcg
ccgaatccggecaggtttattttgggataatcgecctetctggaggeggaagegggggtegeggcageg

gcggtggaggatcaggtggcgggggstecgggggcggaagtetgeagetgectgeccaggtegetttt
acaccatatgcacctgagectggttccacgtgtaggcttagggagtactacgatcaaaccgetcagatgtgt

tgctccaagtgtagtccaggecagcacgcaaaagtcttttgtacaaagacgtcagataccgtgtgegacag
ctgcgaagatagcacctatacccagetgtggaattgggticececgaatgtttgtettgtggctecccgetgetet

agtgaccaggtggaaacacaggcectgcactcgggaacagaaccgtatttgtacctgcaggeccggttggat
actgcgcactgtccaaacaagaggggtgtagactgtgteccectttgegeaagtgtegtccaggeticggt
gtggcaagacctggaacagagacttcagacgtegtttgtaagecctgegeccctggeacattctccaatac
cacctcatctaccgacatatgcagaccccaccaaatatgcaacgtggtggctatccctgggaacgecteca
tggacgctgtttgcacttccacttctcccactcggtetatggeteccecggtgecgtgeatttaccccaaccegt

gagcactcggagccaacacacacagecaacacccgagecaagtaccgecccgagtaccagettectact
ccccatgggcccatctccaccggetgagggatctaccggggattttgetetgectgtcgggctaategteg

gggtgacggcgetcggattgcetcattatcggagtggtaaactgegtgattatgactcaggtgaaaaagaag
cctttatgcctccagagagaagegaaagttccccacctgectgecagacaaggecaggggtacacagggec
ccggaacagcaacatctgetgatcaccgecccctcttcaagetccageagectggaatccagtgecagtg

cacttgatcggcgegeaccaacgcgaaaccagecccaggeccetggggtagaggacatcaggcgctgg

agaagcgcgcegcetagcacaggeagttccgattccagecctggagggcatggaacacaggtaaatgtcac
ctgcatcgttaatgtgtactecgtectcggaccacagetctcaatgticaagecaggectcaageactatggg

cgacactgatagctctcecteccgagtcaccgaaggacgageaggteccatttagtaaagaggagtgtece
ttccgaagtcagetggagacaccagaaacccetgettgggtetactgaagagaaaccactecctettggegt
gccagatgegggaatgaagecgtcg (SEQ ID NO: 130)

IL-1B

IL-1R1

atggccttaccagtgaccgecttgetectgecgetggecttgetgetecacgecgecaggecggegectgt
cagaagcctcaactgeacgetgagggactcacagcaaaagagectggtcatgagtggeccctacgaget
gaaagcactccaccttcaggggeaggacatggaacaacaggtggttttctecatgtctttcgtacagggag
aggagtctaacgataagatccecgtggetttgggcttaaaagagaaaaacctgtatctgagetgtgtgctaa
aggacgataagcccacacttcagetcgagtcegttgatccaaaaaattatccaaagaagaaaatggaaaa

gcggtttgtgtttaacaagattgagattaataacaaattggaattcgaatcageccagttcectaattggtacat
cagtacctctcaagccgaaaatatgecggtgtttctgggagggaccaagggtggecaggatataacagac
ttcactatgcagtttgtctegtectetggaggcggaagegggegtggegecageggcggtggaggatca

ggtggcggooootccgggggcggaagtctgcagetcgaggecgataagtgcaaagaaagagaggaa
aaaatcattctggtttctagcgecaacgaaatcgatgtcegeecctgtecactgaatectaacgageataag

gggactataacatggtataaggacgacagcaagacccctgtgtctacagaacaagcaagcaggatacac
cagcacaaagaaaagctttggtitgtaccagcaaaggtcgaggacagcgggcattattattgegtggtacg
aaacagttcttactgcctcagaatcaagatttccgctaagtttgtcgagaacgaacctaacttatgttacaacg
cacaggctatttttaaacagaagctcccagtigetggggatggcggcctggtgtgtccctacatggagtttttt
aaaaatgagaataatgagctacctaaactgcaatggtacaaggactgcaaaccccttttgetcgacaatatt
cacttcagcggagtgaaagatcggctgattgtgatgaacgtgactgagaaacaccgegggaactatacat
gccacgcectettatacgtacctgggeaageagtacccgatcactagagtgattgaatttataacactggaag
agaacaagccaactcgtectgtcatagtatcccccgcaaacgaaaccatggaggtggacttgggttctcag
atccagctgatttgcaatgttaccgggcaattgagtgatatcgectattggaagtggaatggttctgtcattga
cgaagacgatccagtgttaggagaggactattatagcgtagaaaatcctgecgaacaagaggcggtegact
ctgataactgtcctgaacatcagtgagatcgagagecgattttataaacatccattcacatgtttcgecaaaaa

tacacacgggatcgacgecgectacattcagetgatcetaccecgtaaccaatttccagaageacatgateg
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ggatatgcgtgacgctaaccgtgatcattgtitgctcagtgttcatttacaagatcttcaagatcgacategtee
tttggtatagggatagctgttacgactttctgeccattaaggcatcggatggcaaaacctacgacgcttacat

cttgtacccaaagaccgtgggagaaggctcaacctccgactgtgacattticgtctttaaggtgcteectga

gotcctcgagaaacagtgtggctataaactgttcatctatggccgggatgactacgtgggcgaggatatag
ttgaagtcataaatgaaaatgttaagaaatcacggaggctgatcatcattctagtgcgggagacctcaggttt
ttcctggcteggcggctectcagaggageagattgegatgtacaacgcetetggtgcaagatggaatcaag

gtggattetgtiggagetcgaaaagatccaggattacgagaaaatgeccgagageattaagttcatcaaaca

aaaacacggagccattagatggagtggtgatticacgcaaggaccgeagtccgecaagacacgtttctgg
aaaaacgtgcgctatcatatgeccgtgeagaggagateceectecagtaaacatcagetgttatctecgge

gactaaggaaaagcttcagecgegaageccatgttectettgga (SEQ ID NO: 131)

IL-1B

IL-1R3

atggccttaccagtgaccgecttgetectgecgetggecttgetgetecacgecgecaggecggegectgt
cagaagcctcaactgeacgetgagggactcacagcaaaagagectggteatgagtggeecctacgagcet
gaaagcactccaccttcaggggcaggacatggaacaacaggtggttttctecatgtctttcgtacagggag
aggagtctaacgataagatccccgtggetttgggcttaaaagagaaaaacctgtatctgagetgtgtgctaa
aggacgataagcccacacttcagetcgagtcegttgatccaaaaaattatccaaagaagaaaatggaaaa

gcggtttgtgtttaacaagattgagattaataacaaattggaattcgaatcageecagttcectaattggtacat
cagtacctctcaagccgaaaatatgecggtgtttctgggagggaccaagggtggecaggatataacagac

ttcactatgcagtttgtctegtectetggaggeggaagegggggtggcggeageggeggtggaggatca

ggtegcggoggotccggggacggaagictgcagtccgageggtgcgatgattggggcttagataccat

gcggcagattcaggtgttcgaagacgagectgctcgeattaaatgeccgetetttgageacttcctgaagttt
aattacagcactgctcactccgcaggactcacactgatctggtattggacacgecaagacagagatctgga
ggagcccattaatittaggetccccgagaacaggatctctaaggagaaggacgtgctgtggtttcggecga
cactactgaacgatactgggaattacacatgtatgcttcgaaatactacctattgetccaaggtggcttttcca

cttgaggtggtgcagaaagacagcetgttttaatagecccaatgaaactgeccgtgcacaagcetgtacatcga

atatggcatacagagaatcacatgccctaacgtcgacggcetacticcctagetcagttaagecgaccataac
ttggtatatgggctgctataaaatacagaacttcaataatgtaatccccgagggtatgaacttgagtttcctgat
cgcactgatatctaacaacgggaactacacctgtgtggtgacttatcccgagaacggacgceacattccattt
gacaaggacgttaactgtcaaggtagtgggtagtcctaagaatgeagttcctcecgtgattcacageectaa
tgatcacgtggtotatgaaaaagaaccaggteaagaactcctgatccectgcacggtgtacttctcttttttaa
tggactcccgtaatgaagtttggtggaccatcgacggcaaaaaacctgatgatattaccatcgacgtgaca

atcaacgagagcatttcacatagtcggaccgaagatgagacaagaacccagaticttagcataaaaaaagt
gacttctgaagacctgaagcgcagttacgtatgtcacgegegateccgecaaaaggggaagttgccaaggct
gccaaggtgaagcagaaagtccctgecccacggtacaccgtagagetggectgtggeticggagetacg
gttttgctggttgttatecttatcgtegtetatcatgtgtactggttggagatggteacttttttatcgggcccatttc

gggaccgatgagacgatictagacggaaaggagtacgatatttacgtctcgtacgccagaaatgeggagg
aagaggaattcgtgctcttaaccctgaggggagtactggaaaacgagtttggctacaagtigtgtatttttga

cagagattcactgccaggaggaattgtcactgacgagacactctcattcatccagaaatctaggaggttgct
cgttgtcctgagtccaaattatgtgctccaaggecacccaggecttgctagaactgaaggeggggcttgaaa
acatggcctctcgegggaacatcaacgtaattctggtgcagtacaaagcagtgaaggagaccaaagttaa

agagctgaaacgagccaagacagtcctcactgtcatcaagtggaaaggtgaaaaatcaaagtatccacaa
gggagattctggaagcagcttcaagtcgetatgeccgtgaagaagteeccceccgtegttcctectcggacga
gcagggcctgagcetacagetctetcaagaatgte (SEQ ID NO: 132)

cplL-1P
(89/88)

IL-1R1

atggccttaccagtgaccgecttgetectgeegetggecttgetgetecacgecgecaggecgaactacee
caaaaaaaagatggagaagcggtttgtttttaacaagattgagatcaacaataagctggaattcgagtetgc
gcagttcccaaactggtatattagcacatcgcaagcagaaaatatgeecgtgttcctcggeggaaccaaag

gcgggcaggatatcacagactitacgatgecagttcgtgtecatctggtggtggtggaageggegggggag
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gcagtgggggoaggocgggatccgecccagtgaggtecctgaactgtaccttaagagactcacagcaaaagt
ccctggteatgtetggeccctacgaactgaaageccticacctgecaggggcaagatatggageageaggt
ggttttcagcatgagttttgtacaggecgaagagagtaatgacaagatacctgtggctctaggactcaagga
aaagaatttgtatctcagetgegtectgaaggacgataaacctactettcagttggagtecgtcgatccgaaa
tctggaggeggaagegeeeotaacgacagcggcggiggaggatcaggiggcggegagiccggosg
cggaagtctgcagctcgaggccgataagtgcaaagaaagagaggaaaaaatcattetggtttctagegee
aacgaaatcgatgtccgeccctgtecactgaatcctaacgagcataaggggactataacatggtataagga
cgacagcaagacccctgtgtctacagaacaagcaagcaggatacaccageacaaagaaaagctttggttt
gtaccagcaaaggtcgaggacagegggceattattattgegtggtacgaaacagttcttactgectcagaate
aagatttccgctaagtttgtcgagaacgaacctaacttatgttacaacgcacaggctatttttaaacagaagcet
cccagttgctggggatggeggcctggtgtgteccctacatggagttttttaaaaatgagaataatgagcetacct
aaactgcaatggtacaaggactgcaaaccccttttgctcgacaatattcacttcagcggagtgaaagatcgg
ctgattgtgatgaacgtggctgagaaacaccgegggaactatacatgecacgectcttatacgtacctggg

caagcagtacccgatcactagagtgattgaatttataacactggaagagaacaagcecaactcgtcctgtcat
agtatcccccgceaaacgaaaccatggaggtggacttgggtictcagatccagetgatttgcaatgttacegg
gcaattgagtgatatcgectattggaagtggaatggttctgtcattgacgaagacgatccagtgttaggaga

ggactattatagcgtagaaaatcctgecgaacaagaggeggtcgactctgataactgtcctgaacatcagtg

agatcgagagccgattttataaacatccattcacatgtttcgccaaaaatacacacgggatcgacgecgect
acattcagctgatctaccccgtaaccaatttccagaagcacatgatcgggatatgcgtgacgctaaccgtga
tcattgtttgctcagtgttcatttacaagatcticaagatcgacatcgtectttggtatagggatagetgttacga
ctttctgcecattaaggeatcggatggcaaaacctacgacgcttacatcttgtacccaaagaccgtgggaga
aggctcaacctccgactgtgacattttcgtetttaaggtacteecctgaggtectcgagaaacagtgtggctat

aaactgttcatctatggccgggatgactacgtgggcgaggatatagtigaagtcataaatgaaaatgttaag

aaatcacggaggctgatcatcattctagtgcgggagacctcaggtttttcctggeteggeggetectcagag
gagcagattgcgatgtacaacgetctggtgcaagatggaatcaaggtggtictgttggagetcgaaaagat
ccaggattacgagaaaatgcccgagagceattaagttcatcaaacaaaaacacggagcecattagatggagt
ggtgatttcacgcaaggaccgceagtccgecaagacacgtitctggaaaaacgtgegcetatcatatgeecgt
gcagaggagatccccctccagtaaacatcagetgttatctccggegactaaggaaaagcettcagegegaa
gcccatgttectcttgga (SEQ ID NO: 133)

cplL-1P
(89/88)

IL-1R3

atggccttaccagtgaccgecttgctectgecgetggecttgetgetccacgecgecaggecgaactacee
caaaaaaaagatggagaagceggtttgtitttaacaagattgagatcaacaataagetggaattcgagtetge
gcagticccaaactggtatattagcacatcgcaagcagaaaatatgeccgtgticctcggeggaaccaaag
gcgggcaggatatcacagactttacgatgcagttcgtgtcatctggtggtggtggaagcggegggggag
gcagtgggggaggacgggatccgecccagtgaggtecctgaactgtaccttaagagactcacagcaaaagt
cccetggteatgtetggeccctacgaactgaaageccticacctgecaggggcaagatatggageageaggt
gottttcagcatgagttitgtacagggcgaagagagtaatgacaagatacctgtggctctaggactcaagga
aaagaatttgtatctcagcetgegtectgaaggacgataaacctactcttcagttggagtecgtegatccgaaa
ictggaggrggaagegggggtggcggrageggcggtggaggatcaggiagcggggogiccgggog
cggaagtctgecagtccgageggtgcgatgattggggocttagataccatgeggcagattcaggtgticgaa
gacgagcctgctcgeattaaatgeccgcetctttgageacttcctgaagtttaattacageactgcetcactecg
caggactcacactgatctggtattggacacgccaagacagagatctggaggageccattaattttaggcete
cccgagaacaggatctctaaggagaaggacgtgctgtggtttcggecgacactactgaacgatactggga
attacacatgtatgcttcgaaatactacctattgctccaaggtggcttttccacttgaggtggtgcagaaagac
agctgttttaatagcccaatgaaactgeecgtgcacaagcetgtacatcgaatatggcatacagagaatcaca
tgccctaacgtcgacggctacttcectagetcagttaagecgaccataacttggtatatgggctgctataaaa

tacagaacttcaataatgtaatccccgagggtatgaacttgagtttcctgatcgeactgatatctaacaacgg
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gaactacacctgtgtggtgacttatcccgagaacggacgcacattccatttgacaaggacgttaactgtcaa
ggotagtogotagtcctaagaatgcagttcctecccgtgattcacagecctaatgatcacgtggtgtatgaaaa

agaaccaggtgaagaactcctgatcccctgcacggtgtacttetcttttttaatggactcccgtaatgaagttt

ggtogaccatcgacggcaaaaaacctgatgatattaccatcgacgtgacaatcaacgagagcatttcacat
agtcggaccgaagatgagacaagaacccagattcttagcataaaaaaagtgacttctgaagacctgaage
gcagttacgtatgtcacgegcgatccgcaaaaggggaagttgccaaggctgccaaggtgaagcagaaa

gtcectgecccacggtacaccgtagagetggectgtggcticggagetacggttttgctggttattatecttat
cgtcgtetatcatgtgtactggttggagatggtgcttttttatcgggeccatttcgggaccgatgagacgattct
agacggaaaggagtacgatatttacgtctcgtacgccagaaatgecggaggaagaggaattcgtactcttaa
ccctgaggggagtactggaaaacgagtitggctacaagttgtatattittgacagagattcactgecaggag
gaattgtcactgacgagacactctcattcatccagaaatctaggaggttgctcegtigtcctgagtccaaattat
gtgctccaaggeacccaggcecttgctagaactgaaggeggggcttgaaaacatggectctecgegggaac
atcaacgtaattctggtgcagtacaaagcagtgaaggagaccaaagttaaagagctgaaacgagecaag

acagtcctcactgtcatcaagtggaaaggtgaaaaatcaaagtatccacaagggagattctggaagcaget
tcaagtcgctatgeccgtgaagaagtcecccecgtegticetectcggacgageagggectgagetacage
tctctcaagaatgtc (SEQ ID NO: 134)

