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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 STEP A
Obtain Patient Tumor Sample Obtain Patient Tumor Sample
(optionally can be frozen before Step B: (optionally can be frozen before Step B)
optionally tumor sample can be a core/small biopsy)
STEP B STEP B
First Expansion Priming First Expansion

(physical fragmentation to at least 40 fragments per  (physical fragmentation of up to 60 fragments per
container grown for about 3 days to 14 days with  container grown for about 1 days to 7/8 days with

media comprising [L-2) media comprising [L-2, OKT-3, and optionally
antigen-presenting feeder cells)
STEP C STEP C
First Expansion to Second Expansion Transition  Priming First Expansion to Rapid Second Expansion
(Step B TILs directly move to Step D, optionally on Transition
Step B day 11) (Step B TILs directly move to Step D on day 7/8)
STEP D STEP D
Second Expansion Rapid Second Expansion

(TILs grown in growth media medium comprising ~ (TILs grown in growth media medium comprising
[L-2, OKT-3, and antigen-presenting feeder cells m a IL-2, OKT-3, and 2X antigen-presenting feeder cells;

closed container) Days 10-11 scale up and add additional IL.-2)
STEP E
ST Q foe STEP E
Harvest TILS from Step D Qo
(TILs harvested via closed system) Harvest TILS from Step D
STEP F STEP F
Final Formulation and/or Transfer to Infusion Bag ~ Final Formulation and/or Transfer to Infusion Bag
(optionally cryopreserve) (optionally cryopreserve)
FIG. 1A
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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
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)

STEP D
Rapid Second Expansion
(TILs grown in growth media medium comprising [L-2, OKT-3, and 2X antigen-
presenting feeder cells; Days 10-11 scale up and add additional 1L-2)

STEP E
Harvest TILS from Step D

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

FiG. 1B

SUBSTITUTE SHEET (RULE 26)



WO 2020/096986 PCT/US2019/059716
3/232
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

(physical fragmentation of up to 60 (physical fragmentation of up
fragments 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 [L-2) days with media comprising

[L-2, and OKT-3)

STEP C STEP C
Priming First Expansion to Rapid ~ Priming First Expansion to
Second Expansion Transition Rapid Second Expansion
(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  (TILs grown in growth media
medium comprising IL-2, OKT-3,  medium comprising IL-2,
and antigen-presenting feeder cells; OKT-3, and 2X antigen-

Days 10-11 scale up and add presenting feeder cells; Days

additional 1L-2) 10-11 scale up and add
additional IL-2)
STEP E STEP E
Harvest TILS from Step D Harvest TILS from Step D
STEP F STEP F
Final Formulation and/or Transfer ~ Final Formulation and/or
to Infusion Bag Transfer to Infusion Bag
(optionally cryopreserve) (optionally cryopreserve)
FIG. 1C
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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

[L-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)

STEP E
Harvest TILS from Step D

STEP F
Final Formulation and/or
Transfer to Infusion Bag
(optionally cryopreserve)
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Glutamine Gen 2 & Gen 3
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Cell counts Day 7-Gen 3 REP initiation

Count1 | Count2 | Count3 |Average | Total Cells

Volume (mL) (cells/mL) | (cells/mL) | (cells/mL) |(cells/mL)/Average*Volume
Total 2.46E+05 2.28E+05 2.31E+05 | 2.35E+05 4.42E+07
188 Live 2.37E+05 2.27TE+05 2.26E+05 | 2.30E+05 4.32E+07

Dead | 9.26E+03| 7.03E+02| 4.63E+03| 486E+03 |  9.14E+05
% Viability | 96.20%|  99.70%|  98.00%| 97.97% | -

Tofal | 8.26E+04| B.00E+04| 7.66E+04| 797E+04 | 150E%07

Live 7.60E+04 | 7.54E+04 | 6.89E+04 | 7.34E+04 1.38E+07

168 Dead 6.6/1E+03 | 4.63E+03 | 7.73E+03 | 6.32E+03 1.19E+06
% Viability|  92.00% 94.20% 89.90% | 92.03% | ]

Total 2.44E+04 | 4.20E+04| 1.05E+04 | 2.56E+04 5.13E+06

200 Live 1.74E+04 | 2.80E+04 |  7.03E+03 | 1.75E+04 3.50E+06

Dead | 7.03E+03 | 140E+04 | 348E+03[ 817E+03 |  1.63E+06
% Viability | 71.20% | 66.70% | _ 6690%] 6827% |

