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Results

Methods

Assessments

Background

e ICl are important cornerstones of the current standard of care for advanced melanoma; however, 40%—65%"3

of patients have disease that is primary resistant to ICl, and 30%—40%?>° of patients have secondary-resistant Flgure 3. Tumor Burden Reduction and Best Response to Llflleucel’ by Prlmary Resistance

Table 5. Safety, by Primary Resistance to Anti—PD-1/PD-L1*

TCR Repertoire —— Figure 8. TCR Clonality, by Primary Resistance to Anti—-PD-1/PD-L1*

disease using varying definitions of resistance Clinical Assessments . . . . to Anti—PD-1/PD-L1* Non-Hematologic TEAEs in 230% of Patients (Either Group)t+ 0.8- B Primary
e Lifileucel, an investigational autologous TIL cell therapy, demonstrated encouraging activity in 153 patients with o e Analyzed using TCRv3 RNA sequencing data obtained from e Measured using the ImmunolD NeXT Platform ™ I Primarv Resistant* (n=111 All Patients (N=156 Resistant
advanced melanomg who progresged after ICI and taréeted therapy;, if approprigteg,’in the >(/3-144-01 trial, with * Response to lifileucel (ORR and resected FFPE tumor, TIL infusion products, and PBMC (Personalis®) 707 N=29 “PD ®SD ®PR HCR . £ : ) : )
an ORR of 31.4%° DOR) was assessed by IRC — uCDRS3 sequences (clonotypes): contribution to the total — Whole exome sequencing 607 * Primary Resistant Preferred Term, n (%) Any Grade Grade 3/4 Any Grade Grade 3/4 All Patients
: . . . o 50 3 : )
— In a previous subanalysis of C-144-01, lifileucel produced an ORR of 31.3% in patients with disease primary (RECISTv1.1) TCR repertoire | — SNV and short indel calling: using Personalis®'s 40- Chills 4 (75.7) 5 (4.5) 117 (75.0) 8(5.1) s 06
refractory to anti—-PD-1/PD-L1 therapy using the study definition® Translational Assessments — (?Ir?psotn glon?htly Indlex va:uef r?ngmg frolm OI(evenIIy) proprietary methods 20 It Pyrexia 4 (48.6) 10 (9.0) 81 (51.9) 17 (10.9) = .
istributed, polyclonal sample) to 1 (monoclonal sample _ . . . i
e The SITC Immunotherapy Resistance Taskforce recently developed an expert-consensus definition of e Samples from 77 FFPE PO P P il Sl el Sl e eI Clile e s £ 20- . Febrile neutropenia 3 (43.2) 8 (43.2) 65 (41.7) 65 (41.7) %’ :
] . ) 117 o D 1 ****** i | :f:
reIS|stance t? ?ntl PD 1/PP L1 | | | B tumors resgcted for Ilfllegcel IFNy Gene Signature Tumor Mutations 0 10 oo Hypophosphatemia 42 (37.8) 8 (25.2) 98 (37.2) 41 (26.3) E 0.4 :
* Given the distinct mechanisms of action of TIL cell therapy and ICI, we hypothesized that subgroups identified manufacturing and 150 final TIL m O T Hypotension 2 (37.8) 6 (14.4) 52 (33.3) 17 (10.9) O A A
based on resistance to anti—-PD-1/PD-L1, irrespective of definition, would have similar outcomes after lifileucel InfUS|orj products were available e Asingle gene set score for each gene set and patient e Somatic SNVs and CNAs were identified by S -10 - el l . 9 (35.1) 5 (4.5) 51 (32.7) 6 (3.8) § ; L:,J
TIL cell therapy for testing calculated using the z-score method in the GSVA R Sentieon®, MuTect, VarDict, and Personalis® tools w207 il mi Diarhen 5 (31.5) 2 (1.8) 48 (30.8) 2 (1.3) S ) A
package® (log[TPM counts + 1]) « Gene variant effects were predicted using SnpEff° dg” 28: ______________________________________________________________________________________________ e LU OO PR ECELCREEEEE LR ' ' ' ' B - gy
. . e SNVs and CNAs were filtered by variant allelic g 50 - T il Grade 3/4 Hematologic Lab Abnormalities .,'g'f‘;, .'"
O b j echve Zierﬂgglnimggtect on protein function, and 2 60 * el Primary Resistant* (n=111) All Patients (N=156) 0o Fooi
-70 - *** 0 . | | | |
-80- il reerred Term, n (%) d34 rd4 Tumor TIL Infusion Product Pre-Infusion Blood Post-Infusion-Blood"
*x eukopenia 3} . o
e In this post hoc analysis of the Phase 2 prospective, multicenter C-144-01 trial, we investigated outcomes -90 1 ol P : (199) (199) Tg:'yngzsﬁﬁs"f‘”ce Criteria.
in patients with disease primary-resistant or primary-refractory to prior anti—-PD-1/PD-L1 treatment, with a -10019 N=111 T Lymphopenia 111 (100) 156 (100) |
focus on the SITC definition of resistance to anti~PD-1/PD-L1 Resulls Neutropenia 11.(199) 195 (199 * The primary-resistant population had similar TCR clonality as the overall population in all samples assessed (Figure 8)
_ We also explored aSSOCIatIOH Of tranS|atI0na| blology features Wlth prlmary reSIStance to antl—PD'1/PD'L1 858888885553385588833588‘833388838856‘36‘3338583538358‘538856‘36‘5333356‘56‘533SSPS?S:J.ﬁs8?;55833858338558583358‘588858‘5833853888353588353358385388388????83833 ThrombOCytOpenla 103 (928) 147 (942)
atien
Anemia 81 (73.0) 111 (71.2)