IL-6Ra

atggccttaccagtgaccgecttgctectgecgetggecttgetgeteccacgecgecaggeeggtgcege
ccggggaagatagcaaggatgtggctgctcctcacaggeagecactgacaagcagegagagaatcgac
aagcaaataaggtatattcttgatggaatcagcgegetgegaaaggagacatgtaacaagtcgaatatgtg
cgagtcttccaaagaagceacttgctgaaaataatctgaacctcccaaaaatggecgagaaagacggetget
ttcagtccggttttaacgaggagacttgtttagtaaagattataacgggcettgttggaaticgaagtctacctag
aatacctccaaaatagattcgagagtagtgaggaacaggcccgegetgttcagatgtcaacaaaagtgttg
atccaattcctgcagaaaaaagccaagaacttagatgcaatcaccacacctgaccccactaccaatgectct
ctgctcaccaagcetgcaageccagaaccagtggetgcaggacatgactacccatctaattctgeggtetttt

aaggagttcctccagtcatccctgegtgcacticggeagatgtctggagocggaagegggggotegcggc
agcggcggtggaggatcaggtgecgggoogtccgggoocggaagtctgcagettgecaccaagacgct

stccggetcaggaggtegetaggggagtectgacctegetgecgggegactecgtgaccetgacatgtce
ctggagtggagectgaggacaacgceaacagttcactgggtgctacggaageecgecgetggeteecate

cttccaggtggeccgggatggogcgcagactgctictcagatcagtgcagttacatgatageggtaattac
agctgcetaccgegetggaaggccggeaggceactgtgcacctectagtggatgticcacctgaggageca

cagttgagctgctttcgaaaaagteccttgtctaacgtegtatgegagtgggeccectagatcaacteectece
tcaccaccaaagceggttctcctegtacgtaagticcaaaactetectgecgaagattttcaagagecatgteca
gtatagccaggagagtcagaagttctcatgecagettgcagteccggagggtgactcatccttctatattgtt
agtatgtgcgtegectegtetgtggggtctaagtttagcaagactcaaacttttcagggetgeggceatectee
aaccagacccccctgecaacattacagtgaccgeagttgeccagaaaccctaggtggttgagegtgacgtg
gcaggatccccattcctggaattcatcattctacagactgeggttcgagetccgatacagggeggaacgta

gcaagacattcaccacgtggatggtcaaagacctgcageaccactgtgtaatccatgacgcttggagegg
tctgegecacgtggtccagetgegggcacaagaggaatticggacagggtgaatggagtgaatggtetect
gaggctatgggcactccgtggaccgaatcteggtctccaccagecgaaaacgaagtgtccacceectatge
aggctctgactactaataaggatgacgataatatcttgtttagggactccgeaaatgetacatcactgectgta
caggattccagtagtgttccectaccaacctttttagtcgeccggagggtetetggegttcgggacgttgetct

gtatagccattgtgctgcgtttcaaaaagacctggaaactgcgegcecttaaaggagggaaaaacaageat

gcaccccccatattctettgggcagetggtgeccgaacggeccagaccaacaccagtectggtgcctetta
tatcccecececcegtgageccctetagectgggcagtgacaataccagtagecataataggeccgacgeccg

agaccctcgetccccatacgatatctcaaacacagattatttttttccccgg (SEQ ID NO: 135)
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gpl30

atggccttaccagtgaccgecttgctectgecgetggecttgetgetccacgecgecaggecggtgcege
ccggggaagatagcaaggatgtgactgctectcacaggeagecactgacaagcagegagagaatcgac
aagcaaataaggtatattcttgatggaatcagcgegetgegaaaggagacatgtaacaagtcgaatatgtg
cgagtcttccaaagaagcacttgetgaaaataatctgaacctcccaaaaatggecgagaaagacggetget
ttcagtccggttttaacgaggagacttgtitagtaaagattataacgggcttgttggaaticgaagtctacctag
aatacctccaaaatagattcgagagtagtgaggaacaggeccgegctgttcagatgtcaacaaaagtgttsg
atccaattcctgcagaaaaaagccaagaacttagatgcaatcaccacacctgaccccactaccaatgectct
ctgctcaccaagetgcaageccagaaccagtggctgcaggacatgactacecatctaatictgeggtetttt
aaggagttcctccagtcateectgegtgcacticggeagatgtetggaggcggaageggggatagcgec
agcggcggtggaggatcaggtgecggggegtccgggggcggaagtctgeaggaactectggaccect
gcgggtatattagecccgagtetccegtggtgeaactgceattctaacttcaccgeagtttgtgtgetcaaaga
aaagtgtatggattacttccatgttaacgccaactacattgtgtggaaaactaatcattttacgataccaaagg
agcagtacacaattatcaacagaaccgcatcatccgtcacatttaccgatatcgectccttgaacattcaget
gacatgtaatatcttaacattcggtcaactggaacaaaacgtgtatggcatcaccatcatctctggacttecte
cagaaaaacccaaaaatttgtcgtgtatcgtgaatgagggaaaaaaaatgegetgtgaatgggacggeeeg
ccgggagactcacctcgagacgaacttcacecttaagtcagagtgggcgacacataaatttgeccgactge
aaagcaaagagagatacccccacttcctgeaccgtcgactattcaactgtgtacttcgtcaacattgaggtgt
gegtogagocggagaatgeccttggcaaggttacttccgaccacatcaactttgatceccgtctacaaggtg
aaaccgaacccaccccacaacctgtecgteattaattcagaggagctaagttctatactcaagttaacttgga
cgaatccctccataaagagtgtaattattctcaagtataacatccaatataggactaaagatgettcaacctgg
tcacagatcccaccggaggacaccgectctacaaggtcategttcaccgtgeaggatcettaagectttcac
cgagtatgtgttcagaatccgatgcatgaaagaggacggcaaggggtattggagegattggagcgaaga
agcttccggceattacctacgaggacaggccttcgaaagceaccttetttctggtacaaaatcgatecttctcac
actcagggctaccggaccgtgcagcettgtgtggaagactttgeccaccattcgaggcaaatggaaagatact
ggattatgaggtcacactgacccgetggaaaagtcacttgcagaactatacagtaaacgecaccaaactga
cagtcaatctcactaacgatagatatttagcaaccctgactgtacgaaacctggtgggaaaatctgacgeeg
cggtactgactatccctgcettgtgactttcaggctacccaccctgttatggatctgaaggecttccctaaggat
aacatgctatgggtcgagtggaccacaccaagggaaagegtcaaaaagtatattctcgagtggtgcegtict
gagcgacaaggcecccatgtattacagactggcaacaggaggacgggacagttcatcggacatatctgeg
cggcaatctagctgaaagtaaatgctaccttatcaccgtcacgecagtctacgecgacggeccgggctcte
cagagtcaatcaaggcttacctaaagcaggcccctecctctaaggggccaactgtgagaacaaaaaaggt
aggtaagaatgaagccgtectggagtgggatcaactgccagtggacgtacagaacggtttcattcgeaact
acaccatcttttacaggacgatcattgggaatgagacagcagtgaacgtggattcttcccataccgaataca
cgctcageagtetgacgtcggacacattgtacatggtcaggatggetgeatatacagacgaaggagggaa
ggatgggcctgagttcacctttaccacccctaagttcgctcagggegagattgaageaattgtggteccegt
atgcctggectttctecttacgacactgctgggtgattctettttgetttaataagegggacctcatcaagaaaca
catttggcctaatgtgcccgaccccagceaaaagtcacatageccagtggageccteatactcceeeecgte
ataattttaatagcaaggatcagatgtacagcgacggcaattttacagacgtgtccgtcgtcgaaatagaag
ctaatgataagaagccctttcctgaagacctgaaatccttggacttattcaaaaaggagaagatcaataccg
aagggcactcctcagggataggggeocagceagttgcatgtecteatccegtecctctatcageteccagegat
gagaacgagagcagccagaatactagticcactgttcagtacageactgtagttcacagtggctatagaca
tcaggtcccgagtgttcaggtgtictccaggagtgaatctacccagecgttgttagactcagaagaacgecce
agaagacctgcagetggtggaccacgtggatggaggtgatggcattctgecgegecageaatactttaag
cagaactgttctcagcatgaatccagecctgacatctctcactttgagecgaagcaaacaggtgtcaagegtg
aacgaagaggatttcgttcggcttaagcaacagatatctgaccacatctcacaatcctgeggaagtggaca

aatgaagatgtttcaggaggttagtecggccgatgcetttcggecctggcactgagggtcaggtggaaagat
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tcgagacagtgggtatggaagecgcetacagatgagggaatgeccaaaagetacetcccacaaaccgtge
ggcagggaggatatatgccacag (SEQ ID NO: 136)

sclL-12

IL-12-Rp1

atggccttaccagtgaccgecttgetectgecgetggecttgetgeteccacgecgecaggecgatetggga
gctcaaaaaggatgtttatgtggtcgaacttgactggtacccggacgeaccaggggagatggtegtgtiga
cctgecgacacccccgaagaggacgggattacatggactttggaccagtccagtgaagtectgggetegg
gaaagaccctgactatccaggtgaaggagtticggagatgctggacaatatacatgecacaaggecgggg
aagttttgagccattccctectgetgetgcataaaaaagaggatggtatitggagcactgatattctgaaaga
ccagaaggaacccaagaacaaaacttttctgcggtgtgaggccaagaattacagtggaagattcacctgtt
ggtggttaaccacaatctctaccgatcttaccttttccgtcaaatcaagtcgeggeageagegatccacagg
gcgtgacgtgcggegetgecacactaagegeggagagagtocggggotgacaacaaggaatacgagta
ctccgttgagtgtcaagaagactctgcatgecctgecgeagaggaatcattaccgatcgaagtaatggtgg
atgctgttcacaaactgaagtatgaaaactacacttcttcatttttcataagggacattatcaagectgatecte
caaagaacctccaacttaaaccactcaagaatagccgtcaggtagaggtgtectgggagtaccecgatac
ctggtcaacgcecccactcatatttctcectgacgtictgtgtgcaggtgcaggggaaatccaagagggaga
agaaagacagggtctttacagataagacatctgcecactgtcatctgcagaaaaaatgectctatatcegtge
gagccecaggaccgctactattctagtagetggagegagtgggactagtgtaccttgticgggctcaaccage
ggatccgggaaacceggttctggcgaggggagtacaaagggacgaaatctgccagtggetaceceega
cccgggcatgtttccctgectecatcatagecagaatcetgetcagageggtcageaacatgetacagaagg
cccgecagaccttagagttttacccttgecacctetgaggaaatcgatcacgaagacatcaccaaagataag
actagcaccgttgaagcectgtctcccattggaacttacaaaaaatgaatcttgtctgaattccagagagacat
cttttatcactaatggaagttgcctcgecagteggaaaacttecttcatgatggecctgtgtetgagttcaatct
acgaggatcttaagatgtatcaagtggaattcaaaacgatgaacgcaaaactgttgatggatcctaagagg
cagatatttttggatcagaacatgttagctgtgatcgacgagcetgatgcaagcactcaacttcaactcagaga
cagtcccccagaagtectecctggaggagectgacttctacaagacgaaaattaagcetatgceattetgette
acgcattcaggatacgggccgtaacaattgaccgtgtgatgagcetatctgaacgceticgtctggaggcgga
agegggggtggeggrageggrggtggaggatcaggtegcggggggtccgggggcggaagictgea
gtgcagaactagcgaatgttgtttccaggaccccccgtatcccgacgecgattccggaagegeatccgga
ccacgtgacctgeggtactatcggattictagcgataggtacgaatgctcatggcagtacgaggggccca
ctgctggggtoagtcacttcttaagatgetgtttaagticcgggaggtgctgctatttcgecgcagggtecage
tactcgactacagttttctgaccaggctggagtaagegtgctttatacagtgacactgtgggtegaatectgg
gccaggaaccaaacggagaagtcacccgaggtgacceetgeaactgtataactcagtcaaatacgagect
cctetgggtgacattaaagtgtcgaaactcgecggacagettagaatggagtgggagacceccgataace
aggttggcgcagaggtgcagttccggeaccgaacaccctcatetecttggaaactgggegattgtggtee
gcaggacgacgataccgagagttgcttgtgtcccctagagatgaatgtcgeacaggagtttcagetgagg
aggcgtcagcetcggeagecaaggeagticttggtcaaaatggtectecceeegtetgegttcccectgaaaa
tcctccacagecgceaggttcgattcagegtggaacaactcgggeaggacgggagacgecgcettgactett
aaggagcaaccaacgcagctcgaactcccagaaggttgecagggectggeacctggeaccgaggtgac
ctaccgtttgcagttacatatgcttagttgcccttgtaaggccaaggetacacggacccticacctaggecaaa
atgccatacctaagcggtgctgcatacaacgtggeggtcatttcttccaaccagttcggacccggtetgaat
cagacctggcacatccccgeagatacccataccgaacctgtggegetgaatatcagegtgggcacaaatg
gcactacgatgtattggccggeccgegctcaatctatgacttactgeatcgaatggeagectgttgggcaa
gatggaggactcgcgacatgcagecttactgecccgeaggacccetgatccageaggtatggecacttatt
cttggageccgegagtccggggccatgggacaggagaagtgttactacatcaccatatttgegtcagetcat
ccagaaaagctgaccctgtggtcaaccgttctgageacataccacttcgggggcaatgegtecgetgeag
gcaccccacaccacgtgtcggtgaaaaaccactctctggacagtgtgagtgttgactgggccccaagect
gttgtccacatgtcccggggtactcaaggaatatgttgtccgetgtcgagacgaggactccaaacaagtgt
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cggaacatcccgtacagecaacggagacccaagteactetgtetggactgagagecggegtggectaca
cagtccaagtgcgggcagatacagettggttacggggcgtatggagecagecacaaaggttcageattga
ggtacaggtctctgattggttgattttttttgeccagtetgggeagttttctetetatectgttggteggagtstteg
octatctgggactgaatcgegecgecagacatetgtgecccceactcccaaccecatgtgectectecgee
atagaatttcctgggggtaaagagacatggeagtggatcaaccetgtagacttccaggaggagectagee
tccaggaagcecctggttategaaatgtecatgggataagggcgagagaacggaacctetcgagaagactg
aacttcccgagggagcetectgagetegeacttgacacagaactgtetttagaggatgggoataggtgtaag
gctaagatg (SEQ ID NO: 137)

