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Process GEN 3: about 14-18 days from Steps A - E

STEP A
Obtain Patient Tumor Sample
(optionally can be frozen before Step B)

STEP B
Priming First Expansion
(physical fragmentation of up to 60 fragments per container grown for about 1 days to
118 days with media comprising 1L-2, OKT-3, and optionally antigen-presenting
feeder cells)

STEP C
Priming First Expansion to Rapid Second Expansion Transition
(Step B TILs directly move to Step D on day 7/8)

STEP D
Rapid Second Expansion
(TILs grown in growth media medium comprising IL-2, OKT-3, and 2X antigen-
presenting feeder cells; Days 10-11 scale up and add additional IL-2)

STEPE
Harvest TILS from Step D

STEP F
Final Formulation and/or Transfer to Infusion Bag
(optionally cryopreserve)

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

Process GEN 3: about 14-18 days from Steps A - E

STEP A
Obtain Patient Tumor Sample
(optionally can be frozen before Step B;

optionally tumor sample can be a core/small biopsy)

STEP B
First Expansion

(physical fragmentation to at least 40 fragments per

container grown for about 3 days to 14 days with
media comprising [L-2)

STEP C
First Expansion to Second Expansion Transition

(Step B TILs directly move to Step D, optionally on

Step B day 11)

STEP D
Second Expansion

(TILs grown in growth media medium comprising

STEP A
Obtain Patient Tumor Sample
(optionally can be frozen before Step B)

STEP B
Priming First Expansion
(physical fragmentation of up to 60 fragments per
container grown for about 1 days to 7/8 days with
media comprising IL-2, OKT-3, and optionally
antigen-presenting feeder cells)

STEP C
Priming First Expansion to Rapid Second Expansion
Transition
(Step B TILs directly move to Step D on day 7/8)

STEPD
Rapid Second Expansion
(TILs grown in growth media medium comprising

IL-2, OKT-3, and antigen-presenting feeder cells in a [L-2, OKT-3, and 2X antigen-presenting feeder cells;

closed container)

STEPE
Harvest TILS from Step D
(TILs harvested via closed system)

STEP F
Final Formulation and/or Transfer to Infusion Bag
(optionally cryopreserve)

Days 10-11 scale up and add additional IL-2)

STEPE
Harvest TILS from Step D

STEP F
Final Formulation and/or Transfer to Infusion Bag
(optionally cryopreserve)

FiG. 2B
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Embodiment GEN 3.1 Embodiment GEN 3.1
Embodiment GEN 3.0: control: Test/F:
about 14-18 days from Steps A-E| about 14-18 days from Steps | about 14-18 days from Steps
A-E A-E
STEP A STEP A STEP A

Obtain Patient Tumor Sample

Obtain Patient Tumor Sample
(optionally can be frozen before

(optionally can be frozen

Step B) before Step B)
STEP B STEP B
Priming First Expansion Priming First Expansion

(fphysical fragmentation of up to 60 (physical fragmentation of up
ragments per container grown for to 60 fragments per container
about 1 days to 7/8 days with media grown for about 1 days to 7/8

comprising IL-2) days with media comprising
IL-2, and OKT-3)
STEP C STEP C

Priming First Expansion to

Priming First Expansion to Rapid
i Rapid Second Expansion

Second Expansion Transition

(Step B TILs directly move to Step Transition
D on day 7/8) (Step B TILs directly move to
Step D on day 7/8)
STEP D STEP D
Rapid Second Expansion Rapid Second Expansion

(TILs grown in growth media
medium comprising IL-2, OKT-3,
and antigen-presenting feeder cells;
Days 10-11 scale up and add

(TILs grown in growth media
medium comprising IL-2,
OKT-3, and 2X antigen-

presenting feeder cells; Days

additional IL-2) 10-11 scale up and add
additional IL-2)
STEP E STEPE
Harvest TILS from Step D Harvest TILS from Step D
STEP F STEP F

Final Formulation and/or
Transfer to Infusion Bag
(optionally cryopreserve)

Final Formulation and/or Transfer
to Infusion Bag
(optionally cryopreserve)

FIG. 20

Obtain Patient Tumor Sample
(optionally can be frozen
before Step B)

STEP B

Priming First Expansion
(physical fragmentation of up
to 60 fragments per container
grown for about 1 days to 7/8
days with media comprising

IL-2, OKT-3, and antigen-
presenting feeder cells)

STEP C
Priming First Expansion to
Rapid Second Expansion
Transition
(Step B TILs directly move to
Step D on day 7/8)

STEP D

Rapid Second Expansion
(TILs grown in growth media

medium comprising IL-2,

OKT-3, and 2X antigen-
presenting feeder cells; Days

10-11 scale up and add
additional IL-2)