*Using SITC Taskforce Criteria.’

T-100% change from baseline is presented for CR assessment that includes lymph node lesions.

13 patients in the Full Analysis Set are not included (best overall responses included NE [n=6], non-CR/non-PD [n=1], and PD [n=6]) for reasons including having no measurable lesions at baseline or no post-lifileucel
target lesion SOD measurements.

Figure 9. TCR Clonal Expansion and Persistence After Lifileucel Infusion, by Primary
Resistance to Anti-PD-1/PD-L1*

Primary Resistant

*Using SITC Taskforce Criteria.”
TPer CTCAE v4.03; Safety Analysis Set.
*Grade 5 TEAEs included pneumonia (n=1), acute respiratory failure (n=1), arrhythmia (n=1), and intra-abdominal hemorrhage (n=1).

Table 1. Baseline Characteristics

Methods

All Patients All Patients

Primary Resistant*®

Primary Refractory

Characteristic (n=109) (n=83) (N=153) ° gﬁ-rg?n(zlzzgjzeo;)patients primary resistant to anti—-PD-1/PD-L1 and 79.3% (111/140) of all patients had a reduction in tumor e Median number of IL-2 doses administered was 6 in both primary-resistant and all patients /00| n=51 n=51 =47 n=7 n=10 n=36 n=44 n=26 n=18 n=13 n=11 N=75 n=75 n=68 n=14 n=19 n=49 n=65 n=37 n=22 n=17 n=15
: o TEAESs were consistent with known safety profiles of NMA-LD and IL-2 and were similar in primary-resistant and all patients (Table 5) =
- : Median age (range), years 56.0 (20, 79 55.0 (20,77 56.0 (20, 79 c
Figure 1. C-144-01 (NCT0236057) Study Design . wi (range). y (20, 79) (20,77) (20, 79) §
ex, Nn(/ i} . . . . = 801
Cohort 1 Vi 53 (57 8 18 (57 8 83 (549 Figure 4. Time to Response, DOR, and Time on Efficacy Assessment for Confirmed Figure 5. TMB, by Primary Resistance to Anti—-PD-1/PD-L1* 0
Noncryopreserved TIL product (Gen 1) ale (57.8) (57.8) (54.2) R d PR or Bett bv Pri Resist to Anti—PD-1/PD-L1* ’ 3
esponders (PR or Better), by Primary Resistance to Anti £ 60-
n=30 Female 46 (42.2) 35 (42.2) 70 (45.8) 100+ 3
Patient Population , . ot N e e o
Closed to enrollment Screening ECOG performance status, n (%) Corr] o > % 40 -
C2-124 RV > *
Unresectable or 0 75 (68.8) 57 (68.7) 104 (68.0) C2-37 | mmm— 3% 75 o | S
metastatic melanoma C2-26- mmmv > * = e TMB was similar regardless of primary T 20 -
treated with =1 prior Cohort 2 1 34 (31 2) 26 (31 3) 49 (320) gg:gj: =; —:* £ resistance to anti-PD-1/PD-L1 § 36% W 36% o 36% 329, 31%
systemic therapy Cryopreserved lifileucel (Gen 2) Cohort 3 Melanoma subtype,’ n (%) G555 et = o ° (Figure 35) e el 123% N 20% [ 20% §24% | 257} 150, 0%l 022% 0170 Bz f21% f21% ], -
includina a Lifileucel re-treatment ! C4-07 - mummvam, > x s 50+ _ 9% 0 ° 9% 15%
g _66 C4-154 I A N > ® O
PD-1-blockin n= - Cutaneous 53 (486) 41 (494) 83 (542) 422 | A S )> ~
tibod d gf Enrollment: Apr 2017 to Jan 2019 =G 8228: -Vv—>>* g PY 9 &\\’ \OQ N '\b‘ b(‘l’ %b‘ &\\/ \O % * '\b‘ b(‘l' ‘bb‘
antibody and, | . AP Mucosal 11 (10.1) 10 (12.0) 12 (7.8) - - — - - &QQQ s\\)‘b \Q Q ,ﬁ D O(\ &Q &Q((\ \)6 \Q"b Q° N DN D OQ Qs{'(\
BRAF V600 -—e— 25 é o 3 O O 0 @ @ o ,\o O O O @ @ Q°
mutation-positive, d Acral 10 (92) 6 (72) 10 (65) 8213231: =;— > x Q\Q Org\ Q&Q OQS
MEK inhibitor Cryopreser\/ed lifileucel (Gen 2) T C2-57- A} X _—————- _ _ .
} f (O @ C2-35 | N ¢ 0- S astussss B Shared clones between the TIL infusion product and tumor sample [ CDRS3 clones not present in TIL
n 75* PD I—1 status, n (A)) = C4-82 IRV E——