sclL-12

IL-12-RB2

atggccttaccagtgaccgcecttgetcctgecgcetggecttgetgetccacgecgecaggecgatctggga
gctcaaaaaggatgtttatgtggtcgaacttgactggtacccggacgeaccaggggagatggtogtottga
cctgegacacccccgaagaggacgggattacatggactttggaccagtccagtgaagtectgggetegg
gaaagaccctgactatccaggtgaaggagticggagatgctggacaatatacatgecacaagggcgggeg
aagttttgagccattccctectgetgctgcataaaaaagaggatggtatttgeagcactgatattctgaaaga
ccagaaggaacccaagaacaaaacttttctgcggtgtgaggccaagaattacagtggaagattcacctgtt
ggotogttaaccacaatctctaccgatcttaccttttccgtcaaatcaagtcgeggeageagegatccacagg
gcgtgacgtgcggegetgecacactaagegcggagagagtocggggtgacaacaaggaatacgagta
ctccgttgagtgtcaagaagactctgcatgecctgecgeagaggaatcattaccgatcgaagtaatggteg
atgctgttcacaaactgaagtatgaaaactacacttcttcatttttcataagggacattatcaagectgatecte
caaagaacctccaacttaaaccactcaagaatagecgtcaggtagaggtgtectgggagtaccecgatac
ctggtcaacgcecccactcatatttctcectgacgtictgtgtgcaggtgcaggggaaatccaagagggaga
agaaagacagggtctttacagataagacatctgccactgtcatctgcagaaaaaatgectctatatcegtge
gagcccaggaccgctactattctagtagetggagegagtggactagtgtaccttgticgggetcaaccage
ggatccgggaaacccggttctggcgaggggagtacaaagggacgaaatctgecagtggetaccecega
cccgggcatgtttcectgectecatcatagecagaatcetgetcagageggtcagcaacatgetacagaagg
cccgecagaccttagagttttacccttgeacctctgaggaaatcgatcacgaagacatcaccaaagataag
actagcaccgttgaagcectgtcteccattggaacttacaaaaaatgaatcttgtctgaattccagagagacat
cttttatcactaatggaagttgcctcgecagtcggaaaacttccttcatgatggecctgtgtetgagttcaatct
acgaggatcttaagatgtatcaagtggaattcaaaacgatgaacgcaaaactgttgatgoatcctaagagg
cagatatttttggatcagaacatgttagctgtgatcgacgagcetgatgcaageactcaacttcaactcagaga
cagtcccccagaagtectecctggaggagectgacttctacaagacgaaaattaagetatgeattetgette
acgcattcaggatacgggecgtaacaattgaccgtgtgatgagetatctgaacgcettcgtetggagecgga
agegggggtggeggrageggcggtggaggatcaggtegcggggggtccgggggcggaagictgca
gaagattgacgcectgtaagcgaggagatgtcacagtgaageccagtcacgtgattctecctcggaageaca
gttaatatcacttgctccctaaagecaaggeagggetgetttcactactcccggagaaataagetcatectgt
acaagtttgaccgcagaatcaacttccatcacggtcactctctgaattcgecaggtgacagggetgecgetg
ggtacgacgttatttgtgtgcaaactggectgcatcaactctgacgagattcagatctgtggagctgaaatttt
cgttggcgtggctccagagcagecacagaacctctettgtattcagaaaggggagcagggceacagttgec
tgtacctgggagegeggtcgagacactcacctgtacactgaatatacgetgecagetgtetgggcecaaaaa
acctcacctggcagaagcaatgcaaagatatctattgegactacctggacttcggceataaacctcacccca
gagtccccagaaagcaatttcacagcaaaggtgaccgeggtgaactctettggeagetectcatetctecct
agcacctttacgtttctggacatcgttcgacccttaccccectgggacatacggatcaagtttcagaaageca
gtgtgtcacgttgecaccctttactggegagacgagggtttggtettgttgaaccgecttcggtatcgeccatet
aacagccgectgtggaatatggtcaacgttaccaaagecgaaaggcagacacgatctgttggatctgaaac
ctttcacagagtatgagttccagattagtagcaagctacacctgtataaaggatcatggtccgactggtcaga
gtcactgagggcccagacacctgaggaagageccaccggceatgttggacgtetggtacatgaagagge
acattgactacagccggcagcaaattagectgtictggaagaatttgagtgtcagcgaagetagagggaag
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atcctacactaccaggtaaccctccaagagctaacaggggggaaagetatgactcaaaatatcactggac

atacctcctggaccactgtgatcecctegtacgggcaattgggeagtggcggttagegeageaaattccaag
ggaagtagtttacccacaagaatcaacattatgaacctgtgtgaagetgggctgttagetccceggeaggte
agcgcgaactccgaaggtatggataatatecttgtgacctggcaaccececccgtaaggateectecgecgt
ccaggagtatgteotogagtogaggogaacttcatcctggaggcgatacacaggtaccgctgaactggctt
cggagtcggcecctacaacgtgagegecctgatctetgagaatatcaagagcetatatttgttatgagattcge

stotatgcattatcgggtgatcaggggggttgctcaagcatattgggcaattcaaaacataaggecccactc
agtggcccacatattaatgctatcaccgaggaaaagggctcaattctcatcagetggaactcaatcccagta
caggaacaaatgggctgcctacttcattataggatctactggaaggagagggattctaattcccageegcea

actttgtgaaatcccctacagagtgtcccagaacagtcatccaatcaattccttacageccagagtgacatat
gtgctetggatgactgetctgaccgeagecggagaatccagecacgggaacgagagggagttttgtette

agggaaaggcaaactggatggccttcgtggecccttccatttgeatcgcaataattatggtcggcatctttag
tactcactactttcagcaaaaagttttcgtactgctcgecgecctgegecctcagtggtgtagecagagaaatt
ccagaccctgcegaattccacatgecgecaaaaaataccccatagetgaggagaagacccagetgectctag
ataggctgctgattgactggccaactcccgaagatcctgaaccacttgtaattagtgaggtattacatcaggt
gacaccagtcttcaggcatcctccttgttcaaactggecgeagegagaaaaaggcatacaagggceatcaa
gctagcgaaaaagatatgatgcatagtgectegtetectectecteccgegggceactgecaggcagagtcac

ggcagctggtcgatctgtacaaagtgttggaatctcgeggatcggacccgaageccgagaateecgectg
cccgtggaccgtectecctgetggegacttgectactcacgatgggtacctecectetaacatagacgacct
gcctagecacgaageccecctegetgactetctggaggaactggagecccageacatatcectgtecgttt
tcccatctagcetcattgeacceactcaccttttcttgtggagataaattgactctcgatcaactgaagatgagat
gcgattcectgatgett (SEQ ID NO: 138)

IL-4Ra

atggccttaccagtgaccgcecttgetectgecgetggecttgetgetccacgecgecaggecgeacaagt
gtgatattacactccaagaaataatcaagaccctgaacagectaaccgagcagaaaactctetgtacggaa
ttgaccgttaccgatatcttcgcagetagtaagaatacaactgaaaaagagacgttttgtcgtgccgecaca
gtcctgaggeagttttattcacatcacgagaaagacacccggtgccttggggcaactgeccaacagttteat
cgccacaaacagcetgatcagattcttgaageggetggacaggaatctetggggattagetggectgaatte
ttgcccegtgaaggaggcgaaccagageactctggagaacttcctggaacgacttaagacaattatgaga

gagaagtactccaaatgctectettctggaggcggaageggggotaogcgacageggeggtegaggate
aggtogcggooootccggggocggaagtctgcagatgaaagtgetgcaggaaccgacctgegtgage
gattatatgagcattagcacctgcgaatggaaaatgaacggeccgaccaactgcageaccgaactgegee
tgctgtatcagetggtgtttctgetgagegaagegeatacctgeattccggaaaacaacggeggcgcesg
ctgegtgtgccatctgetgatggatgatgtggteagegeggataactataceetggatetgtgggcgggce
agcagcetgctgtggaaaggceagctttaaaccgagegaacatgtgaaaccgegegegecgggeaacctg
accgtgcataccaacgtgagcgataccctgetgetgacctggageaaccegtatccgecggataactatct
gtataaccatctgacctatgcggtgaacatttggagcegaaaacgatccggeggattttcgeatttataacgtg
acctatctggaaccgagcectgegceattgeggegageaccctgaaaageggceattagetatcgegegege
gtgcgegegtgggcgcagtgctataacaccacctggagegaatggageccgageaccaaatggeataa
cagctatcgcgaaccgtttgaacagceatctgetgctgggcgtgagegtgagetgcattgtgattctggeggt
gtgcctgetgtgctatgtgageattaccaaaattaaaaaagaatggtggoatcagattccgaacccggege
gcagcecgectggtggcgattattattcaggatgcgeagggcagecagtgggaaaaacgcagecgeggc
caggaaccggcgaaatgcccgceattggaaaaactgectgaccaaactgetgecgtgctttctggaacata
acatgaaacgcgatgaagatccgcataaagcggcgaaagaaatgecgtitcagggecageggcaaaage
gcgtegtacccggtggaaattagcaaaaccgtgctgtggccggaaageattagegtggtecgctgcgty
gaactgtttgaagcgecggtegaatgcgaagaagaagaagaagtggaagaagaaaaaggcagcttttge

gcgageccggaaageagecgegatgattttcaggaaggecgegaaggeattgtggegegectgaccga
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aagcctgtttctggatctgctgggcgaagaaaacggeggcttttgccageaggatatgggcgaaagetgc
ctgetgecgecgageggcageaccagegegeatatgecgtgggatgaatttccgagegegggeccgaa
agaagcgccgecgtgggecaaagaacagecgetgeatetggaaccgageecgecggegageccgac
ccagagcccggataacctgacctgeaccgaaaccecgetggtgattgcgggcaacceggegtatcgea

gctttagcaacagectgagecagageccgtecccgegegaactgggcccggatecgetgetggcgege
catctggaagaagtggaaccggaaatgecgtgcgtgccgeagetgagegaaccgaccaccgtgecgea
gccggaaccggaaacctgggaacagattetgegecgeaacgtgctgcageatggcgeggegecggcg
ccggtgagegegecgaccageggctatcaggaatttgtgcatgeggtggaacagggeggcacccaggce
gagcgeggtggteggocctgggeccgecgggcgaagegggctataaagegtttagcagectgetggega
gcagcegeggtgageccggaaaaatgeggctttggegegageageggegaagaaggctataaacegttt
caggatctgattccgggcetgeccgggcegatccggegecggtgecggtgecgcetgtttacctttggectgg

atcgcgaaccgecgcegeageccgeagageagecatctgecgageageageccggaacatctgggect

ggaaccgggcgaaaaagtggaagatatgecgaaaccgecgetgecgeaggaacaggegaccgateeg
ctggtggatagectgggcageggcattgtgtatagegegetgacctgecatetgtgeggcecatctgaaaca
gtgccatggecaggaagatggeggccagaccccggtgatggcgageccgtgetgeggetgctgetgeg
gcgatcgeageageccgecgaccaccccgetgegegegecggatccgageccgggeggcgtgccge
tggaagcgagcectgtgcccggegagectggegecgageggcattagcgaaaaaagcaaaageageag
cagctttcatccggegecgggeaacgegeagageageagecagaccccgaaaattgtgaactttgtgag
cgtgggcccgacctatatgegegtgage (SEQ ID NO: 139)

IL-2Ryc

atggccttaccagtgaccgecttgetectgecgetggecttgetgetccacgecgecaggecgeacaagt

gtgatattacactccaagaaataatcaagaccctgaacagectaaccgagcagaaaactctetgtacggaa
ttgaccgttaccgatatcttcgcagcetagtaagaatacaactgaaaaagagacgttttgtcgtgccgecaca

gtcctgaggceagttttattcacatcacgagaaagacacccggtgecttggggocaactgeccaacagtttcat
cgccacaaacagcetgatcagattcttgaageggctggacaggaatctctggggattagetggectgaattc
ttgcccegtgaaggaggcgaaccagageactctggagaacttcctggaacgacttaagacaattatgaga
gagaagtactccaaatgctectcttctggaggcggaageggggotggcgacageggeggtegaggatc
aggtogcggogoootccggggocggaagtctgcagetgaacacaacaattctcaccectaacggcaacg
aagacactaccgcagattttttcctcactactatgeccactgattecctttcegtgtcgaccttgecgetgeca

gaagtgcagtecttcgtetttaatgttgagtatatgaattgtacatggaattctagcagcgaaccgeagecaa
ccaatttgacattgcactactggtataaaaactcagataacgacaaagtgcagaagtgttcccactacttattt
agcgaggaaataacctetgggtgccagetgcagaagaaggagatccatetgtaccagaccttegtegtac
agctccaggatccacgggaaccacgecggeaagetacccaaatgctaaagetgeaaaatctegttatcee
atgggcacctgagaatttgacacttcataagcetgtcggaatcccagetggagetcaattggaacaaccegttt
cctcaaccattgtetggageacctggtgeagtacagaaccgactgggaccatagttggacggageagagt
gtcgattatagacacaaattctcactaccctcagtggacgggcagaagaggtacacatttagagtaaggag
tcggttcaatccectgtgegggtecgeccaacactggagtgagtggtctcatectaticactggggcagea

acacgtccaaggagaaccctttettgtitgetctggaagetgttgtgatttcagtaggetctatgggattaatca
tcagcctcctgtgtgtctatttttggetggagegaacaatgeccaggatccccactctcaaaaatctggaaga
ccttgtgacggagtatcacggcaacttcagegegtggtctggegtetctaaaggtcttgecgagagectge

agcctgattacagtgagcgcttatgectggtgagegagataccacctaaaggaggageccttggtgaagg
accgggggcatcccectgtaatcaacactcaccatactgggeccccccctgetatacectaaagectgaaa
ct (SEQ ID NO: 140)

IL-13Ral

atggccttaccagtgaccgecttgetectgecgetggecttgctgetecacgecgecaggecgeacaagt
gtgatattacactccaagaaataatcaagaccctgaacagectaaccgageagaaaactetctgtacggaa
ttgaccgttaccgatatcttcgcagcetagtaagaatacaactgaaaaagagacgttttgtcgtgccgecaca

gtcctgaggceagtittattcacatcacgagaaagacacceggtgcctiggggcaactgeccaacagtttcat
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cgccacaaacagctgatcagattcttgaageggctggacaggaatctctggggattagetggectgaattc
ttgcccegtgaaggaggcgaaccagagceactctggagaacttcctggaacgacttaagacaattatgaga

gagaagtactccaaatgctectcttctggaggcggaageggggotggcggcageggeggtegaggate
aggteecgggegogatcegeeaacegaagictgcagggeegcggcggracggreccgaccgaaacce
agccgecggtgaccaacctgagegtgagegtggaaaacctgtgeaccegtgatttggacctggaacccge
cggaaggcgegageageaactgeagectgtggtattttagecattttggegataaacaggataaaaaaatt
gcgecggaaacccgecgeagceattgaagtaccgctgaacgaacgceatttgectgecaggtgggcageca
gtgcagcaccaacgaaagcgaaaaaccgageattctggtggaaaaatgcattageccgecggaaggcg
atccggaaagcgeggtgaccgaactgcagtgceatttggcataacctgagetatatgaaatgcagetggctg
ccgggcecgceaacaccageccggataccaactatacectgtattattggcatcgecagectggaaaaaattca
tcagtgcgaaaacatttttcgecgaaggcecagtattttggctgcagetttgatctgaccaaagtgaaagatage
agctttgaacagcatagcgtgcagattatggtgaaagataacgcgggcaaaattaaaccgagctttaacatt
gtgcegcetgaccagecgegtgaaaccggatccgecgeatattaaaaacctgagcetttcataacgatgatct
gtatgtgcagtgggaaaacccgceagaactttattagececgetgectgttitatgaagtggaagtgaacaacag
ccagaccgaaacccataacgtgttttatgtgcaggaagcgaaatgegaaaacccggaatttgaacgcaac
gtggaaaacaccagctgetttatggtoccgggegtactgccggataccctgaacaccgtgegeaticgeg
tgaaaaccaacaaactgtgctatgaagatgataaactgtggagcaactggagecaggaaatgageattgg
caaaaaacgcaacagcaccctgtatattaccatgctgctgattgteccggtgattgtggcggocgegattat
tgtgctgctgctgtatctgaaacgectgaaaattattatttttccgecgattccggatccgggeaaaatttttaa
agaaatgtttggcgatcagaacgatgataccctgcattggaaaaaatatgatatttatgaaaaacagaccaa
agaagaaaccgatagcgtggtectgattgaaaacctgaaaaaagegagecag (SEQ ID NO:
141)

cplL-
4(38-37)