STEPE
Harvest TILS from Step D

STEP F
Final Formulation and/or
Transfer to Infusion Bag
(optionally cryopreserve)
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Home Tumor Procurement Module

Resources

{ Print TPF ]{ Transfer Ownership H Remove Ownarship }

Details

| ~ General
TPF Quner Leonard Brown
TPF Status Complete
Hospital Patient ID CPMC-STP-01
Patient Name Spags T Patient 01
Date Of Birth 01/01/19%0
COl Number 202101002A
Lot Number STP-LOT-01
TIL Center Name California Pacific Medical Center
Indication Metastatic Melanoma
Resection Date 0410712021
Notes

| ~ Screen 1 Check Materials
Sterile Transfer Pipettes, Quantity = 4 1
Parafilm, Quantity = 6 £
Transport Bags wiAbsorbent Sheets, Quantity = 1 .
Label Sheet with Tumor Bottle Label and Shipper Box Label 1
Specimen Washing Containers, Quantity = 4, Serial #/ Lot # Daone
Specimen Washing Containers - Expiration Date 04/30/2021
Temperature Monitor, Quantity = 1, Serial #/ Lot # Done
Temperature Monitor - Expiration Date 0413072021

FIG. 3K
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Home Tumor Procurement Module

Resources

{ Print TPF ]{ Transfer Ownership H Remove Ownarship }

Details

| ~ General
TPF Quner Leonard Brown
TPF Status Complete
Hospital Patient ID CPMC-STP-01
Patient Name Spags T Patient 01
Date Of Birth 01/01/19%0
COl Number 202101002A
Lot Number STP-LOT-01
TIL Center Name California Pacific Medical Center
Indication Metastatic Melanoma
Resection Date 0410712021
Notes

| ~ Screen 1 Check Materials
Sterile Transfer Pipettes, Quantity = 4
Parafilm, Quantity =6
Transport Bags wiAbsorbent Sheets, Quantity = 1
Label Sheet with Tumor Bottle Label and Shipper Box Label
Specimen Washing Containers, Quantity = 4, Serial #/ Lot # Daone
Specimen Washing Containers - Expiration Date 04/30/2021
Temperature Monitor, Quantity = 1, Serial #/ Lot # Done
Temperature Monitor - Expiration Date 0413072021

FIG. 3L
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Specimen Washing Containers - Expiration Date 04130/2021
Temperature Monifor, Quantity = 1, Serial #/ Lot # Done
Temperature Monitor - Expiration Date 04/30/2021
NanoCool, Quantity = 1 - Serial #/ Lot # Done
NanoCool - Expiration Date 04/30/2021
HBSS, Quantity = 1 - Serial #/ Lot # Done
HBSS - Expiration Date 04/30/2021
{Gentamicin, Quantity = 1- Serial #/ Lot # Done
Gentamicin - Expiration Date 04/30/2021
Amphotericin B, Quantity = 1 - Serial #/ Lot # Done
Amphotericin B - Expiration Date 0473012021
HypoThermosol, Quantity = 1 - Serial #/ Lot # Done
HypoThermosol - Expiration Date 0473012021

| ~ Screen 1 Prepare Materials

The Amphotericin B bottle has been removed from the freezer and
defrosted.

The Gentamicin bottle has been removed from the refrigerator,

The amount of 0.5 mL of Amphotericin B and 0.5 mL of Gentamicin

have been added to the HypoThermosol bottle. The remaining

é\.mphgteéicin B and Gentamicin provided by lovance should be
iscarded.

lovance provided label has been verified and applied to the
HypoThermosol bottle. Verify patient details a%amst hospital records.
Specimen bottle labels: Patient ID, COI #, DO

| ~ Screen 1 Approval

Sereen 1 Confirmation
Screen 1 Confirmed By Leonard Brown
Screen 1 Verification

FIG. 3M
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Screen 1 Confirmation
« Sereen 1 Confirmed By L.eonard Brown
Sereen 1 Verification
Screen 1 Verified By Cal Pacific TPV
| Screen 2 Tumor Procurement Details

Media transported to OR by Done
Media received in OR by Done
Name of Surgeon performing Tumor Procurement Done
Time first Tumor procured (24 hr-hhmm) 04/07/2021 03:00
Time last Tumor procured {24 hr-hhmm) 0410712021 03.00
# of lesions procured 1
Lacation(s) of lesions procured

LOCATION NAME

Done

Has the ideal amount of viable tumor of at least 1.5om, but no more  Yes
than 4.0 cm in diameter (aggregate) for TIL isolation/manufacturing
been obtained?

ias an intraoperative frozen section or biopsy of tumor taken fo Yes
confirm presence of malignant cells?