FIG. 16
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Cell counts Day 11-Gen 2 REP initiafion and Gen 3 Scale Up

\ Count1 | Countd | Count? |Average | Total Cells
D Volume imL cellinl) | Gelsiml) | elsiml) (cellsmb) | Average Volume
Totdl O {E0B] 101E+0B]  108E+06] LOOE+0B]  1.00E+09
Gen 344 |00 [ive | 606-05] 93tE=0o] 1DIE06| SHE] 0356408
First Round Dead S00E+04]  749E+04|  B.4E<04| GAMEXD4]  BAAEL(T
% Viability 84.40% 92.60% Q7% oasrl ]
Totdl 856E+05]  O0AE+05| BBIE+05| GBOE+5|  AB0E+08
(en 3 #L4055 1000 Live 824E+05]  867E+05]  B40F+05| BM4ED5|  Q.44E08
Second Round Dead B.17E+04]  370E+04]  387E+Q4| 35BE«04]  358E+(7
pVighility[ 9A30%|  B500%]  9560%| O
Tota 23E06] 2056446 J00E+0B|  457E+08
" . Live 168508 1.57E+06 1 63E+06 256+08
CenSMIBEST | 200 [ Peag | bates| 6%t T
% Viahility 72.40% £9.90% 7 i
Tota 1.086+06] _ 9.84E+05]
Gen 2 #4054 147 Live 06E+06]  9.71E+(5
First Round Deaad (05E+04]  1.26E+04 !
% Vighiity|  98.10%]  98.70% 98.73%
Total J03E+05]  3.05E+05 DBTES| 276407
Gen 2 #4055 % Live 2885405 2.08E+0 D80E+05|  268EX7
Second Round Dead A726+03  914E+03 7376403 7 08E+{05
% Viability 88.40% 97.00% 9743%] oo
Tota 0.10E+04]_ 5.60E+04 THEAE] AT
o AL Liv 8U5E+04]  421E+04 5AAE+D4] 1036407
Gen 2#M1085T | 200 o T e e e 243
% Viability 88.50% 75.20% S
FiG. 17
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Count{ | Count? | Countd | Average | Tolal Cells
0 Volume (mLJ icelisimb) | (celisiml) | {cellsimb) (ceiis!r%ﬁj Average*Volume
Gen 3 #4054 TAQE+Q7|_ 1A6E+(07 LA3EA7] 1TBEAC
Fi iR f'md_ 12431 1.32E+07 1.35E+07 1.34E+07
e T | RATEAB] 1126406 O BIE05] ,
i 94.00% 92.40% Q3.20% [
Gen #4054 0.36E+07)  B.07E+07 0.21E+07
ir . 5.728+07|  S44E+(7 558407
ristound post | 330 S TE06| 6 2708 S3E08] 20808
90.00% 89.70% BO.85% |
Count1 | Count? | Countd | Average | Total Cells
D Yolume (L _ {cellsimb) | (cells/mb) | (cellsimb) ﬁceiisirgﬁ_) Average’Volume
Cen 3 #L4055 ol | 9A9E+(6] 105E+(7 TOOEQ7] 1.0%E+10
Seoond Bound e | 10326 |Lve | BO0E-06] O75E+6 §3BE+0B]  GBBE+DY
S e P ' Dead | 5.85E+05] 6756405 6.30E+05]  6.51E+08.
v % Viability 93.80% 93.60% Q370% |
Gen 3 #1405 otal | 331E+07| 282E+07  3IBE07[ A07EX7] LOIE+D
oo Dead 456+08]  3671+08] 4.17E+06] 400F+06]  135E+09
i % Viability £6.20% 87.20% 87.10%[ 8.70%[ oo
Count1 | Count? | Countd | Average | Total Cells
o Yolume {mL _ {celisimb) | (cellsimb) | (cellsimb) éceiisirgﬁ_‘) Average’Volume
. } olal 2.26E+06|  7.64E+(6 2.45E+06 1.23E+10
(Gen 3 #M1085T 5000 ive 1.97E+06| 2.31E+06 2.14E+00 1.07E+10
pre-LOVO Dead 2.85E+05  3.30E+05 J08E+05)  1.54E+0S
% Eaﬁb'iit‘y 87.40% 87.50% BT AS%
