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Background Results Conclusions

e The adoption of immune checkpoint inhibitors (ICI) in the first-line setting has  Lifileucel is a one-time, autologous tumor-infiltrating lymphocyte (TIL) cell « 13 patients across Cohorts 2 and 4 had received prior anti-LAG3 e Anti-LAG3 therapy was use(_i in the first-l_ine Setti_ng in 4 patients, and in  Figure 5. Time to Rgspons_e, DQR, anq Time on Efficacy Figure 7. AEs Over Time for Patients With Prior Anti-LAG3 - Relapsed and refractory metastatic melanoma presents a high
substantially improved outcomes for patients with advanced melanoma®?; therapy that is currently being investigated for the treatment of patients with treatment and were included in the analysis (Table 1) the second- or later-line settings in 9 patients (Figure 3) Assessment for Patients With Prior Anti-LAG3 Therapy Who Therapy i dical d with | ival rat d with limited durabl
_ . _ _ , _ : ) o _ _ _ o . _ hi d Response unmet meaical need wi oW Survival rates anad wi Imite urapie
however, treatment options are limited following disease progression on or after advanced (unresectable or metastatic) melanoma in the post-ICl setting in a _ Median follow-up duration was 24.4 months — All anti-LAG3 treatments were given in combinations; in 12 patients, Achieve P 60- Grade 1 treatment obtions
|ICI therapy?* multicohort phase 2 study (C-144-01; NCT02360579)° Median number of prior therapies was 3 anti-LAG3 was combined with anti-programmed cell death protein Ca-07 - :8@32% P
. . . . . . - . . . . . . = ] G d 4 . " . . .
« The recent approval of relatlimab (anti-lymphocyte activation gene 3 [LAG3] e In previous analyses of C-144-01 (Cohort 2), lifileucel monotherapy Median duration of brior anti-l AG3 treatment was 3.3 months 1 (PD'l_) therapy, and in 1 patient it was comblrred with anti—PD-1 = C4-82 >0 = Grade 5 e Treatment with ||f||e_Uce| aft_er prior anti-LAGS3 failure produced a |
antibody) + nivolumab in the US for patients with advanced melanoma,’ followed demonstrated encouraging efficacy, including an investigator-assessed ORR of P | and anti-cytotoxic T-lymphocyte-associated antigen 4 (CTLA-4) @ c4.71 9 .0 response rate consistent with the overall C-144-01 study population of
" i - i~ 0 (119,10 _ o _ _ _ therapies © v PR Start 1 j j '
by the positive opinion of the th_erapy b_y the Committee for Medicinal Products 36% and an expected and manageable safety profile Table 1. Baseline Characteristics for Patients With Prior | o | o C4-32 . Ongoig on Study < patients with heavily pretreated advanced melanoma
for Human Use (CHMP) for patients with advanced melanoma who have o Anti-LAG3 Thera — Anti-LAG3 combination was used as the last therapy prior to C2-55 PD 5 ., — Investigator-assessed ORR was 38.5%
programmed death-ligand 1 (PD-L1) expression <1%,° provides patients with a Objective 2 lifileucel in 7 patients A O '
_ Sl _ _ _ _ 012345678 91011121314151617 18192021 222324252627 2829 o : 0 :
new option for first-line treatment of advanced melanoma « In this post hoc subgroup analysis of patients enrolled in the C-144-01 study, we Characteristic N=13 Time (months) Since Lifileucel Infusion E 20 — Responses were durable, with 60% extending beyond 12 months
- Efficacy of second-line relatlimab + nivolumab in patients who progress assessed the efficacy and safety of lifileucel in patients who progressed on or Age, years Figure 3. Treatment Journey for Patients With Prior A b is presentet o each patet string fom dte f feucel nfusion up to date of ew ant-cancer therapy e o z “ | — Responses were observed in patients with both primary and
?r:‘ter]lrc_il treatrnent |sdm|9de|sé I(olic)tjectlve response rateI [3RR:I|:)O-: 1§ /0|) as t|)s after anti-LAG3—containing therapy Median 57 Anti-LAG3 Therapy assessment, death, or data cutoff date, whichever occurs earlier. 10 rr | acquired anti-LAG3 resistance, suggesting that lifileucel outcomes
e efficacy of second-line ICI after progression on relatlimab + nivoluma _ | : .