Ensure that the tumor has been washed 3 times in HBSS

Confirm that the Hospital Patient ID and COI match with the labels
~ and Tumor Tissue Procurement Form

Time Last Tumor is placed in HypoThermosol (24 hr-hhmm) 0470712021 03:00

| Screen 2 Tumor Containment Details

Ensure the tumor is placed in the 100 ml specimen bottle containing
the HypoTharmosol/Gentamicin/Amghotericin B solution (at 2-8 C)
with the lid fightly closed and wrapped in parafilm

=

Ensure the pre-printed tumor specimen label has been affixed to the £

FiG. 3N
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Ensure the fumor is placed in the 100 ml specimen bottle containing

the HypoThermosol/Gentamicin/Amphotericin B solution (at 28 C)
with the lid tightly closed and wrapped in parafilm

Ensure the pre-printed tumor specimen label has been affixed to the
specifmen bottle with the required and verified information

Ensure the specimen bottle has been placed in the transport bag
with absorbent pads and sealed

If available, document the DIN (Donation Identification Number):

| ~ Screen 2 Approval

Screen 2 Confirmation
Screen £ Confirmed By
Screen 2 Verification
Sereen 2 Verified By

{eonard Brown
Cal Pacific TPV

| ~ Screen 3 Tumor Packout Details

Ensure the 2 Cooling Engines in the NanoCool been activated
{Represenied by the Light Blue "NanoCool” Logo} - Typically takes
5 minutes to fully activate

Verify the temperature monitor matches with the serial #and expiry
captured in section 1 of this form

Ensure the temperature monitor has been activated and affix the
temperature monitor to the fransport bag containing the tumor
specimen

Ensure the transport bag containing the specimen botile is placed
in the NanoCool

Ensure to check and affix the shipper box labels from the printed
label sheet to the outer side of the NanoCool

Ensure the Correct Courier Bill of Lading (BGLLhas heen securely
affixed to the outside of the NanoCool. Note: The Corract BOL
utilizes a reference number that will match the COI number of the
Patient Specimen and COl Number captured on this form,

Ensure the NanoCool has been sealed with tamper evident tape

FIG. 30
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| ~ Screen 3 Tumor Packout Details

Ensure the 2 Cooling Engines in the NanoCool been activated ]
gRepresenied by the Light Blue “NanoCool” Logo} - Typically takes
minutes to fully activale

Verify the temperature monitor matches with the serial # and expiry
captured in section 1 of this form

Ensure the temperature monitor has been activated and affixthe [
temperature monitor to the fransport bag containing the tumor
specimen

Ensure the transport bag containing the specimen botlle is placed
in the NanoCool

Ensure to check and affix the shipper box labels from the printed
label sheet to the outer side of the NanoCool

Ensure the Correct Courier Bill of Lading (BQLZ’has been securely
affixed to the outside of the NanoCool. Note: The Correct BOL
utilizes a reference number that will maich the COl number of the
Patient Specimen and CO!l Number captured on this form.

Ensure the NanoCool has been sealed with tamper evident tape

Time NanoCool Packing was completed (24 hr-bhmm) 0410712021 00:00
| ~ Screen 3 Approval

Screen 3 Confirmation

Screen 3 Confirmed By Leonard Brown

Screen 3 Verification

Sereen 3 Verified By Cal Pacific TPV
| ~ IPF Files

Upload Scanned TPF

.t Upload Files | { Or drop files |

FIG. 3P
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RECEIVEACELL
ORDER REQUEST

-~ 5305

A

GENERATE
PATIENT-SPECIFIC IDENTIFIER

5310

¥

REQUEST INITIATING OF A
PROCESS TO OBTAIN ASOLID
TUMOR FROM THE PATIENT

¥

TRANSFER OBTAINED SOLID
TUMORTOA
MANUFACTURING FACILITY

5320

¥

DYNAMICALLY SCHEDULE
PATIENT TREATMENT EVENTS

¥

INITITATE EXPANSION OF CELL
THERAPY PRODUCT FROMAT
LEAST SOME OF THE
OBTAINED SOLID TUMOR

5330

TO 5402
FIG. 48

FIG. 4A
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FROM 8330
FIG. 4A

/8422 5404

“DIDNT ™
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FOR POTENTIAL ¢
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YES ~MEET SPECS DUE™
“\JO CONTAMINATION

I4

J

5408
[

WAIT FOR & REVIEW
FINAL HARVEST RESULTS

< TEST AT SECOND
\TIME POINT

TO 5420
FIG. 4B

IN ORDER TO AUTHORIZE
LYMPHODEPLETION

AN #5404

/ S462

YES _~MEET SPECS DUE™

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA CONTAMINATION

. o

RE-PERFORMING THE
EXPANSION FROMTHE g~

FIRST TIME POINT

F--3

/ 5460

" THE OBTAINED ™
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Process Development