Qan 34 " gia 0.27E+07] 544407 5.86E+07 8.78E+(8
‘;ﬁgfﬁ{ﬁggfj 150 Live | 550E+07|  474E+(7 512EA07] 7 68E+D9
C910 additon, Dead | 7.70E+08| 6.98E+06 7336406 1.10E+05
R % Viability §7.70% 87.20% QrAS% |
Count1 | Count? | Countd | Average | Total Cells
D Volumeml) | | icligml) | cellsinl) | (calsiml) |(celsiie| Average Volume
o otal 3.53E+06]  4.30E+(6 3828406 357E+08
en 2 #4054 913 Ve 3.35E+06|  4.00E+06 3.08E+00 3.36E+08
First Round Dead | 1.766+05]  3.03E+(05 230E+05]  2.18E+08
% Viebility|  9500%|  9300% Y400%[ T
e e ofa T29E+07] _ 1.36E+07 T3RE+07]  387E+09
Gen 2 #4055 592 ve | 1.16E+07] 1236407 T20E+07] 340E¥S
Second Round v Dead 1276+08]  1.23E+06 12564068 365E+08
% Viability|  90.10%|  90.50% 050% - ]
ola 6.75E+06|  6.98E+00 6.87E+00 2.53E+08
Can 9 4 LiVe 5.22E+06]  558E+06 5.40E+06 1.99E+08
Gon ZM1085T 309 Dead | 154E+06] 140E+(6 1476406]  5APE08 |
% Viability]  77.20%|  79.90% 7855%|
FiG. 18
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Count1 | Count? | Countd | Average |  Tofal Cells
D Volume (mL {cellsimb) | {callsiml) | {calls/mb) (seﬁisla’%i} Average*Volume
Cen 7 #4054 Total 356E+07|  412E+07]  4.03E+07] 380E+07 | 540E+10
it Round qre | 1385.7 ve | 326E+07| 373E+07| 367EA07[35EA0T | AGE+ID
i LO{:’!OM ’ Dead 293E+06]  387E+06| 3.50E+06] 346E+06 |  4.80E+9
% Viahility 91.70% 90.60% G110%| 9143% oo
Gen 7 #4054 Tofa T70E+08]_ 170E+08  16RE+08| 1726408 ]  560E+10
FistRound -post | 330 jve | 1.40F+08] 158E+08  14BF+08[ 15JE+08]  BOIE+I0
LOVO Dead | 2.1BE+07| 204E+07  2.00E+07[207E+07 | 6.82E+00
% Viability 87.30% 88.60% BRAO%[ B7.858% [ oo
Countt | Count? | Countd | Average | Tofal Cells
D Volume (L calsml) | (calism) | (calisiml) |icalisnmt)| AveraeVolame
Gen 7 HL4055 Total 3A5E+07]  251E+07]  2.97E+07| 2.88E+07 5 86E+10
Firgt Round e 1968.2 Ve 280EA07)  228B+07)  272E+07| 2.62E+07 5.16E+10
V0 | Dead | 257E+06] 061E+05] 0.50E+06[257E+06 | 5056408
' % Viabifity|  9180%|  89.60%|  9150%| 8087% |- o]
Gen 2 #4055 lofa 7.33E+08]  T80F+08_ 153E+08 LOJE+0B|  6.33+10
FrstRound-post | 330 jve | 203E+08] 1665408 1.33E+08[ 167E+08]  E50E+10
LOVO Dead SO00E+07| 224E+07  1O4EA(7| 23GE+07|  790E+09
% Viability 87.10% 88.10% 87.30%] &7.50% | e
Countt | Count2 | Countd | Average | Total Cells
B Volume (mL {celisiml) | {cellsiml) | feellsiml) (ceﬂis!h%i.) Average*Volume
Total OIS HOIVG
Cen 28M1085T-pre| s ive #DIV/! #DIVI!
LOVO | Dead #DIVI! VI
% ieib'iitv o e 8#Dgl\//f;g 3210
Gen 2 #0857 - lota SIE+7]  9.05E+07 J8E+{7 1.30E+
‘-"fmgfﬁoﬁ 150 ve | 730607 7.9E4(7 1SBEAT | 11360
TS10 addition Dead | 1ABE+D7| 1.26E+07 20507 | 1B3EN0Y
T % Viability 86.10% 86.10% 86.10% |