IL-4Ra

atggccttaccagtgaccgcecttgetectgecgetggecttgetgetccacgecgecaggecgaatacgac
tgagaaagagaccttttgtagggctgccacagtcctgeggceagtictatagtcaccatgagaaagacacca
gatgtctgggogcaaccgetcageaaticcatagacacaagceagttaatccgatttctgaageggcettgate
gtaacttgtggooactagecggectgaactcatgeccegtgaaagaagegaatcagtecactettgagaa
cttcctcgaaaggctcaagacaattatgcgcgaaaagtacagcaagtgcagetctggcggaaacggtog
gcacaagtgtgatattacgctccaagaaatcatcaagactctgaactcecctgaccgageagaaaacactttg

cactgagttgacagtgaccgacatattcgccgetagcaaatctggaggcggaagegggggteocggca
gcggceggtggaggatcaggiggcggggggiccgggggcggaagictgeagatgaaagigetgeagga
accgacctgcgtgagegattatatgagceattagcacctgegaatggaaaatgaacggcccgaccaactge
agcaccgaactgegectgetgtatcagetggtgtttctgetgagegaagegeatacctgeattccggaaaa
caacggcggcegegggctgcgtgtgccatctgctgatggatgatgtggtgagegeggataactatacectg
gatctgtggecgggccageagetgetgtggaaaggcagctitaaaccgagegaacatgtgaaaccgege
gcgecgggceaacctgaccgtgcataccaacgtgagegataccctgetgetgaccetggagcaaccegtat
ccgccggataactatctgtataaccatctgacctatgeggtgaacatttggagecgaaaacgatccggegga
ttttcgcatttataacgtgacctatctggaaccgagectgegeattgeggegageaccetgaaaageggceat
tagctatcgegegegegtgegegegtgggegeagtgctataacaccacctggagegaatggageccga
gcaccaaatggcataacagctatcgcgaaccgtttgaacageatctgetgetgggegtgagegtgagetg
cattgtgattctggcggtgtocctgetgtgctatgtgageattaccaaaattaaaaaagaatggtgggatcag
attccgaacccggcegegeagecgectggtggcgattattattcaggatgegeagggcagecagtgggaa
aaacgcagccgeggecaggaaccggcegaaatgeccgeattggaaaaactgectgaccaaactgetgee
gtgcttictggaacataacatgaaacgcgatgaagatccgeataaagecggegaaagaaatgecgtitcag

ggcageggcaaaagegegtggtgcceggtggaaattagcaaaaccgtgetgtggccggaaageattag
cgtggtgcgetgcgtggaactgtttgaagecgecggtggaatgcgaagaagaagaagaagtggaagaag

aaaaaggcagcttttgcgegageccggaaageagecgegatgattttcaggaaggecgegaaggeattg
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tggcgegectgaccgaaagectgtttctggatctgetgggcgaagaaaacggeggcttttgecageagga
tatgggcgaaagcetgectgetgecgecgageggeageaccagegegeatatgecgtgggatgaatttce
gagcgegggcccgaaagaagegecgecgtgggocaaagaacagecgetgeatctggaaccgagece
gcecggegageccgacccagageccggataacctgaccetgeaccgaaaccecgetggtgattgegggca
acccggegtatcgeagcetttagcaacagectgagecagageccgtgeccgegegaactgggcceggat

ccgetgetggegegecatctggaagaagtggaaccggaaatgecgtgegtgccgeagetgagegaace
gaccaccgtgeecgeagecggaaccggaaacctgggaacagattetgegecgeaacgtgetgeageatg
gcgeggcggeggcgecggtgagegcgecgaccageggctatcaggaatttgtgcatgeggtggaaca

gggcggcacccaggegagegcggtggtggocctgggeccgecgggcgaagegggctataaagegttt
agcagcctgetggegageagegeggtgageccggaaaaatgeggcetttggegegageageggegaag
aaggctataaaccgtttcaggatctgattccgggetgeccgggegatccggegeeggteccggtgecget
gtttacctttggectggatcgegaaccgecgegeageccgeagageagecatctgecgageageagece
ggaacatctgggectggaaccgggcgaaaaagtggaagatatgeccgaaaccgecgetgecgeaggaa

caggcgaccgatccgcetggtggatagectgggcageggcattgtgtatagegegetgacctgecatcetgt
gcggcecatctgaaacagtgecatggecaggaagatggcggecagaccecggtgatggcgageccgty

ctgcggctgctgctgcggegatcgeageageccgecgaccacccegetgegegegecggatccgage

ccgggcggegtgccgctggaagegagectgtgeccggegagectggegecgageggcattagegaaa
aaagcaaaagcagcagcagctttcatccggegecgggcaacgegcagageageagecagaccecgaa
aattgtgaactttgtgagegtgggcccgacctatatgegegtgage (SEQ ID NO: 142)

cplL-
4(38-37)

IL-2Ryc

atggccttaccagtgaccgecttgetectgecgetggecttgetgetccacgecgecaggecgaatacgac
tgagaaagagaccttttgtagggctgccacagtcctgeggeagtictatagtcaccatgagaaagacacca
gatgtctgggogcaaccgetcageaaticcatagacacaagceagttaatccgatttctgaageggcettgate
gtaacttgtggggactagecggectgaactcatgecccgtgaaagaagegaatcagtecactettgagaa
cttcctcgaaaggctcaagacaattatgcgegaaaagtacagcaagtgeagetctggeggaaacggteg
gcacaagtgtgatattacgctccaagaaatcatcaagactctgaactccctgaccgagcagaaaacactttg

cactgagttgacagtgaccgacatattcgecgetagcaaatetggaggeggaagegggggtegcggca

gcggcggtegaggatcaggtggcgggggsteccgggggcggaagtctgeagetgaacacaacaattete
acccctaacggcaacgaagacactaccgceagattttttcctcactactatgeccactgatteecttteegtgte

gaccttgccgetgecagaagtgeagtgcttegtetttaatgttgagtatatgaattgtacatggaattctagea

gcgaaccgceagecaaccaatttgacattgeactactggtataaaaactcagataacgacaaagtgeagaa

gtattcccactacttatttagcgaggaaataacctetgggtgccagetgecagaagaaggagatccatetgta
ccagaccttcgtcgtgcagetccaggatccacgggaaccacgecggeaagetacccaaatgetaaaget

gcaaaatctcgttatcccatgggeacctgagaatttgacacttcataagetgtcggaatcccagetggaget

caattggaacaaccgtttcctcaaccattgtctggageacctggtgcagtacagaaccgactgggaccata
gttggacggagcagagtgtcgattatagacacaaattctcactaccctcagtggacgggcagaagaggta
cacatttagagtaaggagtcggttcaatcccctgtgegggteccgeccaacactggagtgagtggtcetcate

ctattcactggggcagcaacacgtccaaggagaaccctttcttgtitgctctggaagetgtigtgatttcagta
ggctctatgggattaatcatcagectectgtgtgtctattittggctggagegaacaatgeccaggatcccca
ctctcaaaaatctggaagaccttgtgacggagtatcacggceaactticagegegtggtetggegtetctaaag
gtcttgccgagagectgeagectgattacagtgagegcttatgectggtgagegagataccacctaaagga
ggagcececttggteaaggaccgggggcatccccctgtaatcaacactcaccatactgggeccccccctget
ataccctaaagcctgaaact (SEQ ID NO: 143)

cplL-
4(38-37)

IL-13Ral

atggccttaccagtgaccgcecttgetectgecgetggecttgetgeteccacgecgecaggecgaatacgac
tgagaaagagaccttttgtagggctgccacagtectgeggeagttctatagtcaccatgagaaagacacca
gatgtctggggocaaccgctcageaaticcatagacacaageagttaatccgatttctgaageggcttgate
gtaacttgtggggactagecggectgaactcatgeccegtgaaagaagegaatcagtecactctigagaa

166



WO 2022/169870

PCT/US2022/014936

cttcctcgaaaggcetcaagacaattatgecgegaaaagtacagcaagtgeagetetggeggaaacggteg
gcacaagtgtgatattacgctccaagaaatcatcaagactctgaactcectgaccgageagaaaacactttg

cactgagttgacagtgaccgacatattcgccgetagcaaatctggaggcggaagegggggteocggca

gcggcggtggaggatcaggiggcgeeoootccggegecggaagictgcagggcggceecagcacy
gcgecgaccgaaacccagecgecggteaccaacctgagegtgagegtggaaaacctgtgcaccgtgat
ttggacctggaacccgecggaaggegcgageageaactgecagectgtggtattttagecattttggcgata
aacaggataaaaaaattgcgecggaaacccgecgeagceattgaagtgccgctgaacgaacgcatttgect
gcaggtgggocagecagtgeageaccaacgaaagegaaaaaccgageattctggtggaaaaatgcatta

gcccgecggaaggegatccggaaagegeggtgaccgaactgecagtgeatttggcataacctgagetata
tgaaatgcagctggcetgecgggecgeaacaccageccggataccaactataccctgtattattggeatcge
agcctggaaaaaattcatcagtgcgaaaacatttttcgegaaggcecagtattttggetgeagetttgatctga

ccaaagtgaaagatagcagctttgaacagcatagegtgcagattatggtgaaagataacgegggcaaaat
taaaccgagctttaacattgtgccgetgaccagecgegtgaaaccggatccgecgeatattaaaaacctga
gctttcataacgatgatctgtatgtgcagtgggaaaacccgeagaactttattagecgetgectgttttatgaa
gtggaagtgaacaacagccagaccgaaacccataacgtgttttatgtgcaggaagegaaatgegaaaac

ccggaatttgaacgcaacgtggaaaacaccagcetgctttatggtgccgggcgtgctgecggatacectga
acaccgtgegceattcgegtgaaaaccaacaaactgtgctatgaagatgataaactgtggagcaactggag

ccaggaaatgagcattggcaaaaaacgcaacagcaccctgtatattaccatgetgetgattgtgecggtga
ttetggcggacgcgattattgtgetgetgetgtatctgaaacgectgaaaattattatttttccgecgattcegg
atccgggcaaaatttttaaagaaatgtttggcgatcagaacgatgataccctgeattggaaaaaatatgatatt
tatgaaaaacagaccaaagaagaaaccgatagegtggtgctgattgaaaacctgaaaaaagegagecag
(SEQ ID NO: 144)

IL-10

IL-10R1

atggccttaccagtgaccgcecttgetectgecgetggecttgetgeteccacgecgecaggecgtcacceg
gacagggtactcaatctgaaaatagttgcacccattttccaggaaatctgectaacatgetgagggacttac
gcgatgcattttcgcgtgtaaaaacattctttcagatgaaagatcaactggataacctgttgctaaaagagag
cctgcettgaggatttcaagggctatctgggctgtcaggegcetetccgaaatgattcaattctacctcgaagag
gtgatgccccaggecgagaaccaggacccagacatcaaggeccacgtgaattctctggggoagaatetg
aaaacgctcagattgcgactcagacggtgccacaggtttttaccttgtgaaaacaagagcaaagecgttga
gcaggtcaagaacgcttttaataagcticaggaaaaagggatctataaggcaatgtccgagttcgacatatt
cattaattacattgaggcttacatgaccatgaagatccggaactctggaggcggaageggggateocggc
agcggeggtggaggatcaggteecgggogggtcegggggcggaagictgeageatgggaccgagete
cccagtectecttetgtttggticgaagecgaattctticaccatattctgcactggactectatcccaaatcaat
cagaatcaacatgttacgaggtggcactgctgaggtacggaatcgagtcttggaatageatttcaaactgta
gccaaaccctgtcttacgatcttaccgetgtgacgetggacctgtatcatagcaacggcetaccgtgecagg
gttagggcagttgatggcagcagacactccaattggacagttacgaatacccgattcagtgtcgacgaggt
gactttaactgtcgggagtgttaaccttgaaattcacaacgggttcatattgggaaagatccagetcccecg
gccaaaaatggcecccagecaacgacacatacgagagtatattttctcattttagagagtatgagatcgeaat
ccgcaaggtgcctgggaatticacatttactcataagaaggtaaaacacgagaacttctccttgetcacctee
ggcgaagtgggggagtictgcgtgcaggtgaagecctcggtggcttcacgetccaataaaggeatgteg
agcaaagaagaatgtatttctctgactcggeagtactttaccgtgactaacgtaatcatattttttgecttcgtge
tcctgctgtetggtgccctggectattgectggegcettcaactttatgtgecggaggaggaagaagetgecgt
ccgtgctgttgtttaagaaaccgtceteectteatttttatcagecagegececctcacccgaaacacaggatact
attcacccccttgacgaagaagccttecttaaagtgtcccccgagetaaaaaacctcgacctgecacgggtc
caccgatagcgggtttggtagcaccaaaccatccttgecaaaccgaggagecccagttcttgctecctgate
cacacccacaggctgacagaacgttgggaaacagagageccccagtectgggggattectgticgtcag

ggtctagtaatagtaccgatagegggatttgcctgcaggagecgagectgteaccetcaaccggtecgac
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ctgggagcagcaagtaggatctaactcccgegggceaggatgactccggeatagacctegtacagaattc
ggaaggccgggcggatoacacacagggeggctecgetetgggccaccattccccaccagageccgag
gtcectggegaggaggaccctgeagecgtegettttcaaggctatetgegtcagacacgatgtgctgaag
agaaagctactaagacgggatgtcttgaagaggaatctccgettacagacggattgggaccaaagttcgg
cagatgcctagtggatgagacgggoactacatcctcccgeattagcaaagggetacctgaageaggateca
ctagaaatgacactggcctcatctggegeccctacaggacagtggaaccagecaaccgaagagtggtee
ttgctcgcetttaagcetcttgeagtgacctgggtatctcagattggagttttgcacacgacctegeccctetggg
ttgcgtcgecgetectggtggactcttaggaagtttcaatagegatetegteactetgectctcatcagtaget
tacagagcagcgaa (SEQ 1D NO: 145)

IL-10

IL-10R2

atggccttaccagtgaccgecttgctectgecgetggcecttgetgetccacgecgecaggecegtcacceg

gacagggtactcaatctgaaaatagttgcacccattttccaggaaatctgectaacatgetgagggacttac

gcgatgcattttcgegtgtaaaaacattctttcagatgaaagatcaactggataacctgttgetaaaagagag
cctgcettgaggatttcaagggctatctgggctgtcaggegcetetccgaaatgattcaattctacctcgaagag
gtgatgccccaggecgagaaccaggacccagacatcaaggeccacgtgaattctctggggoagaatetg
aaaacgctcagattgcgactcagacggtgccacaggtttttaccttgtgaaaacaagagcaaagecgttga
gcaggtcaagaacgcttttaataagceticaggaaaaagggatctataaggcaatgtccgagttcgacatatt
cattaattacattgaggcttacatgaccatgaagatccggaactctggaggcggaagegggggteacggc
agcggceggtggaggatcaggtggcggggegtccgggggcggaagtctgeagatggtaccaccacctg
aaaatgtgaggatgaactctgtgaattttaagaacattctccagtgggaaagtcecgcttttgetaaggggaa
cctgaccttcacageccaatacttatcctaccgaatcticcaagacaagtgcatgaataccactttaactgaat
gcgacttctcaagectgtctaagtatggegatcatacactgegggticgtgccgagtttgeccgacgageact
ctgactgggtgaatataaccttctgecccgtcgatgatactataattgggccaccaggtatgcaagttgaagt
gttggcagattcgetgcacatgaggtttctcgeccccaaaatcgagaacgagtacgagacctggacgatg

aagaatgtctacaactcttggacatataatgttcagtattggaaaaacggaaccgacgagaagtttcagatc

actccgcagtatgattticgaagtcctgagaaacctcgagecttggacaacttactgtgtccaagtgecgegge
tttctccctgaccggaacaaggcaggagagtggtcagaaccggtgtetgagcagaccacccacgacgag
acagtacccagctggatggtagetgtgatecttatggectecgtgttcatggtttgtctagetttgttgggctgt
tttgcccttctatggtacgtctataaaaagaccaaatacgegttticacctagaaacagecttccacageacct
caaggagttcctggggcatcctcatcacaatacactgcetgttettctecttcececctgagtgacgaaaacgat
gtgtttgataaactgtcegtgattgecagaagacagtgagtccggcaaacagaatccaggagatagtigeag
cctggotacgcctceccggacagggccceccagage (SEQ ID NO: 146)

mlL-10

IL-10R1

atggccttaccagtgaccgcecttgetcctgecgetggecttgetgetccacgecgecaggecgtegectgg
ccagggaacgcagagtgaaaatagctgtacccactttcccggeaacctaccaaatatgetcagagatctge
gggatgcattctcccgggtgaagacatttttccaaatgaaggatcagttggacaaccttetgttgaaggagtc
actcttagaggacttcaagggatacctggggtgccaagecctgtctgagatgattcagttctacctcgaaga
ggotaatgccacaggecgaaaaccaggaccctgatataaaagetcatgtcaatagtttaggegagaatetga
aaactctcaggctgcgtctgcgaagatgecaccgetttctgecctgtgagaacgggggagegtctogteg
caaaagcaaagctgtggagcaagttaaaaatgcattcaacaaacttcaggagaagggtatttataaggcga
tgtccgaatttgacatctttattaattacatcgaagcectatatgaccatgaagatcaggaactctggaggegg

aagrggeootaacgacageagcggiggaggatcaggigecggggagiccgggggcggaagictee

agcatgggaccgagctccecagtectecttetgtitggticgaagecgaattctttcaccatattctgeactgg
actcctatcccaaatcaatcagaatcaacatgttacgaggtggceactgctgaggtacggaatcgagtcttgg
aatagcatttcaaactgtagccaaaccctgtettacgatcttaccgetgtgacgetggacctgtatcatagea