= I N e em——— : o " B CDRS3 clones present in TIL but not in tumor — Mean percentage of the CDR3 TIL clones persisting in
>10 8 S Al e ——— Primary Resistant All Patients ,
Enrollment: Feb 2019 to Dec 2019 RS =1 e 20 (97 2 -9 (©1)-8) e Ca-57 | — e Y the peripheral blood
0 C4-12- NV B * sin askiorce Lriteria.
*The planned sample size for Cohort 4 was 75 per statistical plan, but the Full Analysis Set, defined as patients who received lifileucel that met specification, consisted of 87 patients due to TPS <1% 22 (202) 18 (21 7) 32 (209) 82%3: =vv= e “Using SITC Taskforce Criteria.”
rapid enroliment. Liver and/or brain lesions by IRC, n (%) 48 (44.0) 39 (47.0) 72 (47.1) S0 e ——
. . C4-60- mEVA—————— CR Start ] _ _ _ _ . e TIL clones expanded and persisted to a similar degree regardless of primary resistance to anti—-PD-1/PD-L1 (Figure 9)
Key Endpoints Treatment Regimen Median target lesion SOD (range), mm 100.4 (15.7, 552.9) 107.7 (15.7, 552.9) 101.1 (13.5, 552.9) A v PR Start Figure 6. Tumor Mutations, by Primary Resistance to Anti—-PD-1/PD-L1
e Primary: ORR (IRC-assessed using RECIST v1.1) « Lifileucel, a cryopreserved TIL cell therapy product, Baseline lesions in 23 anatomic sites, n (%) 75 (68.8) 60 (72.3) 109 (71.2) Croo] nmv— » Ongoing on Study Response o lifleucel
« Secondary: DOR, PFS, OS, TEAE incidence and was used in Cohorts 2 and 4 and manutactured Baseline target and nontarget lesions,$ n (%) G232 | mmmm— PD s N S I EOF {o ifeucel
severity using the same 22-day Gen 2 process ’ G200 e e Denth o
53 v — | -
Kev Eliaibility Criters » All patients received NMA-LD, a single lifileucel - e 023) 795 LD {558 a7 e | o0 ConCI usions
ey Eligibiiity Lriteria infusion, and up to 6 doses of high-dose IL-2 LDH, n (%) G558 | mumvamm— * Primary Resistant 40- TMB (mut/Mb)
e 21 tumor lesion resectable for TIL generation _ T rere T T T T T e e e T e e T T T T 20
(21.5 cm in diameter) and 21 target tumor lesion for Data cutoff date: 15 July 2022 <ULN 48 (44.0) 40 (48.2) 70 (45.8) 0O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 358 0- 0 10 20 Alterations Primary resistant* | | _ _ N
response assessment Thi ‘h et | ¢ 1-2 x ULN 38 (34.9) 27 (32.5) 54 (35.3) Time (Months) Since Lifileucel Infusion oo SEE L noE REE I R sRar — _ Exon =No  In patients with advanced melanoma and prior anti—PD-1/PD-L1 therapy, response to lifileucel was
. - IS POSt NOC analysis explores outcomes % Missense Yes not associated with primary resistance to anti—-PD-1/PD-L1, regardless of definition
Age 218 years at time of consent in patients from Cohorts 2 and 4 classified >2 x ULN 23 (21.1) 16 (19.3) 29 (19 0) +Using SITG Taskforce Criteria. o ALLLAAAD y |:=x= )|(: T X RNAAIR e =In—frame indel oo o P 'yt  oatint o | gf and durable. simiar to that in th
o — i i i _ _ _ 14% NF wl Frameshift — ICaCyVy IN primary-resistant patients was clinically meaningiul an urapile, simiiar to that In the
EC(?G. performance stat.us 0-1 | as primary rte_s_lgr)a_r;tlglgir;n:sw refractory to Median number of prior therapies (range) 3.0 (1, 8) 3.0(1, 8) 0(1,9) ) o | | i | | | 14% i 0 CBERE B B2M  mM Splice Sit'e Response to lifileucel ymnp y _ P y g
« No limit on number of prior therapies anti erapy e 38.9% of responses in primary-resistant patients and 35.4% of responses in all patients were ongoing as of the data cutoff 12% NRNENEANAN - = - |= )I( = = = . e B Amplification Non-responder overall study population
