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Initial manufacturing flowsheet

Apheresis product receipt

CliniMACS CD4/CD8 :
selections: Ficoll
CD4- ENR /CD8 ENR Bulk fraction
(60x1076 initiated) (120x1016 initiated)
4 A\
Tx:D+1 Tx:D+1
Bead removal & EGFRt
selection: generally D+12-D+15 Bead removal
7 \
Cryopreservation CD4*
JEGFRt*/CD8*/EGFRt* Cryopreservation
generally D+18-D+21

y

Infusion to research subject

FIG. 18A
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Current manufacturing flowsheet

Apheresis product receipt

CliniMACS CD4/CD8
selections:

!
CD4- ENR /CD8 ENR
(180x10"6 initiated)
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PD0064 Growth Curves
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PD0080 Growth Curve
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PD0104 Growth - TNC
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Current growth conditions:
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PD0040 Variable Cytokine Conditions
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14602 CD4 Enriched Extended Phenotype
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Tumor Symtpom-Free Survival:
Target: Raji eGFP-ffLuc_epHIV7(cJ06089)

Effectors: PD0044 "=+~ Vehicle only
L S % 10x10° PDO0A4
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FIG. 39B1
Average Tumor Progression = SEM:
Target: Raji eGFP-ffLuc_epHIV7(cJ06089)
Effectors: PD0046
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Average Tumor Progression =SEM:
Target : Raji eGFP-ffLuc_epHIV7(cJ06089)
Effector : PD0044

- +-Vehicle Only
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FIG. 40A
Average Tumor Progression +SEM:
Target : Raji eGFP-fflLuc_epHIV7(cJ06089)
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Area Under Curve + SD
Target: Raji eGFP-ffLUC_epHIV7 (cJ06089)
Effector: PD0044
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FIG. 40C
Area Under Curve + SD
Target: Raji eGFP-ffLUC_epHIVT7 (cJ06089)
Effector: PD0046
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Average Tumor Progression +SEM:
Target: Raji eGFP-ffLuc_epHIV7 (¢J06089)
Effector: PD0051 VS PD0055

ol 5 —O— Vehicle Only|
] -a- PD0051
0104 -0~ PD0055
109 4
108 4
107 4
106 T i T T
10 20 30 40
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Inj-
Days Post Tumor Inoculation
FIG. 43B
Tumor Symptom-free Survival:
Target: Raji eGFP-ffLuc_epHIV7 (cJ06089)
Effectors: PD0051 vs PD0055
—O— Vehicle Only
100 I ; -A- PD0051
O PD0055
N
50 &
4
1 N
O i ] { |
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FIG. 43C
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T-Cell Persistance in Peripheral Blood 3 Days After CTL
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FIG. 44A
CD4 T-Cell Persistance in Peripheral Blood 3 Days After T-Cell Transfer
***p<0.05
60 B I I
® **p<0.05
@ ' A,
;_j 0 TURTAT
Z 40+
0
L SR
& i
! :
' N U
S 20 O
&
=)
o
52
0 ~—L0=0=0-0 ]

|
PBS only "Normal" "Pulsed"
FIG. 44B



83/152

CD8 T-Cell Persistance in Peripheral Blood 3 Days After T-Cell Transfer

60 — . ns,p>0.05 l
=2
S **0<(0.05
L : ]
E 40 . ****p<0-05
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o R e bl
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S o
°\° O —A ﬂ E ﬁ-A'
0 OO T T

|
PBS only "Normal" "Pulsed"

Caveats to Note:

¢ This staining is prior to inclusion of the Live/Dead stain and switching from
CD3 to CD45 in optimized mouse panel.

« Lymphocyte gate is not confirmed.
« EGFRt staining in Cd3- population.
 CD4-CD8- population is present in CD3+EGFRt+ population.

FIG. 44C
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Day
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6 —— Image
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14 (AM) —— Image
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28 —— Image
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FIG. 46A
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Tumor Symtpom-Free Survival:

Target: Raji eGFP-ffLuc_epHIV7(cJ06089) -2—- \g%fgglaomy
Effectors: PD0051 vs PD0055 -0 PD0055
100 Fmmmp e it i s e e
50 -
O O ! I I ]
0 25 50 75 100
Days Post Tumor Inoculation
FIG. 47TA
Average Tumor Progression + SEM:
Target: Raji eGFP-fflLuc_epHIV7(cJ06089)
e 'Ell‘fectors: PD0051 vs PD0055 o Vehicle On
b -a- PD0051
1010 -3- PD0055
109

Days Post Tumor Inoculation
FIG. 47B
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Area Under Curve = SD
Target: Raji eGFP-ffLuc_epHIV7(cJ06089)

Effector: PD0051 vs PD0055

e Z )
= N

FIG. 47C



Total Fiux (photons/sec)

Total Flux (photons/sec)