acggctaccgtgecagggttagggceagtigatggcagcagacactccaattggacagttacgaatacccg
attcagtgtcgacgaggtgactttaactgtcgggagtgttaaccttgaaattcacaacgggttcatattggga

aagatccagctcccceggecaaaaatggecccagecaacgacacatacgagagtatattttctcattttaga
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gagtatgagatcgcaatccgcaaggtgcctgggaatticacatttactcataagaaggtaaaacacgagaa
cttctecttgetcaccteccggegaagtgggggagttctgcgtgecaggtgaageccteggtggcttcacgcet

ccaataaaggcatgtggagcaaagaagaatgtatttctctgactcggeagtactttaccgtgactaacgtaat
catattttttgccttegtgctectgetgtetggtgecctggectattgectggegcettcaactttatgtgecggagg
aggaagaagctgccgtecgtgctgttgtttaagaaaccgtctecctteatttttatcagecagegecccteac
ccgaaacacaggatactattcacccecttgacgaagaagcecttccttaaagtgtcccccgagetaaaaaac
ctcgacctgecacgggtecaccgatagegggtttggtagcaccaaaccatecttgecaaaccgaggagece

cagttcttgcteectgatccacacccacaggetgacagaacgttigggaaacagagageccccagtectgg
gggattcctgticgtcagggtetagtaatagtaccgatagegggatttgectgcaggagecgagectgtea

ccctcaaccggtecgacctgggageageaagtaggatctaactcecgegggeaggatgactecggeata
gacctcgtacagaattcggaaggecgggcgggtgacacacagggeggetccgetetgggecaccatte

cccaccagageccgaggtecctggegaggaggaccctgeagecgtegcettttcaaggetatetgegtea

gacacgatgtgctgaagagaaagctactaagacgggatgtcttgaagaggaatctccgettacagacgga
ttgggaccaaagticggcagatgcctagtggatgaggcgggactacatcctcccgeattagcaaagggct
acctgaagcaggatccactagaaatgacactggcectcatctggegeccctacaggacagtggaaccage
caaccgaagagtggtccttgetcgetttaagetettgcagtgacctgggtatctcagattggagttttgcaca

cgacctcgeccctetgggttgegtegecgetectggtggactcttaggaagtttcaatagegatctegtcact
ctgcctctcatcagtagettacagageagegaa (SEQ ID NO: 147)

mlIL-10

IL-10R2

atggccttaccagtgaccgecttgetectgecgetggecttgetgetccacgecgecaggecegtegectgg
ccagggaacgcagagtgaaaatagctgtacccactttcccggcaacctaccaaatatgetcagagatetge
gggatgcattctcccgggtgaagacattittccaaatgaaggatcagtiggacaaccttetgttgaaggagte
actcttagaggacttcaagggatacctggggtgccaagecctgtctgagatgattcagttctacctcgaaga
ggtaatgccacaggccgaaaaccaggaccctgatataaaagetcatgtcaatagtitaggegagaatctga
aaactctcaggctgcgtctgcgaagatgecaccgetttctgecctgtgagaacgggggagegtctggteg
caaaagcaaagctgtggagcaagttaaaaatgcattcaacaaacttcaggagaagggtatttataaggega
tgtccgaatttgacatctttattaattacatcgaagectatatgaccatgaagatcaggaactctggaggcgg
aagrgeeootaocgocageagcggiggaggatcaggiggcggggagiccgggggcggaagictee
agatggtaccaccacctgaaaatgtgaggatgaactctgtgaattttaagaacattctccagtgggaaagtc
ccgcettttgctaaggggaacctgaccttcacageccaatacttatcctaccgaatcttccaagacaagtgcat
gaataccactttaactgaatgcgacttctcaagectgtctaagtatggegatcatacactgegggttegtgee
gagtttgccgacgageactctgactgggtgaatataaccttetgeccegtegatgatactataattgggceca
ccaggtatgcaagttgaagtgttggcagattcgetgeacatgaggttictcgeccecaaaatcgagaacga
gtacgagacctggacgatgaagaatgtctacaactctiggacatataatgttcagtattggaaaaacggaac
cgacgagaagtttcagatcactccgeagtatgatticgaagtcctgagaaacctcgagecttggacaactta
ctgtgtccaagtgegeggcetttetccctgaccggaacaaggeaggagagtggtcagaaccggtgtgtgag
cagaccacccacgacgagacagtacccagctggatggtagctgtgatecttatggectecgtgttcatggtt
tgtctagettigttgggctgttttgecctictatggtgegtctataaaaagaccaaatacgegttticacctagaa
acagccttccacagcacctcaaggagttcctggggcatcctcatcacaatacactgetgttcttctecttece
cctgagtgacgaaaacgatgtgtitgataaactgtccgtgattgcagaagacagtgagtccggcaaacaga
atccaggagatagttgcagectgggtacgectececeggacagggeccccagage (SEQ ID NO:
148)

cplL-
10(58/57)

IL-10R1

atggccttaccagtgaccgcecttgetectgecgetggecttgetgeteccacgecgecaggecgggttactt

gggoctgtcaggctctgagtgaaatgattcagttctatcttgaagaggttatgectcaggeggagaaccaaga
cccagacatcaaggeccatgtgaactctctcggggagaatctgaaaacactgegactgeggttaagacgtt
gccacaggttcctaccctgegaaaataaaagcaaggecgtcgagcaagtgaaaaacgceattcaataaact
ccaggaaaagggaatttacaaggcecatgtccgagtitgatatctttataaactatattgaggcettacatgacca
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tgaagatccgeaatggtagtggtggaageggegggggaggcagtgggggaggcgggtcctcecetgg
ccagggaactcagtcagaaaatagctgcacacactttccagggaatctccccaacatgttgagagatctga
gggacgccttctectcgggtgaaaacctttttccaaatgaaagaccagetggacaacctecttctgaaggag
agtttactagaggatttcaagtctggaggcggaagegggootggcggcageggcggtegaggatcagg
tggcggggootccggogocggaagtetgcageatgggaccgageteececcagtectecttetgtttggttc
gaagccgaattctttcaccatattctgeactggactectatcccaaatcaatcagaatcaacatgttacgaggt
ggcactgetgaggtacggaatcgagtcttggaatageatttcaaactgtagecaaaccctgtcttacgatett
accgctgtgacgetggacctgtatcatagcaacggcetaccgtgccagggttagggcagttgatggcagea
gacactccaattggacagttacgaatacccgattcagtgtcgacgaggtgactttaactgtcgggagtgtta
accttgaaattcacaacgggttcatattgggaaagatccagcetcccccggecaaaaatggecccagecaa
cgacacatacgagagtatattttctcattttagagagtatgagatcgcaatccgcaaggtgectgggaattic
acatttactcataagaaggtaaaacacgagaacttctccttgetcacctccggegaagtgggggagttctec
gtgcaggtgaagecctcggtggcttcacgetccaataaaggeatgtggagcaaagaagaatgtatttctct
gactcggcagtactttaccgtgactaacgtaatcatattttttgecttcgtgetectgetgtetggtgccctgge
ctattgcctggegcettcaactttatgtgcggaggaggaagaagetgecgtecgtgctgttgtttaagaaace
gtctcectteatttttatcagecagegeccctcacccgaaacacaggatactattcacceecttgacgaagaa
gccttecttaaagtgtcccccgagcetaaaaaacctcgacctgecacgggtecaccgatagegggtttggtag
caccaaaccatccttgcaaaccgaggagcecccagttettgetccctgatccacacccacaggetgacaga
acgttgggaaacagagagcccccagtectgggggattectgticgtcagggtctagtaatagtaccgatag
cgggatttgcctgcaggagecgagectgtcacectcaaccggteccgacctgggagcagcaagtaggate
taactcccgegggcaggatgactccggeatagacctegtacagaaticggaaggecgggegggtgaca
cacagggcggctecgcetetgggecaccattcecccaccagageccgaggtecctggegaggaggaccct
gcagccgtegcttttcaaggcetatetgegtcagacacgatgtgetgaagagaaagetactaagacgggatg
tcttgaagaggaatctccgettacagacggattgggaccaaagticggeagatgectagtggatgaggcg
ggactacatcctcccgeattagcaaagggctacctgaageaggatccactagaaatgacactggectceate
tggcgececctacaggacagtggaaccagecaaccgaagagtggtecttgetcgetttaagetettgecagtg
acctgggtatctcagattggagttttgcacacgacctcgeccctetgggttgegtegecgetectggtggac
tcttaggaagtttcaatagcgatctcgtcactctgectetcatcagtagettacagageagegaa (SEQ
1D NO: 149)

cplL-
10(58/57)

IL-10R2

atggccttaccagtgaccgecttgctectgecgetggecttgetgeteccacgecgecaggecgggttactt

gggctgtcaggctctgagtgaaatgattcagtictatcttgaagaggttatgectcaggeggagaaccaaga
cccagacatcaaggceccatgtgaactetctcggggagaatctgaaaacactgegactgeggttaagacgtt
gccacaggttectaccctgegaaaataaaagcaaggecgtcgagcaagtgaaaaacgeattcaataaact
ccaggaaaagggaatttacaaggccatgtccgagtttgatatctttataaactatattgaggcttacatgacca
tgaagatccgeaatggtggtggtggaageggegggggaggcagigggggaggcgggtecticcectgg
ccagggaactcagtcagaaaatagctgcacacactttccagggaatctccccaacatgttgagagatctga
gggacgccttctctcgggtgaaaacctttttccaaatgaaagaccagetggacaacctecttctgaaggag

agtttactagaggatttcaagtctggaggcggaagegggggteggcggcageggcggtggaggatcagg
tggcggggggtccggggacggaagtctgcagatggtaccaccacctgaaaatgtgaggatgaactetgt
gaattttaagaacattctccagtgggaaagtccegettttgetaaggggaacctgaccttcacageccaata

cttatcctaccgaatcttccaagacaagtgcatgaataccactttaactgaatgegacttctcaagectgtcta

agtatggcgatcatacactgcgggttegtgeccgagtttgecgacgageactetgactgggtgaatataacct
tctgceecgtecgatgatactataattgggccaccaggtatgcaagttgaagtgttggcagattcgetgeacat
gaggtttctcgeccccaaaatcgagaacgagtacgagacctggacgatgaagaatgtcetacaactcttgga
catataatgttcagtattggaaaaacggaaccgacgagaagtttcagatcactccgeagtatgatttcgaagt

cctgagaaacctcgagecttggacaacttactgtgtccaagtgegeggctttetecctgaccggaacaagg
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caggagagtggtcagaaccggtgtgtgageagaccacccacgacgagacagtacccagetggatggta
gctgtgatccttatggecteegtgttcatggtttgtetagetitgttggectgttttgeccttctatggtgegtctat
aaaaagaccaaatacgcgttttcacctagaaacagecttccacageacctcaaggagttectggggcatee
tcatcacaatacactgctgttcttctecttcccectgagtgacgaaaacgatgtgtttgataaactgtccgtgat
tgcagaagacagtgagtccggeaaacagaatccaggagatagttgcagectgggtacgectcecggaca
ggecceccagage (SEQ ID NO: 150)

tdIL-10

IL-10R1

atggccttaccagtgaccgcecttgetectgecgetggecttgetgetccacgecgecaggecgtetecggg
acagggaacccagagcgaaaactcctgeactcattttcctggceaacctecccaatatgetgegagacttge
gcgacgcattctcaagggtgaagacgticttccagatgaaggatcaactggacaacttattgctgaaagaat
ctctgetcgaggatttcaaaggatacctgggatgtcaggcactgagegagatgatccaattttacctggagg
aggtcatgcctcaggetgagaatcaggatcctgacatcaaggeccacgtgaacagtcttggagagaatctt
aagacccttaggctgagacttagacggtgtcaccgctttctgecctgegaaaataaatcaaaageggtgga
acaggttaagaacgcttttaataagctgcaggaaaagggcatttataaagctatgagtgaatttgacattttca
ttaactatatcgaggcctatatgacaatgaaaattaggaacgggggaggocggoagcgeggoceacggct
caggcggtggogoootcctetccaggtcaaggaacacaatctgagaactectgeacacacttcececggea
atctaccaaacatgctcagagatctcagggacgegttcagtcgagtgaaaactttcticcagatgaaggatc
agctggacaatctactgctgaaagaaagcettgcttgaggattttaaaggetatctgggttgtcaggecttate
ggagatgatccagttitacttggaggaagttatgcctcaggcagaaaaccaagaccccgatatcaaggcete
atgtgaattccctcggtgaaaacctaaagaccttacgectgegtetcagacggtgteateggtttttgecatg
cgagaataagtccaaagecgtagagcaggtcaagaatgecttcaataagetccaggagaaggggatata
caaagcaatgagcgaatttgacattttcatcaactacatagaggcctacatgaccatgaagatccggaactc
ggaggrggaageggaggteacgorcageggacggtagagaatcaggiaacggggegiccgeeoocy
gaagtctgcagcatgggaccgagcetccccagtectectictgtttggttcgaagecgaattctttcaccatatt
ctgcactggactcctatcccaaatcaatcagaatcaacatgttacgaggtggcactgetgaggtacggaatc
gagtcttggaatagcatttcaaactgtagccaaaccctgtcttacgatcttaccgetgtgacgetggacctgt
atcatagcaacggctaccgtgccagggttagggcagttgatggcagecagacactccaattggacagttac
gaatacccgattcagtgtcgacgaggtgactttaactgtcgggagtgttaaccttgaaattcacaacgggttce
atattgggaaagatccagctcccccggecaaaaatggecccagecaacgacacatacgagagtatatttte
tcattttagagagtatgagatcgcaatccgcaaggtgcctgggaatttcacatttactcataagaaggtaaaa
cacgagaacttctccttgetcaccteccggegaagtgggggagtictgcgtgeaggtgaageecteggtag
cttcacgctccaataaaggeatgtggagcaaagaagaatgtatttctctgactcggeagtactttaccgtgac
taacgtaatcatattttttgccttcgtgetectgetgtetggtgccctggectattgectggegcttcaactttatg
tgcggaggaggaagaagetgecgtecgtgctgtigtitaagaaaccgteteectteatttttatcagecageg
cccectcacccgaaacacaggatactattcacceccttgacgaagaagecttecttaaagtgteecceccgage
taaaaaacctcgacctgcacgggtccaccgatagegggtttggtagecaccaaaccatecttgcaaaccga
ggagccccagttcttgetccctgatccacacccacaggetgacagaacgttgggaaacagagageccce
agtcctgggggattectgttcgtcagggtctagtaatagtaccgatagegggatttgectgcaggagecga
gcctgtcaccctcaaccggtecgacctgggageageaagtaggatctaactcccgegggeaggatgact
ccggcatagacctcgtacagaattcggaaggecgggegggtgacacacagggeggetecgetetgggce
caccattccccaccagageccgaggteectggegaggaggaccctgeagecgtegcettttcaaggctate
tgcgtcagacacgatgtgctgaagagaaagctactaagacgggatgtcttgaagaggaatctccgcettaca
gacggattggoaccaaagttcggcagatgectagtggatgaggcgggactacatcctcccgeattageaa
agggctacctgaagcaggatccactagaaatgacactggectcatetggegeccctacaggacagtgga
accagccaaccgaagagtggtecttgetcgctttaagetcttgcagtgacctgggtatctcagattggagttt
tgcacacgacctegeccctetgggttgegtegecgetectggtggactettaggaagtttcaatagegatet

cgtcactctgecteteatcagtagettacagageagegaa (SEQ ID NO: 151)