*Using SITC Taskforce Criteria.” : o _ ] _ _ _ _ _ _ ]
inthe overal poplato, 47 patient (31%) i melanoma of ot subtype (ncluding unknown primary subtype of inuffcentnformation. (Figure 4) i T II . 1 : : eV m §§§Zt§;n responder — Safety profile in patients with anti—-PD-1/PD-L1 primary-resistant disease was expected and
. . . . . . . *In eO\'/era. population, pa |e.ns a m'ISS.Ing - status. . . 7% I I I I I ARID2 u - . . .
Figure 2. Definitions of Primary Resistant/Refractory to Prior Anti—PD-1/PD-L1 *One patient in the overall population had missing data on number of baseline target and nontarget lesions. Tablo 3 DOR. by Pri esist o Anfi_PD-1/PD.L 1* T LTI T S . SoR manageable and did not differ from that of the overall study population
able 3. , rimary Resistance to Anti—PD- - ooy - CR - - - -
e Except for 1 patient, all primary refractory patients were categorized as primary resistant per SITC definition Y Y % ! ! i 0 = RAC! B M PR * Eﬁnsllcatl_onal andaly?esl of ttlj_f[nor (TMB’_ tumordetat!otnS’ andd_'(rjnmlf[ne'relalted, geneb.SIIQr]’.c‘ltulreS) fa,lnd
SITC Taskforce Definition of C-144-01 Study Definition of e Baseline patient and disease characteristics were generally similar between the primary-resistant and primary-refractory groups and the overall population (Table 1) Primary Resistant* (n=36)* All Patients (N=43)* gg - T - - %ﬁzﬁ E =§B of p:'?muasrly(l)rl}ezzcs)tauncce(c onality, expansion, and persistence) did not reveal unique biological profiles
“Primary Resistant””* “Primary Refractory”® e Patients were heavily pretreated and had high tumor burden at baseline Median DOR,* months NR NR 3% 0 BSTATI NE
95% CI (12.5, NR) (8.3, NR) *Using SITC Taskforce Criteria.” e These data are consistent with the observed potential benefit of lifileucel treatment across a broad
. - - Min, max (months) 1.4+, 54.1+ 1.4+, 4.1+ spectrum of patients with melanoma that progressed on or after standard-of-care frontline thera
’ dB'eSt overall rfst)I?Of:j$e of PF?QFGZSIVG . ‘ Eest_overa}(!l rlfts)pf/rll’s[? Eg progressive disease Table 2. Efficacy Outcomes DOR =12 months, n (%) 21 (58.3) 26 (54.2) e No pattern was observed in tumor mutations in primary-resistant patients (Figure 6) P P RTog 2
isease (or stable disease for <6 months o prior anti—PD- : : : :
to prior a(nti_PD_1/pD_|_1 ) P Primary Resistant” Primary Refractory All Patients DOR 224 months, n (%) 16 (44.4) 20 (41.7)
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|
All Patients

e ORR and BOR were comparable between the primary-resistant and primary-refractory groups, and the overall population (Table 2)

tertiary lymphocyte structure; TMB, tumor mutation burden; TPM, transcripts per million; TPS, tumor proportion score; uCDR3, unique
complementarity-determining region 3; ULN, upper limit of normal.

Primary Resistant

— Because this analysis was performed retrospectively, criteria requiring confirmatory scans for progression
could not be applied

*Using SITC Taskforce Criteria.’
TBased on Kaplan-Meier estimate.

e Further analyses in this presentation focus on the primary-resistant population as defined by the SITC Taskforce criteria’ “Using SITC Taskforce Criteria.’
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