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CLAIMS
.ffaj

1. A composition comprising Th1/killer cells wherein: ;‘

(1) the Th1/killer cells have Th1 characteristics and cytolytic activity; or ff’f

(2) the Th1/killer cells are CD4+ cells having cytolytic activity against a tumor (}éll line.
2. The composition of claim 1 wherein the cytolytic activity of (1) comprises ngiéiwaracteristics.
3. The composition of claim 1 wherein the Th1/killer cells express: granzym%fé and perforin; or IFN-
gamma. g
4. The composition of claim 1 wherein the Th1/killer celis of (1): g

a) have substantially reduced or no expression of IL-4; j‘f

b) are CD4+ cells; /

¢) are formulated with cross-linking agent for CD3 and CD2§;¢%r

d) are derived from normal donor peripheral blood. 9
5. The composition of claim 1 wherein the composition 01;(’%) comprises:

a) clinically-relevant number of the Th1/killer celis; {

b) at least about 1 x 10" cells; or ﬁ

c) at least about 1 x 10® cells. /ﬁ
6. The composition of claim 1 wherein the cytgﬁﬁic activity of (1) of the Th1/killer ceils specifically

inactivates diseased cells and not normal cells, %9‘8 wherein the diseased cells preferably comprise
cancerous cells, infected cells or combination@’t’ﬂereof.
7. The composition of claim 1 whereinw;tﬁe Th1/killer cells of (2):

a) comprise Th1 characteristics;é@?

b) do not inactivate normal cey[ié;.
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8. The composition of claim 1 wherein the tumor cell line of (2) is ARH77.
9. A composition for use in destroying diseased cells, wherein the composition comprises allogen {é

Th1/killer cells wherein the interaction of the diseased cells with the Th1/killer cells leads to destruc;pon of

the diseased cells. /
10. The composition for use according to claim 9 wherein the Th1/killer cells express Th\}x"’j
characteristics and cytolytic activity. ;

11. The composition for use according to claim 10 wherein: //

4

a) the cytolytic activity of the Th1/killer cells comprises expressing granzyg)éfB—perforin;

Vs

b) the Th1 characteristics comprise expression of IFN-gamma; or
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12. The composition for use according to claim 9 wherein: /

c¢) the Th1/killer cells lack expression of IL-4.

a) the Th1/killer cells are obtained by activation of CD4+ T—;etis with cross-linked anti-CD3/anti-
CD28 monoclonal antibodies; yd

a’gl

b) the diseased cells comprise cancerous cells, infectfeé cells or a combination thereof.

13. A composition for use in therapy, wherein the com{pff;‘sition comprises a clinically-relevant number
of Thi/killer cells. / '

14. The composition for use according to claim/ggr claim 13 wherein the Th1/killer cells are CD4+
cells. {f’f

15. The composition for use according tofélalm 13 wherein:

a) the Th1/killer cells express Th1xcharactenst|cs and cytolytic activity, wherein preferably the
Thi/killer cells are activated with beads’ attached to anti-CD3/anti-CD28 monoclonal antibodies and
crosslinked; /

b) the Th1/killer cells aré’ obtained from the peripheral blood of a normal donor;

c¢) the Thi/killer ceIISfare allogeneic to the patient; or

d) the chmcally-refévant number of cells is at least 1 x 10°.
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CLAIMS

1. A composition comprising Thl/killer cells expressing granzyme B and perforin wherein:
(1) the Thl/killer cells have Thl characteristics and cytolytic activity; or
(2) the Thl/killer cells are CD4+ cells having cytolytic activity against a tumor cell line.

2. The composition of claim 1 wherein the cytolytic activity of (1) comprises NK
. characteristics.
3 The composition of claim 1 wherein the Th1/killer cells express IFN-gamma.
- The composition of claim 1 wherein the Thi/killer cells of (1):

a) have substantially reduced or no expression of IL-4;
b) are CD4+ cells;
c) are formulated with cross-linking agent for CD3 and CD28; or
d) are derived from normal donor peripheral blood.
5. The composition of claim 1 wherein the composition of (1) comprises:

a) clinically-relevant number of the Thi/killer cells;

b) at least about 1 x 107 cells; or

¢) at least about 1 x 10® cells.
6. The composition of claim 1 wherein the cytolytic activity of (1) of the Thl/killer cells
specifically inactivates diseased cells and not normal cells, and wherein the diseased cells
preferably comprise cancerous cells, infected cells or combinations thereof.
7. The composition of claim 1 wherein the Thl/killer cells of (2):

a) comprise Thl characteristics; or

b) do not inactivate normal cells.
8. The composition of claim 1 wherein the tumor cell line of (2) is ARH77.
0. A composition for use in destroying diseased cells, wherein the composition comprises
allogeneic Thl/killer cells expressing granzyme B and perforin wherein the interaction of the
- diseased cells with the Thl/killer cells leads to destruction of the diseased cells.
10. The composition for use according to claim 9 wherein the Thl/killer cells express Thl
= characteristics and cytolytic activity.

~ 11.  The composition for use according to claim 10 wherein:
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a) the Th1 characteristics comprise expression of IFN-gamma; or

b) the Thl/killer cells lack expression of IL-4.
12.  The composition for use according to claim 9 wherein:

a) the Thl/killer cells are obtained by activation of CD4+ T-cells with cross-linked anti-
CD3/anti-CD28 monoclonal antibodies;

b) the diseased cells comprise cancerous cells, infected cells or a combination thereof.
13. A composition for use in therapy, wherein the composition comprises a clinically-

relevant number of Thl/killer cells.

14.  The composition for use according to claim 9 or claim 13 wherein the Th1/killer cells are
CD4+ cells.
15.  The composition for use according to claim 13 wherein:

a) the Thl/killer cells express Thl characteristics and cytolytic activity, wherein
preferably the Thl/killer cells are activated with beads attached to anti-CD3/anti-CD28
monoclonal antibodies and crosslinked;

b) the Thl/killer cells are obtained from the peripheral blood of a normal donor;

¢) the Thl/killer cells are allogeneic to the patient; or

d) the clinically-relevant number of cells is at least 1 x 108,



