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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. STEP D

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)
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Figure 83
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1. STEP A
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2. STEPB
Fragmentation and First Expansion

11 days to 21 days

2. STEPB
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3 days to 14 days

3. STEPC
First Expansion to Second Expansion Transition

Optional Storage until Selection

3. STEPC
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No Storage and Closed System

4. STEPD
Second Expansion

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

4. STEPD
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IL-2, OKT-3, and antigen-presenting feeder cells

Optionally repeat one or more times Closed System
5. STEPE
5. STEPE
Harvest TILS from Step D
Harvest TILS from Step D
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6. STEPF 6. STEPF

Final Formulation and/or Transfer to Infusion
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Figure 104A
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Figure 1068
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Historical
Cohort 1% Cohort 2
CHARACTERISTIC N =16, (%) N =13 {%)
Gender, n {%)
Male 7 (44} 5(39)
Female 9 (56} 8 (62)
Age
Median 58 54
Min, Max 41,72 35, 66
Prior therapies, n (%)
Mean # prior systemic therapies 3 4
Anti-CTLA4 14 {88) 13 {100
Anti-PD-1 21 (100) 13 {100}
Target Lesion Sum of Diamster {mm)
Mean {SD) 104 {68) 141 (102
Min, Max 15, 225 38, 342
Historical
Cohort 1* Cohort 2
CHARACTERISTIC N =186, (%) N =13, (%)
Baseline ECOG score, n (%)
0 9 (56} 8 (62}
1 7 {44) 5(39)
BRAF Status, n (%)
Mutated 9 {56) & (46)
Wild Type 7 (44} 7 (54}
Baseline LDH (U/L [SD])
1-2 times ULN 7 (44) 7 (54)
Min, Max 16} 2 (15)
Number of Target & Non-Target Lesions {al Base Line)
>3 12(75) 10(77)
Mean 5.6 55
Figure 108
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Historical Cohort 1 Cohort 2
(N = 16) (N=13}
Any  Grade Grade ! Any  Grade Grade
(Grade 3/4 5 Grade 34§
PREFERRED TERM n{%  n{% n{% 1 n{% 0% n(%)
Number of patients reporting at least , .
one Treatment-Emergent AE 14875, 14@75 0 (12{857)11(788) O
Nausea 14875 0 0 7{538 © 0
Platelet count decreased 12(75.0)12(750) 0 7(538) 6462y O
Anaemia 11(68.8) 8{(50.0) 0 8(61.5) 7(53.8 0
Neutrophii count decreased 11{68.8) 11(68.8) O 6(46.2) 6(46.2) O
Febril neutropenia 10(62.5) 16(62.5) 0 7(538) 6(46.2) O
White blood count decreased 10{62.5) 10(62.5) O G(46.2) 6(46.2) Q
Chills 9 (56.3) 0 0 6(46.2) 1{77} 0
Diarrhoea 8(50.0y 1(63) O 40308 0 0
Fatigue 7 {43,8) 0 0 7(538) 0 0
Vomiting 7{438 0 0 2{154) O 0
Constipation 6 (37.5) 0 0 323y 0 0
Decreased appetits 5{31.3) 0 0 4(30.8y G 0
Headache 5(31.3) 0 0 3231 6 0
Hypocalcaemia 5{31.3) 0 0 1{7.7) 0 0
Hypokalaemia 5{31.3) 0 0 3231 6 "
Hypophosphataemia 5(313) 5313 @ 423 17 0
Hypotension 5(31.3) 2{1258 O 323 377 0
Lymphocyte count decreased 5(31.3) 5(31.3) 0 3(23.1y 3231 0O
Nasal Congestion 5{31.3 0 0 0 0 0
Pyrexia 5(31.3) 0 0 9692y 177y O
Cough 4 (25.0) 0 0 4(308 © 0
Oedema peripheral 4 (75.0) 0 0 4(308) 0O 0
Pruritus 4 {25.0) 0 0 4(308 O 0

Notes: Adverse events are coded by MedDRA version 18.1,

Patients with multiple events for a given preferred term are counted only once using the
maximum grade under each preferred term.

Events are sorted by decreasing frequency of preferred term under SOC per any grade.

Treatment-Emergent Adverse Evenis refer to all Aks starting on or after the first dose
date of pre-treatment chemotherapy({Fludarabine and Cyclophosphamide) up fo the last
dose of ILZ2 + 30 days.
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Cohort 2

CHARACTERISTIC N=17, (%)
Gender, n {%])

Male 8 (47

Female 9{53)
Age

Madian 54

Min, Max 35,66
Prior therapies, n (%)

Mean # prior systemic therapies 36

Anti-CTLAA 15 (88}

Anti-PD-1 (94)
Target Lesion Sum of Diameter (mm)

Mean (SD) 140 (33)

Min, Max 38, 342

Cohort 2

CHARACTERISTIC N =17, (%)
Bassline ECOG, n (%)

0 11 (65)

1 6 (35)
BRAF Status, n (%)

Mutated 529

Wild Type 9(53)

Unknown 3{18)
Baseline LDH {(U/L [SD])

1-2 times ULN (47)

> 2 times ULN 2{12)
Number of Target & Non-Target Lesions {al Base Ling)

>3 12 {71}

Mean 59
Cohort 2 has:

High tumor burden at baseline as reflected by 140 mm sum of diameters for

target lesions

Figure 116
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Cohort 2 (N =17}

Any Grade  Grade 34 Grade 5
PREFERRED TERM n (%) n (%) n (%)

Number of patients reporting at least ons

Treatment-Emergent AE 16 (94.1) 16 (94.) 0
Pyrexia 13{76.5) 1{5.9) 0
Anaemia 11(64.7)  10{58.8) 0
Neutrophil count decreased 10(588) 10(58.8) g
Platelet count decreased 10 (58.8) 8 (47.1) g
Februle neutropenia 10 {58.8) 8471 0
Fatigue 10 (58.8) 0 0
Chills 9 (52.9) 1(5.9) 0
Nausea 9(52.9 g 0
White blood cell count decreased 8 (47.1 g7 1) g
Lymphocyle count decreased 6 (35.3) 8 {35.3) 0
Diarroea 6 {35.3) 0 0
Decreased appetite 6 (35.3) 0 0

Notes: Patients with multiple events for a given preferred ferm are counied only once
using the maximum grade under each preferred term. Treatment-Emergent Adverse
Events refer to all Aks slarting on or after the first dose date of pre-treatment chemo-
therapy {Fludarabine and Cyclophosphamide) up to the last dose of IL-2 + 30 days.
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Figure 118
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Figure 120
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Structure I-A Structure |-B

Figure 140

o Compared The Efficacy of 3 SFM with Tumors:
Selection of o CTS OpTimizer (Life Tech) +- SR Or PL
SFM Purveyor ® X-vivo 20 (Lonza) +/- SR Or PL
® Prime T-CDM (Irvine) +/- SR or PL

Testingin Mini-Scale | ® Tested The Candidate In G-REX 5Ms (1:100 Scale)
2ARuns ® N=3

Figure 141
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