(ORR 11%), suggesting emergence of cross-resistance® Min, max 29, 70 [ [ I [ [ [ [ | < Inall responders, first response was recorded <3 months after lifileucel ol |l||"u'|ll...,l.J|L'.l oo oy may not be affected by prior anti-LAGS treatment
Sex, n (%) I I infusion (Figure 5) DODMML M2 M3 M4 M5 M6 M7 M8 MO MIO ML M2 M20 « The safety profile of lifileucel in this patient sub-population was
Female 5 (38.5) | - Three of 5 (60%) responses extended beyond 12 months, with 1 Time From Lifileucel Infusion manageable and consistent with prior reports from the C-144-01 study
M h Male 8 (61.5) e oriA response still ongoing at time of data cutoff (Figure 5) _ _ o _ _ _ _ . . .
et OdsS Baseline ECOG PS, n (%) o AMPDL + anfiLAGa | . Figure 8. TCR Repertoire Analysis in Patients With Prior Anti-LAG3 e The tumor TCR repertoire of responders showed a higher proportion
9 4 (30.8) Anti-PD-1 + antCTia4 + anti-acs = Median DOR was 13.4 months (95% Cl, 4.8, NR) Therapy of shared T-cell clones between tumor and TIL infusion product
B Anti—PD-1 + other . . . . . . . .
Figure 1. C-144-01 (NCT02360579) Study Design and Flow Chart 1 9 (69.2) | I I = Anti-PD-L + targeted therapy Three responders had primary and 2 had acquired anti-LAG3 resistance A. Mean T-Cell Clonality, by Best Overall Response compared _Wlth non-responders, a finding that will need to be
BRAF mutation status,’ n (%) I " Ani-CTLA-4 . . . . 0.5 —&- FD confirmed in larger datasets
Kev Eligibility Criteria Cohort 1: Mutated VEOOE or VEOOK > (15.4 ] :ézt'-CIhLA-“Omef Figure 6. Images From a Partial Responder Pre-Lifileucel Infusion ¥ o
i JIbHiy _ _ _ ' u ate or (15.4) [ ® Targeted thefjpy and 6 Weeks Post-Lifileucel Infusion (Patient C4-07) T A PR
« Unresectable or metastatic melanoma treated with =1 prior systemic Non-cryopreserved TIL Wild type 10 (76.9) B Recombinart imerferon alfa.o8 2 0.4- . )
therapy including a PD-1 blocking antibody; and if BRAF V600 N=30 PD-L1 status,' n (%) I B Lifleuce! therapy A. Pre-Lifileucel Infusion B. 6 Weeks Post-Lifileucel Infusion E T Lifileucel TIL cell therapy prOVIdeS a nhovel non-ICl—
tation-positive, a BRAF + MEK inhibit ’ _ - - - -
HIEONTPASTIVE, @ B D . Positive g 03 based therapeutic option for patients with advanced
» 21 resectable tumor lesion for TIL generation (21.5 cm post-resection) The R package networkD3 was used to generate the Sankey plot. Z ]
and 21 target tumor lesion for response assessment Cohort 2: Cohort 3: TPS 21% 5 (38.5) S 0.2- melanoma who Progress after anti-LAG3 and ICI
» Age 218 years at the time of consent Retreatment with TPS 25% 4 (30.8 e Investigator-assessed ORR was 38.5% (Table 2, Figure 4), consistent Q i i
Cryopreserved lifileucel = combpination t erapy
« ECOG PS 0-1 N=66 CFYOPFGSIG\IFV?g lifileucel Negative with the overall study population®° 5 01—
TPS <1% 3 (23.1) | _
Endpoint TPS <5% 4(308 Table 2. Efficacy Outcomes by Investigator Assessment per 0.0 . | | Ref_erences
ndpoints 0 (30.8) RECIST V1.1 in Patients With Prior Anti-LAG3 Therapy Bre-Infusion TIL Infusion PostInfusion 1. Ollila DW, Hsueh EC, Stern SL, et al. J Surg Oncol. 1999:71:209-213.
I - ' ' ' - * i i . - 2. Regan MM, Mantia CM, Werner L, et al. J Immunother Cancer. 2021;9:e003743.
Zrlmar;/ Eﬂ:l;a?ytper Igveds(;ltltgatorl assessetd ORfR (ﬁ:RECIST V1 1) leer |eSIOnS’ n (%) 4 (308) S e Blood Product Blood 3. Warner AB, Palmer JS, Shoushtari AN, et al. J Clin Oncol. 2020:38:1655-1663.
econdary: Safety and additional parameters of efficacy i i i 0 _ ] 4. Ch PB, J kasam VS, P KS, etal. J | ther Cancer. 2021;9:e003395.
