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X.  Ground 1: Independent Claim 1, and Dependent Claims 2, 6, 8-9, 11,
16, 21-22, and 27-28 are rendered obvious by Campana in view of

Nicholson, HONSIK, And CART-19 ClinicalTrials.gov
A.  Independent Claim 1
1.

Claim Limitations Directed to the Structure of the

Claimed CAR T Cell..uuneiieeeeeeeeee e,

Claim Limitations Directed to a Pharmaceutical
Composition Comprising Administering an Anti-tumor

Effective Amount of a Population of Human T cells............
B.  Dependent Claims
1.

Claim 2: “anti-tumor effective amount of T cells is 10* to
10° cells per kg body weight of a human in need of such

Claim 6: “wherein the transmembrane domain is CD8«

transmembrane domMaiN ........ooveeei e e e

Claims 8 and 9: “wherein the CAR further comprises a
hinge domain” or “wherein the hinge domain is a CD8a

NINGE dOMAINT .....ooiiiiee e

Claims 11 and 16: “wherein the 4-1BB costimulatory
signaling region comprises the amino acid sequence of
SEQ ID NO: 23” and “wherein the 4-1BB costimulatory
signaling region comprises the nucleic acid sequence of

SEQ ID NO: 177 e

Claims 21 and 22: “wherein the T cells are T cells of a
human having a cancer” or “wherein the cancer is a

hematological CanCer”..........coovvie e i

Claims 27 and 28: “wherein the pharmaceutical
composition further comprises a pharmaceutically
acceptable carrier, diluent or excipient” and “wherein the

pharmaceutical composition comprises a buffer”.................

Xl. Ground 2: Independent Claim 1, and Dependent Claims 2, 3, 6, 8-9,
11, 13, 16, 21-22, and 27-28 are rendered obvious by Campana in

view of Jensen, HONSIK, and CART-19 ClinicalTrials.gov
A.  Independent Claim 1
1.
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2. “[b] administering to the human patient a pharmaceutical
COMPOSITION” ...t

3. “[c] an anti-tumor effective amount of a population of
human T CelIS™ ...

4, “[d] wherein the T cells comprise a nucleic acid sequence
encoding a chimeric antigen receptor (CAR)” ........ccceevveeee.

5. “[e] wherein the CAR comprises a CD19 antigen binding
domain comprising, from the amino to the carboxy
terminus, a light chain variable region and a heavy chain
variable region of SEQ ID NO:20”........ccceovvniiieiieeienieee

6. “[f] wherein the CAR further comprises a transmembrane
domain, a 4-1BB costimulatory signaling region, and a
CD3 zeta signaling domain™ .........cccceveviieniiniienee e,

B.  Dependent Claim 3: an “anti-tumor effective amount of T cells
is 10° to 10° cells per kg body weight of a human in need of
SUCN CRIIS™ ...

C.  Claim 13: “wherein the CD19 antigen binding domain is
encoded by a nucleic acid sequence comprising SEQ ID NO:
LA e et ns

D. Dependent Claims 2, 6, 8-9, 11, 16, 21-22, and 27-28 .....................

XIl.  Ground 3: All Challenged Claims are Rendered Obvious by Campana
in View of Milone, CART-19 ClinicalTrials.gov, Sequence Art
(Jensen, Nicholson, Littman, Sadelain), AND HonsiK............cccccoeverinnnnnne.

A, Independent Claim 1 ......ccoiiiiiiiiie e
1. Preamble of “[a] method of treating cancer”..............cccee.....

2. “[b] administering to the human patient a pharmaceutical
COMPOSITION™ ...t

3. “[c] anti-tumor effective amount of a population of
human T CellS™ ...

4, “[d] wherein the T cells comprise a nucleic acid sequence
encoding a chimeric antigen receptor (CAR)” ......ccccccvvvvennen,

5. “[e] wherein the CAR comprises a CD19 antigen binding
domain comprising, from the amino to the carboxy
terminus, a light chain variable region and a heavy chain
variable region of SEQ ID NO:20”........cccooevininnieeeesieee
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6. “[f] wherein the CAR further comprises a transmembrane
domain, a 4-1BB costimulatory signaling region, and a
“CD3 zeta signaling domain™ .........cccocoeviiiiniienie e, 127

B.  Sequence Claims ..o 127
1. The CD8a Hinge and Transmembrane of the 140 Patent .....127

2. Claims 12 and 17: “wherein the CD3 zeta signaling
domain comprises the amino acid sequence of SEQ ID
NO: 24” or “wherein the CD3 zeta signaling domain
comprises the nucleic acid sequence of SEQ ID NO: 18”......138

3. Claims 18 and 19: “wherein the CAR comprises amino
acid sequence of SEQ ID NO: 12” or “wherein the CAR
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