171




PCT/US2022/014936

atggccttaccagtgaccgecttgetectgecgetggcecttgetgetccacgecgecaggecegteteeggg
acagggaacccagagcgaaaactcctgeactcattttcctggcaacctcecccaatatgetgegagacttge
gcgacgcattctcaagggtgaagacgttcttccagatgaaggatcaactggacaacttattgctgaaagaat
ctctgetcgaggatttcaaaggatacctgggatgtcaggcactgagegagatgatccaattttacctggage
aggtcatgcctcaggetgagaatcaggatectgacatcaaggeccacgtgaacagtettggagagaatctt
aagacccttaggctgagacttagacggtgtcaccgetttctgecctgegaaaataaatcaaaageggtgga
acaggttaagaacgcttttaataagctgcaggaaaagggcatttataaagctatgagtgaatttgacattttca
ttaactatatcgaggcctatatgacaatgaaaattaggaacgggggaggcgggagcgegggcgacggct
caggcggtggggogsotcctectccaggtcaaggaacacaatctgagaactectgeacacacttcececggea
atctaccaaacatgctcagagatctcagggacgegttcagtcgagtgaaaactttcttccagatgaaggatc
agctggacaatctactgctgaaagaaagcttgcttgaggattttaaaggctatctgggttgtcaggecttate
ggagatgatccagttttacttggaggaagttatgectcaggcagaaaaccaagacccecgatatcaaggcete
atgtgaattccctcggtgaaaacctaaagaccttacgectgegtctcagacggtgtcatcggtttttgecatg
cgagaataagtccaaagccgtagagcaggtcaagaatgccttcaataagetccaggagaaggggatata
caaagcaatgagcgaatttgacattttcatcaactacatagaggcctacatgaccatgaagatccggaactc
tggagecggaageggggagtagcgaragrggcggtegaggatcaggtegcgggaggiccgggaacy
gaagtctgcagatggtaccaccacctgaaaatgtgaggatgaactctgtgaattttaagaacattctccagtg
ggaaagtccegcettttgctaaggggaacctgaccttcacageccaatacttatcctaccgaatcttccaaga
caagtgcatgaataccactttaactgaatgcgacttctcaagectgtctaagtatggcgatcatacactgegg
gttcgtgecgagtttgecgacgageactctgactgggtgaatataacctictgeccegtegatgatactataa
ttgggccaccaggtatgcaagttgaagtgttggcagattcgetgeacatgaggtttctcgeccccaaaateg
agaacgagtacgagacctggacgatgaagaatgtctacaactcttggacatataatgttcagtattggaaaa
acggaaccgacgagaagtttcagatcactccgeagtatgatticgaagtectgagaaacctegagecttgg
acaacttactgtgtccaagtgegeggcetttctccctgaccggaacaaggcaggagagtggtcagaaccgg
tgtgtgagcagaccacccacgacgagacagtacccagetggatggtagetgtgatccttatggecteegtg
ttcatggtttgtctagetttgtigggctgttttgecctictatggtgcgtetataaaaagaccaaatacgegttttc
acctagaaacagccttccacagcacctcaaggagttcctggggceatcctcatcacaatacactgetgttctt
ctccttcccectgagtgacgaaaacgatgtgtttgataaactgtcegtgattgcagaagacagtgagtcegg
caaacagaatccaggagatagttgcagectgggtacgecteccggacagggeccccagage (SEQ
1D NO: 152)

WO 2022/169870
tdIL-10 | IL-10R2
IL-13 |IL-13Ral

atggccttaccagtgaccgecttgctectgecgetggecttgetgeteccacgecgecaggecgttaacatgt
ctgggcgggttcgectcacctggaccagttcecccttcaaccgetetcagagaactgattgaggagetegt
caatatcacccagaaccaaaaagccccactctgcaatggaagtatggtgtggtctattaacttgactgecgg
catgtactgtgccgeactggagtctttgatcaacgtgtccgggtgcagtgcaatcgaaaagacgcagegg

atgctgageggcttttgeccccacaaggtgagegetggteagttttccagecttcacgtgegagatacaaa

gatagaagtagcgcagttcgtcaaggacctgetgctgeatcttaaaaaactatttcgegagggtaggttcaa
ttctggaggeggaagegggggtggeggeageggeggtggaggatcaggtggeggggggteeggggs
cggaagtctgcagggeggcggcggcgcggegecgaccgaaacccagecgecggtgaccaacctgag
cgtgagcgtggaaaacctgtgecaccgtgatttggacctggaacccgecggaaggegegageageaact

gcagcctgtggtattttagecattttggegataaacaggataaaaaaattgegecggaaacccgecgeage
attgaagtgccgetgaacgaacgcatttgectgcaggtgggcagecagtgcageaccaacgaaagegaa
aaaccgagcattctggtggaaaaatgcattagecccgecggaaggegateccggaaagegeggtgaccga
actgcagtgcatttggcataacctgagctatatgaaatgcagetggetgecgggecgeaacaccageccg
gataccaactataccctgtattattggcatcgcagectggaaaaaattcatcagtgegaaaacatttttcgeg

aaggccagtattttggctgecagcetttgatctgaccaaagtgaaagatagecagcetttgaacagcatagegtac

agattatggtgaaagataacgcgggcaaaattaaaccgagctttaacattgtgccgetgaccagecgegtg
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aaaccggatccgecgcatattaaaaacctgagctttcataacgatgatetgtatgtgcagtgggaaaacceg
cagaactttattagccgctgectgttttatgaagtggaagtgaacaacagccagaccgaaacccataacgtg
ttttatgtgcaggaagcgaaatgcgaaaacccggaatttgaacgcaacgtggaaaacaccagcetgcetttat

ggtgccgggegtgctgecggataccctgaacacegtgegeattcgegtgaaaaccaacaaactgtgctat
caagatgataaactgtggagcaactggagecaggaaatgageattggcaaaaaacgcaacageaccctg
tatattaccatgctgctgattgtgceggtgattgtggegggcgegattattgtgetgetgctgtatctgaaacg
cctgaaaattattatttttccgecgattcecggatccgggcaaaatttttaaagaaatgtttggcgatcagaacg

atgataccctgcattggaaaaaatatgatatttatgaaaaacagaccaaagaagaaaccgatagegtggtg

ctgattgaaaacctgaaaaaagegagccag (SEQ ID NO: 153)

IL-13

IL-4Ra

atggccttaccagtgaccgecttgctectgecgetggcecttgetgetccacgecgecaggecgttaacatgt
ctgggcgggttcgectcacctggaccagticeccccttcaaccgetetcagagaactgattgaggagetegt
caatatcacccagaaccaaaaagccccactctgcaatggaagtatggtgtgotctattaacttgactgecgg
catgtactgtgccgeactggagtctttgatcaacgtgtccgggtocagtgcaatcgaaaagacgcagegg
atgctgageggcttttgeccecacaaggtgagegetggteagttticcagecttcacgtgegagatacaaa
gatagaagtagcgcagttcgtcaaggacctgetgetgeatcttaaaaaactatttcgecgagggtaggttcaa
tictggaggeggaagegggegtggeggcageggcggtggaggatcaggtggeggggggtccgggeg
cggaagtctgcagatgaaagtactgcaggaaccgacctgcgtgagegattatatgageattageacctge
gaatggaaaatgaacggcccgaccaactgeageaccgaactgegectgetgtatcagetggtgtttetget
gagcgaagcegcatacctgeaticcggaaaacaacggeggegegggetgegtgtgccatetgetgatgga
tgatgtggtgagcgceggataactataccctggatctgtgggcgggccageagetgetgtggaaaggcag
ctttaaaccgagcgaacatgtgaaaccgegegegecgggeaacctgaccgtgeataccaacgtgagega
taccctgcetgetgacctggagcaaccegtatccgecggataactatctgtataaccatctgacctatgeggt
gaacatttggagcgaaaacgatccggeggattttcgeatttataacgtgacctatctggaaccgagectgeg
cattgcggcegagceaccctgaaaageggceattagetatcgegegegegtgegegegtgggcgeagtgcta
taacaccacctggagcgaatggagcccgageaccaaatggeataacagetatcgegaaccgtitgaaca
gcatctgetgetgggegtgagegtgagetgeattgtgattctggcggtgtgcctgetgtgctatgtgageatt
accaaaattaaaaaagaatggtgggatcagattccgaacccggegegeagecgectggtggegattatta
ttcaggatgcgcagggcagecagtgggaaaaacgcagecgeggecaggaaccggcgaaatgcccge
attggaaaaactgcctgaccaaactgetgecgtgctttctggaacataacatgaaacgcgatgaagatccg
cataaagcggcgaaagaaatgecgtticagggeageggcaaaagegegtggtecccggtggaaattag
caaaaccgtgctgtggecggaaagcattagegtggtacgetgcgtggaactgtitgaagegecggtggaa
tgcgaagaagaagaagaagtggaagaagaaaaaggcagettttgcgcgageccggaaageagecgeg
atgattttcaggaaggccgegaaggceattgtggcgegectgaccgaaagectgtttetggatetgetgggc
gaagaaaacggcggcttttgccageaggatatgggcgaaagetgectgetgecgecgageggeageac
cagcgcgceatatgecgtgggatgaatttccgagegegggeccgaaagaagegecgecgtggggcaaa
gaacagccgctgeatctggaaccgageccgecggegageccgacccagageccggataacctgacct
gcaccgaaaccccgetggtgattgegggcaacceggegtatcgeagetttagcaacagectgagecaga
gcccgtgeccgegegaactgggeccggatecgetgetggegegecatctggaagaagtggaaccgga
aatgccgtgegtgccgeagetgagegaaccgaccaccgtgecgeagecggaaccggaaacctgggaa
cagattctgcgecgeaacgtgetgeageatggegeggeggeggcgecggtgagegegecgaccageg
gctatcaggaatttgtgcatgecggtggaacagggcggeacccaggegagegeggtggtggocctgggc
ccgecgggcgaagegggctataaagegtttagcagectgetggegageagegeggtgageccggaaa
aatgcggctttggcgcgagecageggegaagaaggctataaaccgtttcaggatctgattccgggcetgece
gggcgatccggegecggteccggtgccgetgtitacctttggectggatcgegaaccgecgegeagece
gcagagcagccatctgeccgageageageccggaacatetgggcctggaaccgggegaaaaagtggaa

gatatgccgaaaccgecgetgecgeaggaacaggegaccgatcegetggtggatagectgggeageg
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gcattgtgtatagcgegetgacctgecatctgtgeggecatctgaaacagtgecatggecaggaagatgg

cggccagaccecggtgatggcgageccgtgctgecggcetgetgctgeggegategeageageecgecg

accacccecgcetgegegegecggatccgageecgggeggegtgccgetggaagegagectgteceegg
cgagcectggcgecgageggcattagecgaaaaaagcaaaageageageagcetttcatcecggegeeggg

caacgcgcagagcagcagecagaccccgaaaattgtgaactttgtegagegtggecccgacctatatgeg

cgtgage (SEQ 1D NO: 154)

cplL-
13(75/74)

IL-13Ral

atggccttaccagtgaccgcecttgetectgecgetggecttgetgetccacgecgecaggecggtgageg
cgggccagtttagcagectgcatgtgcgegataccaaaattgaagtggcgceagtitgtgaaagatctgctg
ctgcatctgaaaaaactgtttcgcgaaggcecgcetitaacggaggaggtggatctctgacctgectgggegg
ctttgcgagceccgggeccggtgccgecgageaccgegetgegegaactgattgaagaactggtgaacat
tacccagaaccagaaagcgecgcetgtgcaacggeageatggtgtggagcattaacctgaccgegggcat
gtattgcgeggegctggaaagectgattaacgtgageggactgcagegegattigaaaaaacccagegceat
gctgageggcttttgeccgeataaatctggaggeggaagegggogtogcgocageggeggtagagoat
Cagglggcggggagiccggagacggaagictgcaggacggcgaragcgrceecagccgaccgaaacc
cagccgecggtgaccaacctgagegtgagegtggaaaacctgtgcacegtgatttggacctggaaceeg
ccggaaggcgegageageaactgeagectgtggtattttagecattitggegataaacaggataaaaaaat
tgcgccggaaacccgecgeageattgaagtgccgetgaacgaacgeatttgectgeaggtgggcageca
gtgcagcaccaacgaaagcgaaaaaccgageatictggtggaaaaatgcattageccgecggaaggceg
atccggaaagcegeggtgaccgaactgcagtgeatttggcataacctgagetatatgaaatgcagetggetg
ccgggcecgceaacaccageccggataccaactatacectgtattattggcatcgcagectggaaaaaattca
tcagtgcgaaaacatttttcgcgaaggcecagtattttggctgcagetttgatctgaccaaagtgaaagatage
agctttgaacagcatagcgtgcagattatggtgaaagataacgcgggcaaaattaaaccgagctttaacatt
gtgcegcetgaccagecgegtgaaaccggatccgecgeatattaaaaacctgagcetttcataacgatgatct
gtatgtgcagtgggaaaacccgceagaactttattagececgetgectgttitatgaagtggaagtgaacaacag
ccagaccgaaacccataacgtgttttatgtgcaggaagcgaaatgegaaaacccggaatttgaacgcaac
gtggaaaacaccagetgetttatggtoccgggegtactgccggataccctgaacaccgtgegeaticgeg
tgaaaaccaacaaactgtgctatgaagatgataaactgtggagcaactggagccaggaaatgageattgg
caaaaaacgcaacagcaccctgtatattaccatgctgctgattgteccggtgattgtggcggocgegattat
tgtgctgctgctgtatctgaaacgectgaaaattattatttttccgecgattccggatccgggceaaaatttttaa
agaaatgtttggcgatcagaacgatgataccctgeattggaaaaaatatgatatttatgaaaaacagaccaa
agaagaaaccgatagcgtggtectgattgaaaacctgaaaaaagegagecag (SEQ ID NO:
155)

cplL-
13(75/74)

IL-4Ra

atggccttaccagtgaccgcecttgetectgecgetggecttgetgetccacgecgecaggecggtgageg

cgggccagtttagcagectgcatgtgecgegataccaaaattgaagtggegeagttigtgaaagatctgetg

ctgcatctgaaaaaactgtttcgcgaaggecgctttaacggaggaggtggatctctgacctgectgggegg
ctttgcgageccgggeccggtgccgecgageaccgegetgegegaactgattgaagaactggteaacat
tacccagaaccagaaagcgecgcetgtgcaacggeageatggtgtggagcattaacctgaccgegggcat
gtattgcgeggegctggaaagectgattaacgtgageggactgcagegegattgaaaaaacccagegceat

gctgageggcttttgeccgeataaatctggaggeggaagegggogotogcgecageggeggtagaggat
caggtggcggooootccggggacggaagtctgcagatgaaagtgctgcaggaaccgacctgcgtgag
cgattatatgagcattagcacctgegaatggaaaatgaacggeccgaccaactgcageaccgaactgege
ctgctgtatcagetggtgtttctgetgagegaagegeatacctgeattccggaaaacaacggegececeg

gctgegtgtgccatctgetgatggatgatgtggtgagegeggataactatacectggatctgtgggcgggoc
cagcagctgctgtggaaaggceagctitaaaccgagcegaacatgtgaaaccgegegegecgggceaacct
gaccgtgcataccaacgtgagcgataccetgetgetgacctggageaaccegtatcecgecggataactat
ctgtataaccatctgacctatgcggtgaacatttggagecgaaaacgatccggeggatiticgeatttataacg
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tgacctatctggaaccgagcectgcgeattgeggegageaccctgaaaageggeattagetatcgegege

gcgtgcgegegtggecgcagtgctataacaccacctggagegaatggageccgageaccaaatggeat
aacagctatcgcgaaccgtttgaacagceatctgetgetgggcgtgagegtgagetgcattgtgattctgge

gototocctgctgtoctatgtgageattaccaaaattaaaaaagaatggtggoatcagattccgaacccgg

cgegeagecgectggtggegattattattcaggatgegcagggeagecagtgggaaaaacgcagecge

ggccaggaaccggcgaaatgeccgeattggaaaaactgectgaccaaactgetgecgtgetttctggaac
ataacatgaaacgcgatgaagatccgcataaageggcgaaagaaatgecgtticagggcageggcaaaa
gcgegtggtgcccggtggaaattagcaaaaccgtgctgtggecggaaageattagegtggtacgetgcg
tggaactgtttgaagcgccggtggaatgcgaagaagaagaagaagtggaagaagaaaaaggeagctttt
gcgegageccggaaageagecgegatgattitcaggaaggecgegaaggcattgtggcgegectgace
gaaagcctgtitctggatctgctgggcgaagaaaacggeggctittgecageaggatatgggcgaaaget
gcctgetgecgecgageggeageaccagegegeatatgecgtgggatgaatttccgagegegggeccg
aaagaagcgccgecgtggggcaaagaacagecgetgeatctggaaccgageccgecggegageccg
acccagagcccggataacctgacctgecaccgaaaccecgetggtgattgegggcaacceggegtatcge
agctttagcaacagcctgagecagageccgtgeccgegegaactgggeccggatecgetgetggegeg
ccatctggaagaagtggaaccggaaatgecgtgcgtgccgeagetgagegaaccgaccaccgtgecge
agccggaaccggaaacctgggaacagattctgegecgeaacgtgetgcageatggegeggeggegec
gccggteagegegecgaccageggctatcaggaatttgtgcatgcggtggaacagggeggcacccagg
cgagcgcggtggtogocctggecccgecgggegaagegggctataaagegtitagcagectgetggeg
agcagcgcggtgageccggaaaaatgeggctttggcgcgageageggcgaagaaggctataaaccgtt
tcaggatctgattccgggctgcccgggegatecggegecggtgecggtecegetgtttacctttggectgg
atcgcgaaccgecgegeageccgeagageagecatctgecgageageageccggaacatctgggect

ggaaccgggcgaaaaagiggaagatatgecgaaaccgecgetgecgeaggaacaggegaccgatecg
ctggtggatagectgggcageggcattgtgtatagegegetgacctgecatctgtgeggecatctgaaaca
gtgccatggecaggaagatggeggcecagaccecggtgatggegageccgtgetgeggcetgctgetgeg
gcgatcgeageageccgecgaccaccecgetgegegegecggatccgageccgggeggegtgecge
tggaagcgagcectgtgcccggegagectggegecgageggcattagcgaaaaaagcaaaageageag
cagctttcatccggegecgggcaacgegecagageageagecagaccccgaaaattgtgaactttgtgag

cgtgggcccgacctatatgegegtgage (SEQ ID NO: 156)

