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Figure 46
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CD8 Reactivity Enrichment Processes vs. GEN2 in NSCLC
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Figure 50
NSCLS: Full Process Digest
CD8 Yield

NSCLS: Specific Reactivity
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Figure 52
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Figure 78
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FIGURE 82

Process 2A: about 22 days from Steps A-E
1. STEP A

Obtain Patiend Tumor Sample

2. SIERER

Fragmentation and First Expansion

3 days o 14 days

3. S1ERC
st Expansion o Second bxpansion Tranattio
First Expansion fo Second Expansion Transdion
No Slorage and Closed System
4. STEPD

Second Expansion
-2, OKT-3, and antigen-presenting feeder celis
Closed System
5. BTEPE
Harvest TILS from Step D
Closed System
6. STERF

Final Formulation andior Transfer i Infusion Bag

{oplionally cryopresarve)
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Day 0 -
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Tumor tissue in

Tumor Isolation H(ZpothermosoH 50ug/mL

HBSS + 50 ug/mL
Gentamicin :
Sulfate

© M1
6,000 IU/mL IL-2
1L/flask

Day 11 REP Initiation

sentamicin + 2.5/ug/mL
Amphotericin B
v

Isolation

Tumor fragments
3x3x3mm |
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Figure 834

Bioburden Sample
Transport Medium

G gee?o%?\;t(cs
-Rex I
Remaining Tissue
<50 fﬁ%%rgents/ % Sample /
1L/flask
Y
Spent BacT Sterility /
Medium Sample
Removal 10 ml spent
1X G-Rex medium
100M fharvested unit
v
Cell Count & 10E06
Transfi vty
Chanetor| |/ Viabity Viable TIL
pack NC-200 to flow
TVC=40E067 CD3/CD45

v

TILs /Feeder Cells, Irradiated
V‘gig:fs s':eﬂ‘i‘?e <2x108 2 donors, 3bags |
400xg 10mins |\ Varadle volume 2-5x139/ bag
¥ Feeder Thaw
Cryopreserve excess 35-39°C
TIL '
1E08 mL in CS10 : : :
1 mL/ vial 500mL CM2 Pool Feeders| |  /Cell Count &
3,000 IU/ml IL-2, } 5E09 viable | |+ Viability
150ug OKT3 cells {/ NC-200
h 4
4.5 CM2 Seed 1x G-Rex500MCS
3,000 IU/mL f= 5x106 - 2x108 TIL o
: IL-2 5x10° feeder cells/flask
Figure 2B REP PD Process PFD
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*Store Pooled TILs in
incubator when not
needed for sampling

or seeding
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Figure 83B

111112

Figure 2A
1 BacT Sterility Sample
S ; , Pooled sgent medium
pent Medium Spent mL
Sampling & Medium
%e(ran%g)l( Samples Mycoplasma PCR
500M 25 mL ample Diluent
Pooled spent medium
l 10ml (x2)

Transfer cell
suspension to TIL Cell Count
1L transfer ; NC-200

pack*

Mycoz?;mf PCR Remove QC
P Sampl
~1x108 cells (x2) amples

, CM4
3,000 1U/mL IL-2

Notify client

1 ~" Continue processing,

Split & Seed = 5X
G-Rex 500MCS
< 5L/flask
# Flasks: TVC + (1 x 109 TVC/flask)
rounded up to nearest whole number

REP Cultures
<5
G-Rex 500MCS

Figure 2C

REP PD Process
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Figure 83C

Figure 2B

o

Spent Medium | | supernate | | Pool supernate
removal < 5x | p~————pi | 10L Bioprocess
G-Rex 500MCS bag(s)

v

3L Cell culture Bag (Origen
EV3000 or equivalent)

v

Cell Count & Viability
NC-200

4x 1mL sample

v

‘ Buffer\ Volume Reduction LOVO '

\Aéisﬁ ?"»‘;cyf’ 2 Cycles, 10:1 concentration| (- | ., Eg]’mﬂ?tgsm*

HSA / 4000 RPM, 75mL/min -1 with co

Mycoplasma
PCR

Sample
Diluent

A

L2 )
Csoo um | s

*Formulate bulk
o Product Bag stored
Satelllite Vial Prep at 2-8°C in between
. ' Remove processing steps
Cryopreserved QC Release Test Samples y
Satellite Vial & Air (Mycoplasma, Endotoxin, Aliquot into CS750
Sample Sterility, Gram Stain, Cell cryobags 90-120mL/
10 x 0.5mL/vial Count, viability, flow, bag
l INF-g, Retain) (20mL) : ‘
Manual Fill | | _,| | Controlled Rate
0.5 mL / vial Preset-6 Profile
Visually Inspect
v
Store in vapor
phase LN
REP PD Process ot
PFD Page 3/3 | Ship