Liver and/pr brain IeSIO.nS’ n (%)  (38.5) Investigator-Assessed Response, n (%) _ _ _ B. Shared Clones Contributing C. Shared Clones Contributing 5. Brigt%rlnl\a}lr;/ers Sqal}/izgrgrs:sglease.?\T&)%?ﬁﬁews.t?mz.comn;rzgsvns?de?;ils?ggglu.S.—Fogd—and—Drug—Administration—
Target lesion sum of diameter, mm Obi ) 5 (38 5 e A patient (C4-O7) who achieved best response of PR presented with to TCR Repertoire, by Response to TCR Repertoire, by Individual Approves-First-LAG-3-Blocking-Antibody-Combination-Opdualag-nivolumab-and-relatlimab-rmbw-as-Treatment-for-
Manufacturing 22 days Median (range) 83.0 (37.0, 267.3) jective response rate (£253) a chest wall muscle target lesion that measured ~25.4 x 17.5 mm 003 N Patient = o Respone B e o man/summaries-opinion/opdualag
' Best overall response ' ' 0 ' — M Response 7. Ascierto PA, Melero |, Bhatia S, et al. J Clin Oncol. 2017;35(15_suppl):9520-9520.
_ : : _ _ Number of target and nontarget lesions P at _basellne (Figure 6A) and showed 75% reduction at week 6 100 — —) 100 — p M i Prrcod Siha 1 Troraials G ot MmNt 208 3817y L668-1669.
Screenin Enrollment/ Baseline Treatment Period Assessment Period Overall Survival 0 o @
9 : >3, n (%) 11 (84.6) CR 0 (Figure 6B) and 100% reduction at week 12 (not shown) = = 9. Sarnaik AA, Hamid A, Khushalani NI, et al. J Clin Oncol. 2021;39(24):2656-2666.
(<28 days) Tumor Harvest Period « NMA-LD (Day -7 to Day -1) « Every 6 weeks for the first 6 months FOllOW-Up Baseline LDH, n (%) 9 804 9 80 - 10. Larkin JMG, Sarnaik A, Chesney JA, et al. J Clin Oncol. 2021;39(15_suppl):Abstract 9505.
from ICF Day '2_1 o 1. Lifileucel infusion (Day 0) « Every 3 months thereafter (starting Month 6), up to 5 years Ferog : PR 5 (38.9) Table 3. TEAEs Reported in Patients With Prior Anti-LAG3 s o 1 t1
signature Day -10 SR o . Every 3 months, <ULN 4 (30.8) . S 60- S 60 - Abbreviations
o |L-2 administration (Day 0 to Day 4) * End of Assessment (EOA,; disease progression or start of up to 5 years SD 5 (38_5) Therapy (230% Grade 3/4 Inmdence) % Y o _ _ _ _ _ o
. new anti-cancer therapy) >1 to 2 x ULN 7 (53.8) T ” 1L, first line; 2L+, second line or later; AE, adverse event; BOR, best overall response; CHMP, Committee for Medicinal |
Through Day 28 PD 3 (23_1) G 40- ® 40 - Products for Human Use; CR, complete response; CTLA-4, cytotoxic T-lymphocyte-associated antigen 4; D, day; DOR, duration
*The original primary endpoint for Cohort 2 was investigator-assessed ORR, Cohort 4 had a prospectively defined endpoint of ORR by an IRC; the primary endpoint of Cohort 2 was then amended to IRC-assessed ORR. This subanalysis uses investigator-assessed ORR for both >2 x ULN 2 (154) Preferred Term, n (%) Any Grade Grade 3/4 l: I: g;;ii%%?ﬁﬁ},ﬁicb%?:%FE?sftgrrr?];joggsézﬂ\{?om-C?Llc.)g yiri;?ltézlfiﬁt?rmzac?ciidsé%tﬁa;g f\e’vﬁg\?v 22?;?2? eLrX;(SIg I’I;rrrr]lgquljc?ceyte
T?D?Qr?;te%aer:\?oﬁ:lrﬂ;%rtt.dh Number of prior therapies ] : : - S 20+ B No Response > 204 activation gene 3; LDH, Iac_:tat_e_ dehydrogenasfe; M, month; NE, not evaluable; NMA-LD, nonmyeloablative lymphodepletion;
Median 3 Figure 4. Best Percentage Change From Baseline in Target Any TEAE 13 (100) 12 (92.3) M Response 0 NR, not reached; ns, not significant; ORR, objective response rate; PD, progressive disease; PD-1, programmed cell death
: ) . ) ) . . . . . . i 0 protein 1; PD-L1, programmed death ligand-1; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumors;
Patients and Methods Flgure 2. Lifileucel Manufacturlng and Patient Journey Min. max 1.7 Lesion SOD in Patients With Prior Anti-LAG3 Therapy Anemia 11 (84.6) 11 (84.6) | | SD, stable disease; SOD, sum of diameters; TCR, T-cell receptor; TEAE, treatment-emergent adverse event; TIL, tumor-
- Data cut as of 16 September 2021 Acai ; | R Clones Fom Clones Hom Clones From  Cones Hom
Anti-LAG3 line of therapy, n (%) 104 N=1 Best Overall Respose MPD  MSD  HPR LISt 11 (84.6) 11 (84.6) Product in Tumor Infusion Product Product in Tumor Infusion Product
= Patients in Cohort 2 and Cohort 4 received the @ ) ® (4] ® (6 ) 1L 4 (30.8) o o Febrile neutropenia 5 (38.5) 5 (38.5) Acknowledgments
same treatment regimen, using lifleucel based on Seitari [fale Tumor Sample NMA-LD s IL-2 Recovery/ L+ 9 (69.2) D -10 - . I Louk : — e e Patient samples were assessed for both TCR repertoire clonality . ';'rheepa;ttihc?rr)sét\r\%uilg lirlree:;?u?yankthe patients and their families, as well as the investigators and study site team members who
the Gen 2 manufacturing process (Figure 1 and rocurement B o Discharge Duration of anti-LAG3 therapy, months C‘:U) :2%8 | . _ N B _ N B _ N B Leu (:]pema_ 5 246.2; . 230.8; (n=13) and the proportions of the tumor and TIL infusion product . Editorial support was provided by Second City Science and funded by lovance
Figure 2) ® %@ —EH : S .40 ymphopenia : : repertoires that were composed of shared clonotypes (n=6) .