PCT/US2021/028709

Step Process-1C

Process-ZA

Impact

’ 4 Fragments/10
G-Rex 10-21 Days

PreREP Freeze-> Testing
2 > Thaw- ~Day 27-
>40e6TIL

3 36 G-Rex 100-~Day 30
>5e6TiL - Split ~Day 36

Harvest Day ~43+
4 Harvesting By
Centrifugation

Fresh Product-

5 Hypothermosol-Single
infusion Bag

6 43+ Day Process Time

40 Fragments/1-
G-Rex 100 CS- (x27)
11 Days

Direct To REP- Day
11- <200et

4-5 (3-Rex 500CS-
TiL- Split Day 16

Harvest Day 22
LOVO-Automated
Cell Washer

Cryopreserved
Product-CS10 In LNg,
Multiple Aliguots

22 Day Process Time

Increases Tumor
Sample/Container, Shortens
Culture, Reduces Steps,
Amenable To Closed System

Shorten Process, Reduces
Steps, Eliminates Testing
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Shippin? Flexibility, Patient
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Testing, Global Trials
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Tumor Exiraction

Day 11 and Shipment
E Day 16
(e e e Volume
CD S
Tumor 0 otium
Day 0 Arrival T
Filer TIL
40 ey
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Fragments P T
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Prep CM1 -»»@emL M1 ol L
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Process 2A: about 22 days from Steps A - E

1. STEP A

Obtain Patient Tumor Sample
2. STEPB

Fragmentation and First Expansion
3 days to 14 days
3. STEPC
First Expansion to Second Expansion Transition
No Storage and Closed System
4. STEPD

Second Expansion
IL-2, OKT-3, and antigen-presenting feeder cells
Closed System

5. STEPE

Harvest TILS from Step D
Closed System

6. STEPF

Final Formulation and/or Transfer to Infusion Bag

(optionally cryopreserve)

FIG. 9
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Process 1C:
43 - 55 Days for Steps A- E

Process 2A:
About 22 Days from Steps A-E

1. Step A
Obtain Patient Tumor Sample

1. 8tep A
Obtain Patient Tumor Sample

2.5tep B
Fragmentation and First Expansion

11 days to 21 days

2.5tep B
Fragmentation and First Expansion

3 days to 14 days

3.8tepC
First Expansion to Second Expansion

Transition
Optional Storage until Selection

3.8tepC
First Expansion to Second Expansion

Transition
No Storage and Closed System

4. Step D
Second Expansion

IL-2, OKT-3, antigen-presenting feeder celis

4 Step D
Second Expansion

iL-2, OKT-3, antigen-presenting feeder cells

Optionally repeat one or more times Closed System
5 Step E 5 8tepE
Harvest TILS from Step D Harvest TILS from Step D
Closed System
6. Step F 6. Step F

Final Formulation and/or Transfer
to Infusion Bag

Final Formulation and/or Transfer
to Infusion Bag
{optional cryopreserve)

FIG. 10
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Process Process 1C Process 2A Advantages
Step Embodiment Embodiment

Pre-REP

« 4 fragments per 10
GREX-10 flasks

» 11-21 day duration

+ 40 fragments per 1
GREX-100M flask

» 11 day duration

+ increased tumor fragments per flask
« Shortened culiure time

» Reduced number of steps

« Amenable {0 closed system

« Pre-REP TIL are

« Shortened pre-REP-to-REP process

frozen undi
ngﬁg 01 phenotyped for » Pre-REPTIL
o selection then directly move fo ‘R of
Transition | thawed to procesd to |  REP on day 11 eduiced number of steps
the REP {-day 30)
* REP requires + REP requires 25~ |" Eliminated phenolyping selection
>40x 100 TiL 200100 TIL « Amenable o closed system
¢ § GREX-100M + 1 GREX-500M + Reduced number of steps
flasks on REP day 0 flask on day 1
« 5100 TiLand 5x108 | « 25-200x108 TIL |, :
PBMC fesders per | and 5x109 By | rorer REP duration
REP flask on REP day 0 feeders on day 11
« Splitto 18-36 flasks | « Splitto < 8 GREX- | Closed system transfer of TIL
on REP day 7 500M flasks on hetween flasks
day 16

» 14 day duration

+ 11 day duration

» Closed system media exchanges

s TIL harvested via

» TIL harvested via

+ Reduced number of steps

centrifugation LOVO automated | aytomated celf washing
Harvest ;;?gig;shsng » Closed system _
+ Reduced ioss of product during
wash
« Fresh productin + Cryopreserved
Hypothermosol product in
Plasmalyte-A + » Shipping flaxibility
Final 1% HSA and CS10
Formulation stored in LNp
« Single infusion bag |+ Mulliple aliquots » Flexible patient scheduling
« Limited shipping « Longer shipping « More timely release testing
stability stability
Qverall
Estimated |, \ \ ,
Process 43 -55 days 22 days Faster turnaround fo patient
Time

FiG. 11