IL-18

IL-18Ra

atggccttaccagtgaccgecttgctectgecgetggecttgetgetccacgecgecaggecgtattttgac
aaactcgaaagtaagctgagcgtgattcggaatcttaacgatcaggtgttattcatcgatcaaggcaacaga
ccactctttgaagatatgacagattcagactgtagggataatgccectaggaccatctttattataagcatgta
taaggactctcagccccgeggtatggcagtaacgattagegttaagtgegagaagatttctacactttcatg

cgaaaacaaaatcatctccttcaaagagatgaaccctcccgataatatcaaagataccaagtcggacataat
tttctttcagagatccgtcccaggacacgacaataagatgeaattcgaatccageagttacgagggatacttt
ctggcttgtgagaaggaacgtgacttgttcaaactgatcctgaagaaagaggacgagcetaggggaccgat
ctatcatgttcactgtgcagaacgaggactctggaggcggaagegggegtgocggcageggcggtega
ggatcaggtggcgggoootccgggoocggaagictgcaggecgagagetgeactagecggecceata
taactgtggtcgaaggggagccattctatctgaaacattgticctgeteccttgeccatgaaattgaaaccac

aaccaagagctggtacaaatctagtgggtctcaagagcacgtcgagttgaacccaagatcatctagtagga
tcgccctgcatgactgegttctagagttttggecggtegaattaaatgacaccggatcttacttcttccagatg
aagaattacacccagaaatggaagctgaacgtgatacgacgcaacaagceactcatgettcacagaacgtc
aggtoacctcgaaaatcgtggaagtgaaaaagttctttcagattacatgcgagaacagttactatcaaacgce
tagtgaatagcacgagcctgtacaaaaactgtaagaaacttctgctggagaacaataaaaaccctactatca
aaaaaaatgcagaattcgaggatcagggctattacagttgtgtgcattttctccaccacaatggtaagcetattc

aatatcaccaagacgttcaacatcaccattgtggaggatcgctccaacatagtacctgtgttattgggtecta
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aacttaaccacgtggcagtggagcetggggaaaaacgtgagactcaattgetcagecttgetgaacgaaga
ggoatgttatttattggatgtttgoooaagaaaatggaagtgacccgaacattcacgaagagaaggagatge
gaatcatgacaccagaggggaaatggcacgcgagtaaggtcctcagaattgaaaatattggcgaatcaaa
tctcaacgtcctctataactgtaccgtageatccacaggeggcactgatactaagtectttatcettgtacgta
aggccgatatggctgacatccccggecacgtattcacacggggaatgatcattgetgttetgatectggtgg
cagtagtgtgtttggttactgtatgtattatctaccgegtggacttagttctgttttataggcacctgacccgaag
agacgaaacccttacagatggcaagacttatgacgegttcgtgtegtatcttaaagaatgecggeecgaga
atggagaggagcacacgtttgctgtcgaaattctccccagagtectggagaagcattttggttacaagetgt
gcatcttcgaaagagacgtegtgcceggtggegccgtggtecgacgagatacattcectgatcgagaagte
ccgcaggttgatcatagtcctctcaaagtcttacatgagcaatgaggtgcggtacgaactcgagageggac
tgcatgaggctttagtcgagaggaagattaagattattttgatcgagtttacacctgtgactgactttaccttect
ccctcagtcactgaaactccttaagtctcacagggtactgaagtggaaagctgataaatcectctcttataata
gccggttttggaagaacctattgtacctgatgecagecaaaacagtcaagectggacgegatgageecga
agttctgecagttetgagegagtee (SEQ ID NO: 157)

IL-18

IL-18RB

atggccttaccagtgaccgecttgctectgecgetggecttgetgetccacgecgecaggecgtattttgac
aaactcgaaagtaagctgagcgtgattcggaatcttaacgatcaggtgttattcatcgatcaaggcaacaga
ccactctttgaagatatgacagattcagactgtagggataatgccectaggaccatctttattataagcatgta
taaggactctcagccccgeggtatggcagtaacgattagegttaagtgegagaagatttctacactttcatg

cgaaaacaaaatcatctccttcaaagagatgaaccctcccgataatatcaaagataccaagtcggacataat
tttctttcagagatccgtcccaggacacgacaataagatgeaattcgaatccageagttacgagggatacttt
ctggcttgtgagaaggaacgtgacttgttcaaactgatcctgaagaaagaggacgagetaggggaccgat
ctatcatgttcactgtgcagaacgaggactctggaggcggaagegggegtgocggcageggcggtega
ggatcaggtggcgggooootccgggoocgoaagtctgcagtttaatatctctggatgecagtacgaagaaat
tgctctggacatactctactaggagcgaggaagagttcgtgcttttctgegatttaccagaaccacagaaatc
ccatttttgtcacagaaatcgtctttctcctaagcaggttcccgaacacctgeccttcatgggcetccaacgace
ttagtgacgttcaatggtaccagcaaccaagcaatggecgaccctctggaagacatacgcaagagttacce

ccatattatccaggataaatgcacgctacatttcctgaccccaggegtcaacaacagtggatcttatatatgta
ggcctaagatgatcaaatccecctacgacgtggettgttacgtcaagatgattctcgaggtgaagecccag

accaatgcctcatgtgagtactccgectctcacaaacaggaccttctgctgggotegaccggcagtataag
ctgcecatcgetctettgtcagagtgatgegeagageectgetgtgacatggtacaaaaacggaaagetac
tgtcagtggagcgetcaaaccgtattgtagtagacgaagtctacgactatcaccaaggeacctacgtgtge

gattatacacagtctgatacggtctccagttggactgtacgggecgtggtgcaggtacggaccategtggg
ggacacaaaactgaagcccgacatecttgatccagttgaggacaccctggaggtggagetcgggaagee
cctgactatctcctgtaaagcaagatttggcettcgagegagtatttaaccctgttatcaagtggtatattaaaga
tagcgatctcgagtgggaggtatcagtgectgaagecaaatccatcaaatcaactctgaaggatgaaatca
ttgagcgaaatattattcttgagaaggttacccagegegatctccgecgeaaatttgtetgettcgtgcaaaa

cagcataggcaatactactcagagcgtgcagctgaaagagaagegtggtgtegtettgttgtacatectget
cggaacaattggtacactcgtagecgtgttggecgectcagecctgetctacaggeattggattgaaatcgt
gttgctttacaggacatatcagagcaaggaccagactctgggcgacaaaaaggatttcgatgeattegttag
ctatgctaaatggtcttcatttcctagcgaagctacatectecctgagegaggaacacttagecttatcactgtt
tccagatgtgttagaaaataaatatggctatagectgtgtttgetggagegegacgttigcaccaggggggot
gtatgctgaagacatcgtcagcatcatcaageggtccaggaggggaatatttatattaagecctaactacgt

caacggtccatcgattttcgaactgcaggetgcagtgaacttggegetegatgaccagacgetcaagetga
ttctcatcaagttctgetactttcaagageccgagtetettcctcacctagtcaagaaggegetgagagtectg
ccgaccgtgacatggegaggactaaagtetgtgeccgecgaattccagattctgggcaaagatgeggtate

atatgcccgttaaaaattcccaaggttttacttggaaccagctgeggattaccagtcggatcttccagtggaa
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cgooctgtctagaaccgagaccaccggaagatccagtcaacccaaagaatgg (SEQ ID NO:
158)

Table 11a — Amino Acid Sequences of Exemplary anti-HER2 Chimeric Antigen Receptor

(CAR)
CD8a Signal MALPVTALLLPLALLLHAARP (SEQ ID NO: 174)
Peptide
HER2 scFv [DIQMTQSPSSLSASVGDRVTITCRASQDVNTAVAWYQQKPGKAPKLLIY
SASFLYSGVPSRFSGSRSGTDFTLTISSLQPEDFATYYCQQHYTTPPTFGQ
GTKVEIKRTGSTSGSGKPGSGEGSEVQLVESGGGLVQPGGSLRLSCAAS
GFNIKDTYIHWVRQAPGKGLEWVARIYPTNGYTRYADSVKGRFTISADT
SKNTAYLQMNSLRAEDTAVYYCSRWGGDGFYAMDVWGQGTLVTVSS
SG (SEQ ID NO: 159)
CD8a Hinge |TTTPAPRPPTPAPTIASQPLSLRPEACRPAAGGAVHTRGLDFACD (SEQ
ID NO: 160)
CD8a I[YIWAPLAGTCGVLLLSLVITLYC (SEQ ID NO: 161)
Transmembrane
Domain
CD3{  |[RVKFSRSADAPAYQQGQNQLYNELNLGRREEYDVLDKRRGRDPEMGG
Stimulatory [KPRRKNPQEGLYNELQKDKMAEAYSEIGMKGERRRGKGHDGLYQGLS
Domain TATKDTYDALHMQALPPR (SEQ ID NO: 162)

Complete CAR MALPVTALLLPLALLLHAARPDIQMTQSPSSLSASVGDRVTITCRASQDYV
NTAVAWYQQKPGKAPKLLIYSASFLYSGVPSRFSGSRSGTDFTLTISSLQ
PEDFATYYCQQHYTTPPTFGQGTKVEIKRTGSTSGSGKPGSGEGSEVQLV
ESGGGLVQPGGSLRLSCAASGFNIKDTYIHWVRQAPGKGLEWVARIYPT
NGYTRYADSVKGRFTISADTSKNTAYLOQMNSLRAEDTAVYYCSRWGG
DGFYAMDVWGQGTLVTVSSSGTTTPAPRPPTPAPTIASQPLSLRPEACRP
AAGGAVHTRGLDFACDIYIWAPLAGTCGVLLLSLVITLYCRVKFSRSAD
APAYQQGQNQLYNELNLGRREEYDVLDKRRGRDPEMGGKPRRKNPQE
GLYNELQKDKMAEAY SEIGMKGERRRGKGHDGLYQGLSTATKDTYDA
LHMQALPPR (SEQ ID NO: 163)

Table 11b — DNA Sequences of Exemplary anti-HER2 Chimeric Antigen Receptor (CAR)

CD8a Signal
Peptide

Atggccttaccagtgaccgecttgetectgecgetggecttgetgetecacgecgecaggecg (SEQ ID
NO: 164)

HER?2 scFv

Gacattcaaatgacacagagtccctcatcectcagtgecagegtgggegategggtgactataacctgecagagett
ctcaggacgtgaataccgetgtggegtggtaccagcagaagecaggeaaagegectaagettcteatttatagtge
cagcttcetgtactcaggtgttcegtetegettttctggaagtagaagtgggaccgatttcacattgacgatcageage
ttgcagcccgaagatttcgecacctactactgtcageageactacactaccecaccgacatttggtcaaggeacaaa
agtagagattaaacgcactggttccaccagcgggagegggaaacceggctctggggaggggagegaggteea

gctggtggaatccgggggtagtettgtgcagecaggaggatecttgaggttgtectgegecgeaageggetttaac
atcaaagatacatacatccattgggtccgacaggeccctggaaagggectggagtggategcccggatetaceea
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actaacgggtacactcgctacgctgatagegtcaagggteggtttactatttctgecgacacctcaaaaaacacage
ctacctccagatgaactctctcagagetgaggatacageegtgtactattgcagecggtggggaggcgacgggttc
tacgctatggatgtatggooocagoocacactggtcaccgtgagctcatcegga (SEQ ID NO: 165)

CD8a Hinge [Accacgacgccagegecgegaccaccaacaccggegeccaccatcgegtegeageccctgteectgegeeca
gaggcgtgccggecageggeggggggcgcagtgcacacgagggggctggacttegectgtgat (SEQ ID
NO: 166)
CD8a Atctacatctgggegececttggecgggacttgtggggtccttetectgteactggttatcacectttactge (SEQ
Transmembrane(ID NO: 167)
Domain
CD3( Agagtgaagttcagcaggagcgceagacgeccccgegtaccagcagggecagaaccagcetctataacgagete
Stimulatory |aatctaggacgaagagaggagtacgatgttttogacaagagacgtggccgggaccctgagatggggogaaage
Domain cgagaaggaagaaccctcaggaaggectgtacaatgaactgcagaaagataagatggeggaggcectacagtga
gattgggatgaaaggcgagegecggaggggcaaggggcacgatggectitaccagggtctcagtacagecace
aaggacacctacgacgcccttcacatgcaggecctgeccectege (SEQ ID NO: 168)
Complete CAR |atggccttaccagtgaccgecttgetectgecgetggecttgetgetccacgecgecaggecggacattcaaatga

cacagagtccctcatccctcagtgecagegtgggcgatcgggtgactataacctgcagagettctcaggacgtgaa
taccgctgtggegtggtaccagecagaagecaggcaaagegcectaagcettctcatttatagtgecagettectgtact
caggtgttccgtetegcttitctggaagtagaagtgggaccgatttcacattgacgatcageagettgecageccgaa
gatttcgccacctactactgtcagcagceactacactaccccaccgacatttggtcaaggcacaaaagtagagattaa
acgcactggttccaccagcgggagegggaaacccggetctggggaggggagegaggtccagetggtggaate
cgggggtogtctigtgcageccaggaggatcecttgaggttgtecctgegecgeaageggcttitaacatcaaagataca
tacatccattgggtccgacaggeccctggaaagggcectggagtgggtcgeccggatctacccaactaacgggtac
actcgctacgctgatagegtcaagggteggtttactatttctgecgacacctcaaaaaacacagectacctccagatg
aactctctcagagctgaggatacagecgtgtactattgecagecggtggggaggcgacgggttctacgetatggatg
tgtggoggocagggacacactggtcaccgtgagetcatccggaaccacgacgecagegecgegaccaccaacace
ggcgceccaccategegtegeageccctgtecctgegeccagaggegtgccggecageggeggggggcgeagt
gcacacgaggggectggacttcgectgtgatatctacatctgggegeccttggecgggacttgtggggtecttetec
tgtcactggttatcaccctttactgcagagtgaagttcagcaggagegeagacgecccegegtaccagecagggce
agaaccagctctataacgagctcaatctaggacgaagagaggagtacgatgttttggacaagagacgtggecggg
accctgagatgggggoaaagccgagaaggaagaaccctcaggaaggectgtacaatgaactgcagaaagataa
gatggcggaggcctacagtgagatigggatgaaaggcgagegecggaggggcaaggggcacgatggcecttta
ccagggtctcagtacagecaccaaggacacctacgacgeccttcacatgeaggecectgeceectege (SEQ
ID NO: 169)

Table 12 — Amino Acid Sequences of Exemplary Chemokines

hCCL19 MALLLALSLLVLWTSPAPTLSGTNDAEDCCLSVTQKPIPGYIVRNF
HYLLIKDGCRVPAVVFTTLRGRQLCAPPDQPW VERIIQRLQRTSAK
MKRRSS (SEQ ID NO: 178)
hCXCL12 MNAKVVVVLVLVLTALCLSDGKPVSLSYRCPCRFFESHVARANVK

HLKILNTPNCALQIVARLKNNNRQVCIDPKLKWIQEYLEKALNK
(SEQ ID NO: 179)
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EQUIVALENTS

[0316] It is to be appreciated by those skilled in the art that various alterations,
modifications, and improvements to the present disclosure will readily occur to those skilled in
the art. Such alterations, modifications, and improvements are intended to be part of the present
disclosure, and are intended to be within the spirit and scope of the invention. Accordingly, the
foregoing description and drawing are by way of example only and any invention described in

the present disclosure if further described in detail by the claims that follow.