For L4034 Gen 2, post LOVO count was extrapolated to 4 flasks, because was the total number of
the study. 1 flask was contaminated, and the extrapolation was done for total = 6.67e+10

FiG. 19
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»Digest fragmented tumor for 1 hour on the gentleMACS OctoDissociator N
»Set aside cells from the whole tumor digest for control expansion

*Freeze another fraction of whole tumor digest for tumor reactivity of the final product
*Stain cells for PD1, CD3, and live/dead status

+Using an FX500 instrument (SONY, state), sort PD1-high and PD1-negative cells
*Initiate cultures of sorted cells and whole digests, in a G-Rex 24 or G-Rex 10 for REP1

t (11 days with OKT 3+ feeders) Yy,

*Volume reduce the plate/flasks, count and harvest

*Initiate cultures of REP1 products (PD-1+, PD-1- and whole digest) in a G-Rex 10,
G-Rex 100M for REP2 (11 days)

*Freeze remaining cells

*Volume reduce the culture media
» Supplement cultures with fresh media (CM2 or CM3)

*Volume reduce the culture media, count cells, and harvest final products ™y
* The following assays are run on the harvested REP2 product

« Cell count, viability

*Phenotype (TIL1, TIL2, TIL3)

*CD107a

*IFNy (restimulation assay)

*TCRVB (by flow cytometry)

* TCRV (freeze 1e6 for RNA-sequencing by iRepetoire)

* Tumor reactivity (co-culture assay) and cell killing assays (X-Celligence system) y
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C) Shared clones between bulk TIL and PD1* -derived

Tumeor Count of shared | Bulk TIL PDe-derived
uCDR3 clones | Shared % Shared %
Breast 43 (.61 78.95
Breast 76 79.51 88.64
Lung 40 526 35.16
Lung 60 4.66 34.57
Melanoma 59 2114 53.84
Melanoma 39 19.87 71.90
FIG. 50
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*Digest fragmented tumor for 1 hour on the gentleMACS OctoDissociator

»Set aside cells from the whole tumor digest for the unselected TIL control
*Freeze a fraction of whole tumor digest for tumor reactivity/killing assays

* Stain cells for PD1, CD3, and live/dead status , ,

»Using an FX500 instrument (SONY, state), sort PD1high, PD1int and PD1neg.
*Initiate cultures of sorted cells and unselected TIL in a G-Rex 10 for REP1

{ (11 days with OKT3+ feeders)

\

»Volume reduce the plate/flasks, count and harvest

- Initiate cultures of REP1 products (PD1high, pD1int and PD1N€9 and unselected
TIL) in a G-Rex 10 for, REP2 (11 days)

*Freeze remaining cells

*Volume reduce the culture media
* Supplement cultures with fresh media (CM2 or CM3)

»Volume reduce the culture media, count cells, and harvest final products

* The following assays are run on the harvested REP2 product

« Cell count, viability

*Phenotype (TIL1, TIL2, TIL3)

*CD107a

*IFNy (restimulation assay)

*TCRVB (by flow cytometry)

* TCRV (freeze 1e6 for RNA-sequencing by iRepetoire)

* Tumor reactivity (IFNvy secretion and cell killing assays (X-Celligence system))

FIG. 131
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A,
Number of unique CDR3vb in PD1 selected and
unselectad TIL (p=0.625)
3000
2500 www H3035
T o000 o e H3030
3 s | 40389
2 o0 e = L4096
O 1000 s ~eee L4097
— “mﬂ
500 - wenne | 4100
wamnes { 4106
0
Unselected TIL PD1-selected TIL
B.