Target: Raji eGFP-ffLuc_epHIV7(cJ06089)

—
o O
— N
(e —

109 4

89/152

Average Tumor Progression +SEM:

Effector: PD0051 vs PD00S5

—o— Vehicle Only

Days Post Tumor Inoculation

FIG. 48B
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PD0055
1 -O- 1739

10 E -0-- 1754
e -~ {755
S 1010 4 -5~ Average
[%2] 3
é 109 -
2 10°3 .
> R
o 107
o
= 106

—
O
o

Days Post Tumor Inoculation

FIG. 48C

Experiment Timeline

Day 0: Tumor Inoculation

Day 6: Image mice

Day 7:T-cell administration

Day 14(AM): Image mice

Day 14(PM): Tumor Inoculation

Day 20: Image mice

Day 21: Tumor Inoculation

Day 28, 35, 49, 63, 78, 92, 105, 120: Image mice

FIG. 48D
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Average Tumor Progression + SD: PLAT-1.00 Dose Titration
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FIG. 51A
Average Tumor Progression + SD: PLAT-2.00 Dose Titration
-0~ Vehicle
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FIG. 51B
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Average Tumor Progression + SD: PLAT-1.33 Dose Titration

—O— Vehicle
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FIG. 51C
Average Tumor Progression + SD: PLAT-1.67 Dose Titration
-0~ Vehicle
-0-- PLAT-1.67 (10x106)
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Average Tumor Progression + SD: 10x10® Dose Comparison
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FIG. 52A

Average Tumor Progression + SD: 5x108 Dose Comparison
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Average Tumor Progression + SD: 2.5x10° Dose Comparison
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FIG. 52C
Average Tumor Progression + SD: 1.25X10° Dose Comparison
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JME14-03:Confirming xGvHD by FACS
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JME14-03 PLAT-02, 5 Million Dose Group:
%CD4+ vs CD8 of Live, CD45+, EGFRt+
83 Days Post T-Cell:

%CD4 vs CD8 in Bone Marrow
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JME14-03 Group N, Day 51 post T-cell

Sample [Lymphocytes| Live, CD45+| EGFR{+ | CD4+ CD8+
PLAT-02 4.91e5 9937 9498 6976 1576
(10x10e6)|  (87.2%) (2.02%) (95.6%) | (73.4%) | (16.6%)
PLAT-02 5.83e5 4631 4121 3443 504
(10x10e6),  (84.2%) (0.79%) (89.0%) | (71.7%) | (12.2%)
PLAT-02 7.07e5 12376 12116 7851 3234
(10x10e6)]  (91.2%) (1.76%) (97.1%) | (64.8%) | (26.7%)
PLAT-02 5.96e5 15132 14217 12907 561
(10x10e6),  (88.4%) (2.54%) (94.0%) | (90.8%) | (3.95%)
Neg. 120212 156 145 51 45
Control (87.6%) (0.13%) (92.9%) | (35.2%) | (31.0%)
JME14-03 Day 90 post T-cell
Sample |Lymphocytes| Live, CD45+| EGFRt+ CD4+ CD8+
PLAT-02 7.91e5 2206 2099 1899 67
(5x10e6) | (87.2%) (0.28%) (95.1%) | (90.5%) | (3.19%)
PLAT-02 7.81€5 9221 8594 7583 373
(5x10e6) | (86.9%) (1.18%) (93.2%) | (88.2%) | (4.34%)
PLAT-02 | 76.65e5 2904 2761 1798 155
(5x10e6) | (85.6%) (0.44%) (95.1%) | (65.1%) | (5.61%)
PLAT-02 4.31€5 2115 1783 1145 260
(5x10e6) | (81.5%) (0.49%) (84.3%) | (64.2%) | (14.6%)
Neg. 7.51e5 109 79 48 8
Control (83.1%) (0.015%) | (72.5%) | (60.8%) | (10.1%)
Neg. 5.29e5 28 10 0 0
Control (78.6%) (6.29e-3%) | (28%) (0%) (0%)
PLAT-01 6.15e6 27 19 6 1
(10x10e6) |  (80.3%) (4.09e-3%) | (70.4%) | (31.6%) | (5.26%)
PLAT-01 6.44e6 26 15 8 2
(10x10e6) | (81.1%) (4.04e-3%) | (57.7%) | (53.3%) | (13.3%)
PLAT-01 6.77e5 11 5 1 0
(5x10e6) |  (80.9%) (1.63e-3) | (45.5%) | (20.0%) (0%)
PLAT-01 7.73€5 27 11 3 0
(5x10e6) | (80.3%) (3.49e-3) | (40.7%) | (27.3%) (0%)
PLAT-01 7.56€5 22 16 5 8
(5x10e6) | (84.5%) (2.91e-3) | (7T2.7%) | (31.2%) | (50%)
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