[0317] Those skilled in the art will appreciate typical standards of deviation or error
attributable to values obtained in assays or other processes as described herein. The publications,
websites and other reference materials referenced herein to describe the background of the
invention and to provide additional detail regarding its practice are hereby incorporated by

reference in their entireties.
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CLAIMS

L. A modified immune cell comprising a fusion protein comprising a cytokine, a linker, and
a cytokine receptor,

wherein the modified immune cell is a stem cell, macrophage, monocyte, or dendritic cell

and

the cytokine binds the cytokine receptor.
2. The modified immune cell of claim 1, wherein the fusion protein is membrane-bound.
3. The modified immune cell of claim 1 or 2, wherein the linker is a flexible linker.
4. The modified immune cell of any one of claims 1-3, wherein the linker is a cleavable
linker.
5. The modified immune cell of any one of claims 1-4, further comprising a chimeric
antigen receptor (CAR).
6. The modified immune cell of any one of claims 1-5, wherein the fusion protein further

comprises a signal peptide.

7. The modified immune cell of claim 6, wherein the fusion protein comprises, from N-

terminus to C-terminus: the signal peptide, the cytokine, the linker, and the cytokine receptor.
8. The modified immune cell of any one of claims 1-7, wherein the fusion protein comprises
an amino acid sequence at least 80% identical to a sequence selected from Table 2a, Table 2b,

Table 3a, Table 3b, Table 6, Table 8, or Table 9.

9. A modified immune cell comprising one or more nucleic acids encoding a fusion protein

comprising a cytokine, a linker, and a cytokine receptor,
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wherein the modified immune cell is a stem cell, macrophage, monocyte or dendritic cell

and

the cytokine binds the cytokine receptor.
10. The modified immune cell of claim 9, wherein the fusion protein is membrane-bound.
11. The modified immune cell of claim 9 or 10, wherein the linker is a flexible linker.
12. The modified immune cell of any one of claims 9-11, wherein the linker is a cleavable
linker.
13. The modified immune cell of any one of claims 9-12, further comprising a chimeric
antigen receptor (CAR).
14. The modified immune cell of claim 13, wherein the fusion protein further comprises a
signal peptide.
15. The modified immune cell of claims 14, wherein the fusion protein comprises, from N-

terminus to C-terminus: the signal peptide, the cytokine, the linker, and the cytokine receptor.

16. The modified immune cell of any one of claims 9-15, wherein the one or more nucleic

acids comprise a sequence at least 80% identical to a sequence selected from Table 10.

17. The modified immune cell of any one of claims 9-15, wherein the one or more nucleic

acids comprise a sequence at least 80% identical to a sequence selected from Table 11b.
18.  The modified immune cell of any one of claims 9-15, wherein the one or more nucleic

acids comprise a sequence at least 80% identical to a sequence selected from Table 4a, Table 4b,

or Table 7.
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19. The modified immune cell of any one of claims 9-15, wherein the one or more nucleic
acids comprise a sequence at least 80% identical to a sequence selected from Table 5a or Table

5b.

20.  The modified immune cell of any one of claims 9-15, wherein the one or more nucleic
acids comprise a sequence at least 80% identical to a signal peptide sequence selected from
Table 8.

21. The modified immune cell of any one of claims 9-15, wherein the one or more nucleic

acids comprise a sequence at least 80% identical to a linker sequence selected from Table 8.

22. The modified immune cell of any one of claims 1-21, wherein the signal peptide is or
comprises a CD8a, IgG «, PDGFR-, Type I Interferon (IFN-al, IFN-a2, IFN-a4, IFN-a5, IFN-
a6, IFN-a7, IFN-a8, IFN-a10, IFN-al3, IFN-a14, IFN-a16, IFN-a17, IFN-a21, IFN-f3, IFN-w,
IFN-¢, or IFN-k), Type Il Interferon (IFN-y), Type III Interferon (IFN-A1, IFN-A2, IFN-A3, or
IFN-M4), TNF-a, IL-1B, IL-6, IL-12, IL-17, IL-23, GM-CSF, IL-4, IL-10, IL-13, IL-18, M-CSF,
TGF-B, IFNAR1, IFNAR2, IFNGR1, IFNGR2, IFNLR1, TNFR1, TNFR2, IL-1R1, IL-1R3, IL-
6Ro, gp130, IL-12RP1, IL-12RB2, IL-17RA, IL-17RB, IL-17RC, IL-23R, CSF2-Ra, CSF2-Rp,
IL-4Ra, IL-4Ral, IL-2Ryc, IL-10R1, IL-10R2, IL-13Ral, IL-18Rq, IL-18RB, CSF1-R, TGF-
BR1, or TGF-BR2 signal peptide.

23. The modified immune cell of any one of claims 1-22, wherein the cytokine is or

comprises a pro-inflammatory cytokine.

24.  The modified immune cell of any one of claims 1-22, wherein the cytokine is or

comprises an anti-inflammatory cytokine.
25. The modified immune cell of claim 23, wherein the cytokine is or comprises a Type I

Inteferon (IFN-a1, IFN-a2, IFN-a4, IFN-a5, IFN-a6, IFN-a7, IFN-a8, IFN-a10, IFN-a13, IFN-
al4, IFN-al6, IFN-a17, IFN-a21, IFN-§, IFN-w, IFN-¢, or IFN-x), Type Il Interferon (IFN-y),
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Type III Interferon (IFN-A1, IFN-A2, IFN-A3, or IFN-A4), TNF-a, IL-1B, IL-6, IL-12, IL-17, IL-
23, or GM-CSF.

26. The modified immune cell of claim 24, wherein the cytokine is or comprises 1L-4, IL.-10,

IL-13, IL-18, M-CSF, or TGF-p.

27.  The modified immune cell of any one of claims 1-22, wherein the cytokine is or
comprises a Type I Inteferon (IFN-al, IFN-a2, IFN-a4, IFN-a5, IFN-a6, IFN-a7, IFN-a8, IFN-
al10, IFN-a13, IFN-a14, IFN-al16, IFN-a17, IFN-a21, IFN-3, IFN-w, IFN-¢, or IFN-k), Type 11
Interferon (IFN-y), Type III Interferon (IFN-A1, IFN-A2, IFN-A3, or IFN-A4), TNF-q, IL-1B, IL-
6, IL-12, IL-17, IL-23, GM-CSF, IL-4, IL-10, IL-13, IL-18, M-CSF, or TGF-f .

28. The modified immune cell of any one of claims 1-22, wherein the cytokine receptor is or

comprises a pro-inflammatory cytokine receptor.

29. The modified immune cell of any one of claims 1-22, wherein the cytokine receptor is or

comprises an anti-inflammatory cytokine receptor.

30. The modified immune cell of claim 28, wherein the cytokine receptor is or comprises
IFNARI, IFNAR2, IFNGR1, IFNGR2, IFNLR1, TNFR1, TNFR2, IL-1R1, IL-1R3, IL-6Ra,
gpl130, IL-12RPB1, IL-12RB2, IL-17RA, IL-17RB, IL-17RC, IL-23R, CSF2-Ra, or CSF2-Rf.

31.  The modified immune cell of claim 29, wherein the cytokine receptor is or comprises IL-
4Ra, IL-4Ral, IL-2Ryc, IL-10R 1, IL-10R2, IL-13Ral, IL-18Ra, IL-18Rp, CSF1-R, TGF-R1,
or TGF-fR2.

32. The modified immune cell of any one of claims 1-3a, wherein the cytokine receptor is or
comprises [IFNAR1, IFNAR2, IFNGR1, IFNGR2, IFNLR1, TNFR1, TNFR2, IL-1R1, IL-1R3,
IL-6Ra, gp130, IL-12RB1, IL-12RB2, IL-17RA, IL-17RB, IL-17RC, IL-23R, CSF2-Ra, CSF2-
RB, IL-4Ra, IL-4Ral, IL-2Ryc, IL-10R1, IL-10R2, IL-13Ral, IL-18Ra, IL-18Rp, CSF1-R,
TGF-BR1, or TGF-BR2.
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33. The modified immune cell of any one of claims 1-32, wherein the linker is or comprises a
linker selected from a group consisting of: a (G4S)alinker, wherein n = 1-5 (SEQ ID NO: 170), a
Whitlow linker, and Linker 26.

34. A modified immune cell comprising a fusion protein comprising interleukin 10 (IL-10), a

linker, and interleukin-10 receptor (IL10R).

35. A modified immune cell comprising a fusion protein comprising interferon beta (IFNp), a

linker, and interferon-o/p receptor (IFNAR).

36. The modified immune cell of claim 34 or 35, wherein the fusion protein is membrane-
bound.

37. The modified immune cell of claim 34 or 35, wherein the linker is a flexible linker.

38.  The modified immune cell of any one of claims 34-37, wherein the linker is a cleavable
linker.

39. The modified immune cell of any one of claims 34-38, further comprising a chimeric
antigen receptor (CAR).

40. A pharmaceutical composition comprising a modified immune cell of any one of claims
1-39.

41. The pharmaceutical composition of claim 40, comprising a pharmaceutically acceptable
carrier.

42. A nucleic acid construct comprising one or more nucleic acids encoding a fusion protein

comprising a cytokine and a cytokine receptor.
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43. The nucleic acid construct of claim 42, further comprising one or more nucleic acids

encoding a chimeric antigen receptor (CAR).

44, A pharmaceutical composition comprising the nucleic acid construct of claim 42 or 43.
45. The pharmaceutical composition of claim 44, comprising a pharmaceutically acceptable
carrier.

46. A method of treating or preventing a disease or disorder in a subject, comprising

delivering to the subject a therapeutically effective amount of the pharmaceutical composition of

any one of claims 40, 41, 44, or 45.

47. A method of modifying an immune cell, the method comprising delivering to the immune
cell a nucleic acid construct comprising one or more nucleic acids encoding a fusion protein
comprising a cytokine, a linker, and a cytokine receptor.

48. The method of claim 47, wherein the linker is a flexible linker.

49. The method of claim 47 or 48, wherein the linker is a cleavable linker.

50. The method of any one of claims 47-49, wherein the nucleic acid construct further

comprises one or more nucleic acids encoding a chimeric antigen receptor (CAR).

51. The method of any one of claims 47-50, wherein the delivering comprises electroporation

or transfection with DNA, mRNA, or chemically modified mRNA.

52. The method of any one of claims 47-50, wherein the delivering comprises transduction

with an adeno-associated viral (AAV) vector, an adenoviral vector, or a retroviral vector.

53. The method of claim 52, wherein the retroviral vector comprises a lentiviral vector or a

gammaretroviral vector.
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54. The method of claim 53, wherein the lentiviral vector is packaged with a Vpx protein.
55. The method of claim 52, wherein the adenoviral vector comprises an Ad2 vector or an
AdS5 vector.

56. The method of claim 55, wherein the Ad5 vector comprises an Ad5f35 adenoviral vector.
57. The method of any one of claims 47-50, wherein the delivery comprises transposon-

based delivery or CRISPR-based targeted integration.

58. A modified immune cell comprising an exogenous cytokine and a chimeric antigen
receptor (CAR),

wherein the modified immune cell is a stem cell, macrophage, monocyte, or dendritic cell
and

the exogenous cytokine is or comprises a pro-inflammatory cytokine, an anti-

inflammatory cytokine, or a chemoattractant chemokine.

59. The modified immune cell of claim 58, wherein the exogenous cytokine comprises a
signal peptide.
60. The modified immune cell of claim 58 or 59, wherein the exogenous cytokine comprises

an amino acid sequence at least 80% identical to a sequence selected from Table 2a, Table 2b,

Table 6, or Table 8.

61. A modified immune cell comprising one or more nucleic acids encoding an exogenous
cytokine and a chimeric antigen receptor (CAR),

wherein the modified immune cell is a stem cell, macrophage, monocyte or dendritic cell
and

the exogenous cytokine is or comprises a pro-inflammatory cytokine, an anti-

inflammatory cytokine, or a chemoattractant chemokine.
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62. The modified immune cell of claim 61, wherein the exogenous cytokine further

comprises a signal peptide.

63. The modified immune cell of claim 61 or 62, wherein the one or more nucleic acids
comprise a sequence at least 80% identical to a sequence selected from Table 4a, Table 4b, Table
7, or Table 11b.

64. The modified immune cell of claim 61 or 62, wherein the one or more nucleic acids

comprise a sequence at least 80% identical to a sequence selected from Table 8.

65.  The modified immune cell of any one of claims 61-64, wherein the one or more nucleic

acids encode a signal peptide.

66. The modified immune cell of claim 62 or 65, wherein the signal peptide is or comprises a
CD8a, IgG x, PDGFR-B, Type I Interferon (IFN-a1, IFN-a2, IFN-a4, IFN-a5, IFN-a6, IFN-a7,
IFN-a8, IFN-a10, IFN-al3, IFN-a14, IFN-a16, IFN-al7, IFN-a21, IFN-{, IFN-w, IFN-¢, or
IFN-k), Type 1l Interferon (IFN-y), Type III Interferon (IFN-A1, IFN-A2, IFN-A3, or IFN-A4),
TNF-o, IL-1B, IL-6, IL-12, IL-17, IL-23, GM-CSF, IL-4, IL-10, IL-13, IL-18, M-CSF, TGF-B,
IFNARI, IFNAR2, IFNGR1, IFNGR2, IFNLR1, TNFR1, TNFR2, IL-1R1, IL-1R3, IL-6Ra,
gp130, IL-12RB1, IL-12RP2, IL-17RA, IL-17RB, IL-17RC, IL-23R, CSF2-Ra, CSF2-RB, IL-
4Ro, IL-4Ral, IL-2Ryc, IL-10R1, IL-10R2, IL-13Ra1, IL-18Ra, IL-18RB, CSF1-R, TGF-PR1,
or TGF-BR2 signal peptide.

67. The modified immune cell of any one of claims 58-66, wherein the exogenous cytokine is
or comprises a Type I Inteferon (IFN-a1, IFN-a2, IFN-a4, IFN-a5, IFN-a6, IFN-a7, IFN-a8,
IFN-a10, IFN-a13, IFN-a14, IFN-a16, IFN-a17, IFN-a21, IFN-f, IFN-w, IFN-¢, or IFN-k),
Type Il Interferon (IFN-y), Type III Interferon (IFN-A1, IFN-A2, IFN-A3, or IFN-A4), TNF-q,
IL-1B, IL-6, IL-12, IL-17, IL-23, GM-CSF, IL-4, IL-10, IL-13, IL-18, M-CSF, TGF-B, CCL19,
or CXCL12.
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68. The modified immune cell of claim 67, wherein the exogenous cytokine is or comprises
IFN-y, IL-10, CCL19, or CXCL12.

69. A pharmaceutical composition comprising a modified immune cell of any one of claims

58-68.

70. The pharmaceutical composition of claim 69, comprising a pharmaceutically acceptable

carrier.

71. A nucleic acid construct comprising one or more nucleic acids encoding an exogenous

cytokine and a chimeric antigen receptor (CAR).

72. A pharmaceutical composition comprising the nucleic acid construct of claim 71.

73. The pharmaceutical composition of claim 72, comprising a pharmaceutically acceptable
carrier.

74. A method of treating or preventing a disease or disorder in a subject, comprising

delivering to the subject a therapeutically effective amount of the pharmaceutical composition of

any one of claims 69, 70, 72, or 73.
75. A method of modifying an immune cell, the method comprising delivering to the immune
cell a nucleic acid construct comprising one or more nucleic acids encoding an exogenous

cytokine and a chimeric antigen receptor (CAR).

76. The method of claim 75, wherein the delivering comprises electroporation or transfection

with DNA, mRNA, or chemically modified mRNA.

77. The method of claim 75, wherein the delivering comprises transduction with an adeno-

associated viral (AAV) vector, an adenoviral vector, or a retroviral vector.
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78. The method of claim 77, wherein the retroviral vector comprises a lentiviral vector or a

gammaretroviral vector.

79. The method of claim 78, wherein the lentiviral vector is packaged with a Vpx protein.

80. The method of claim 77, wherein the adenoviral vector comprises an Ad2 vector or an
AdS5 vector.

81. The method of claim 80, wherein the Ad5 vector comprises an Ad5f35 adenoviral vector.
82. The method of claim 50, wherein the delivery comprises transposon-based delivery or

CRISPR-based targeted integration.
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