Diversily index expressed as Shannon entropy in
PD1 selected and unselected TIL (p=0.911)
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g 4 14089
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Percentage of CDR3 clones shared per TiL type
(p=0.962)
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Clone frequency in L4089 (p=0.002)
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Clone frequency in L4087 (p=0.015)
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Tumor ID Histology PD1-selected TIL generated
H30635 HNSCC Yes
13036 HNSCC , No o o
Culture Contaminated
H3037 HNSCC . No
Culture Contaminated
30638 HNSCC Yes
H303% HNSCC Yes
L4089 NSCLC Yes
14096 NSCLC Yes
L4697 NECLC Yes
14100 NSCLC Yes
L4101 NSCLC Yes
L4194 NSCLC Yes
14106 NSCLC Yes
Mi1132 Melanoma Yes
M1136 Melanoma Yes
Mi1139 Melanoma Yes
M1141 Melanoma ves
V8030 Ovarian Yes
OV8042 Ovarian Yes
QVYE042 Ovarian Yes
T6a049 TNBC Yes
Tohs6 TNBC Yes
T6O58 TNBC Yes
Ta06l TNBC Yes
OC20019 Prostate Yyes
OC20030 Prostate Yes
C10026 CREC Poor di ge:;fceﬂ yield
CC16027 CRC . No
Poor digest cell yield
CCIG028 CRC Yes
34629 CRC Yes
e . N«
CC1o031 CRC Culture C()I;E:am'ﬁ nated
CC106034 CRC Yes
CCI10037 CRC Yes
CCI6038 CRC Yes
FiG. 137
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Tumor ID Sample ID Histology Date of preparation
PD1-selected TIL B ]
H3035 : - HINSCC 03/15/1¢
Unselected TIL
PD1-selected TIL e
H30639 - HNSCC 04/09/19
Unselected TIL
PD1-selected TIL
1L.4089 MNSCLC 03/22/19
Unselected TIL
PD1-selected TIL
1.4896 - NSCLC 04/04/19
Unselected TIL
PD1-selected TIL o
L4097 NSCLC 03/22/19
Unselected TIL
PD1-selected TIL s
L4160 NSCLC 03/26/19
Unselected TIL
PD1-selected o
L4101 NSCLC 04/04/19
Unselected TIL
PD1-selected )
L4164 MNSCLC 03/26/19
Unselected TIL
PD1-selected o
1.4186 - NSCLC 03/29/19
Unselected TIL
PD1-selected , o
ME1E32 Melanoma 03/26/19
Unselected TIL
, PD1-selected s
M1136 : Melanoma 03/26/19
Unselected TIL
) PD1-selected o
M1139 Melanoma 03/22/19
Unselected TIL
PD1-selected o
1141 Melanoma 03/26/19
Unselected TIL
FIG. 139
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REPI REP2
Tumor ID Sample ID Histology | Fold Expansion Fold Expansion
PD1-selected TIL 350 2166
FE3035 HNSCC
Unselected TIL 869 1385
PD1-selected TIL , 634 1082
H3039 HNSCC o
Unselected TIL 123 893
PD1-selected TIL ] 1502 2106
L4089 - NSCLC
Unselected TIL 2821 1416
PD1-selected TIL 382 78R
140386 NSCLC
Unselected TIL 1749 019
PD1-selected TIL 230 1982
1.4097 - NSCLC
Unselected TIL 1147 2455
PD1-selected TIL - ) 536 997
14180 NSCLC
Unselected TIL 1498 900
PD1-selected ) 1346 896
L4101 - NSCILC
Unselected TIL 2196 962
PD1-selected ] 1711 1257
14104 NSCLC
Unselected TIL 649 1421
_ PD1-selected 1179 1367
L4186 - NSCLC
Unselected TIL 4500 1912
» PD1-selected 50 234
MI1E32 Melanoma
Unselected TIL 2670 1263
‘ PD1-selected 961 867
Mi1136 Melanoma
Unselected TIL 693 1190
PD1-selected , 557 1751
nMi1139 mMelanoma
Unselected TIL 4508 i6i3
PD1-selected 3429 1515
M1idl Melanoma
Unselected TIL 4950 2107
FIG. 141
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REPI REP2
Tumor ID Sample ID Histology | Fold Expansion Fold Expansion
PD1-selected TIL 350 2166
FE3035 HNSCC
Unselected TIL 869 1385
PD1-selected TIL , 634 1082
H3039 HNSCC o
Unselected TIL 123 893
PD1-selected TIL ] 1502 2106