= = ( Median 3.3 5 . | | | Disclosures
e This post hoc analysis included patients from — |\/|iﬂ, MmaxXx 0.03, 9.2 I 28 : NeUtropenla 6 (46'2) 4 (30'8) - PatlentS.WIth BOR of P.R trended_ to Sh.OW gre_ater _pOIyCIOna“ty Dr. James Larkin: Honoraria from Eisai, Novartis, Incyte, Merck, t(_)gchIME, touchEXPERTS, RoyaI_CoIIege o_f Physicians, _
Cohorts 2 and 4 who had received prior anti-LAG3 Other prior therapies, n (%) qé7 -70 - *TEfAEs refer to all AEs startinlg on or after Iifirlleucel infusion for up to 30 da;r/]s; pa]}tients with multiple events for a given -(IOWE.r Slmpson Clona“ty) r-]ume-rlca”y In pre-meSI()n blood, TIL g:nnggEggsalasiegg;(}iﬁgféﬁﬁg&pﬁﬁey%ge?I:age?cif (Bsreisr]t?)rlal\l/lsé?gtlstg?if)ﬁ,Ié/i\s];)i,ncl:joelgigoyp’)ﬁagr?nn,c:ngrl]lrlk(’:yezg;drggesc’t:l?l:fl\l/llyuerlrgir?(;u'bb’
therapy in combination with anti—-PD-1 therapy Anti—PD-1 / PD-L1 13 (100) G -80 - preferred term are counted only once using the maximum grade under each preferred term. infusion product, and post-infusion blood samples, compared with from Bristol Myers Squibb, MSD, Novartis, Pfizer, Achilles Therapeutics, Roche, Nektar Therapeutics, Covance, Immunocore,
_ o _ _ 6 90 A atients achievina SD or PD (Fi ure 8A) Pharmacyclics, and Aveo; travel, accommodations, and expenses from Pierre Fabre, Roche, and GSK.
- Patients were also classified as having either Anti-CTLA-4 6 (46.2) 2 .100 { N=12 = The incidence of AEs decreased rapidly within 2 weeks of lifileucel i ol b i : J  chared TCR e b cundin
prlmary.(best response to treatment was PD) Anti-PD-1 + anti—=CTLA-4 combination 4 (30.8) C2-08 C2-47 C2-06 CA-79 CA-20 C2-55 CA-54 CA-82 CA-71 C2-31 C4-32 C4-31 C4-07 infusion (Figure 7) — Avhumerically Ighet percentage of share EPETIONE DEREEn This study i J d by | Bioth tics, Inc. (San Carlos, CA, USA
or acquired (best response to treatment was BRAF + MEK inhibitor 2 (15.4) Patient TEAE e and d (Table 3 the TIL infusion product and tumor sample was observed in the is study is sponsored by lovance Biotherapeutics, Inc. (San Carlos, CA, USA).
- ; o s were manageable and expected (Table _ : _ _
CR.’ PR’ SD’ or l{ﬂkﬂOWﬂ, but progressed Iater) *One patient (7.7%) had a missing BRAF mutation status. Patient C4-07 had a complete target lesion reduction; however, a non-target lesion was not completely resolved, so the ° P i . re-SpOnderS (n—3) than in the non-reSpondeFS (n_S) (p_oos) For more information, please contact James Larkin (James.larkin@rmh.nhs.uk) and/or Madan Jagasia
resistance to anti-LAG3 therapy "Five patients (38.5%) had missing PD-L1 status. best overall response was labelled as PR. e No Grade 5 TEAEs were reported for this subpopulation (Figure 8B,C) (madan.jagasia@iovance.com)
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