L4089 - NSCLC
Unselected TIL 2821 1416
PD1-selected TIL 382 78R
140386 NSCLC
Unselected TIL 1749 019
PD1-selected TIL 230 1982
1.4097 - NSCLC
Unselected TIL 1147 2455
PD1-selected TIL - ) 536 997
14180 NSCLC
Unselected TIL 1498 900
PD1-selected ) 1346 896
L4101 - NSCILC
Unselected TIL 2196 962
PD1-selected ] 1711 1257
14104 NSCLC
Unselected TIL 649 1421
_ PD1-selected 1179 1367
L4186 - NSCLC
Unselected TIL 4500 1912
» PD1-selected 50 234
MI1E32 Melanoma
Unselected TIL 2670 1263
‘ PD1-selected 961 867
Mi1136 Melanoma
Unselected TIL 693 1190
PD1-selected , 557 1751
nMi1139 mMelanoma
Unselected TIL 4508 i6i3
PD1-selected 3429 1515
M1idl Melanoma
Unselected TIL 4950 2107
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REP? REP2
Date of Fold Fold
Tumor ID sample ID Histology | Preparation |Expansion|Expansion
PDi-selected TIL 350 2166
3035 - - HNSCC 03/15/19
Unselected TIL RA9 1385
PD1-selected TIL , 654 10%2
3039 HINSCC 04/09/19
Unselected TIL 123 893
PD1-selected TIL 1502 2106
1.4089 NSCILC 03/22/19 -
Unselected TIL 2821 1416
PD1-selected TIL ] 582 788
L4094 - NSCLC 04/04/19
Unselected TIL 1749 919
PD1-selected TIL o 230 1982
L4087 NSCLC 03/22/19
Unselected TIL 1147 2455
PD1-selected TIL 536 997
L4140 NSCLC 03/26/19
Unselected TIL 1498 900
PD1-selected o o 1346 896
14101 NSCLC 04/04/19
Unselected TIL 2196 962100
PD1-selected
14104 NSCLC
Unselected TIL
PD1-selected ] o 1179 1367
L4106 NSCLC 3/29/19
Unselected TIL 4500 1912
PD1-selected o 50 234
M1132 Melanoma 03/26/19
Unselected TIL 2670 1263
, PD1-selected 4 o 961 867
M1136 Melanoma 03/26/19
Unselected TIL 693 1190
, PD1-selected - 557 1751
Mi1139 Melanoma 03/22/19
Unselected TIL 4908 1613
PD1-selected 3429 1515
114t Melanoma 03/20/19
Unselected TIL 4950 2107
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A,
P .
= Tumor digest
S ., S Unselected TiL
- y Mt
0.04+ 17 ™ my,  PD1-selected TIL
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Tumor ID Sample ID Histology | Fold Expansion Fold Expansion
PD1-selected TIL 350 2166
FE3035 HNSCC
Unselected TIL 869 1385
PD1-selected TIL , 634 1082
H3039 HNSCC o
Unselected TIL 123 893
PD1-selected TIL ] 1502 2106
L4089 - NSCLC
Unselected TIL 2821 1416
PD1-selected TIL 382 78R
140386 NSCLC
Unselected TIL 1749 019
PD1-selected TIL 230 1982
1.4097 - NSCLC
Unselected TIL 1147 2455
PD1-selected TIL - ) 536 997
14180 NSCLC
Unselected TIL 1498 900
PD1-selected ) 1346 896
L4101 - NSCILC
Unselected TIL 2196 962
PD1-selected ] 1711 1257
14104 NSCLC
Unselected TIL 649 1421
_ PD1-selected 1179 1367
L4186 - NSCLC
Unselected TIL 4500 1912
» PD1-selected 50 234
MI1E32 Melanoma
Unselected TIL 2670 1263
‘ PD1-selected 961 867
Mi1136 Melanoma
Unselected TIL 693 1190
PD1-selected , 557 1751
nMi1139 mMelanoma
Unselected TIL 4508 i6i3
PD1-selected 3429 1515
M1idl Melanoma
Unselected TIL 4950 2107
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Conditions Full-Scale Process
REP-1 Day 0: REP-1
TIL PD1 sort count
Feeders 100e6
CM1 1L
IL-2 6000 IU/mL
OKT3 (30 ng/mL) 30 ng/mL
G-Rex 100MCS
REP-2 Day 11: REP-2
TIL 5e6-200e6 TVC
Feeders 5e9
CM2 5L
IL-2 3000 IU/mL
OKT3 (30 ng/mL) 30 ng/mL
G-Rex 500MCS
Scale up Day 16: Volume reduce and split up to 5 G-
Rex500MCS in CM4+3000 IU/mL of IL-2
REP-2 Harvest Day 22: REP-2 Harvest
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