CD137 Enrichment and Cytokine Programming Improve Ovarian TIL
MUSC Expansion and Anti-Tumor Function
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BACKGROUND METHOD
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RESULTS

Table 1. Patient Clinical Characteristics Table 2. Optimization of GREX Expansion Phase Figure 1: Two-phase expansion enriches memory-like, less
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A exhausted CD8" TILs.
Histology Stage at Diagnosis Initial TIL Sample Matched TIL Sample Tumor Programming Condition Number of Cells Activated Total Days of Procedure Number of Cells After 1 Hyorid (o157 S'E'I"l'Ed]'- ] Ne1 Hybrid (CD137 Sortad) NCI et
OVA 1  high grade serous carcinoma 3b Pre-chemo Post-adjuvant 4C carbo/taxol (x1076) Expansion (x10"9) "
high grade serous Post Adjuvant S{J'_‘: carbo/taxol + Recurrance 4C Ovarian-5 Post Conventional N/A 25 2.5 é;'—
e Eopnomes e Fisan Al il it Hybrid CD137 Sorted 5.0 33 16.1
OVA 3 high grade serous carcinoma 3C Primary Post 3C carbo/taxol Ovarian-6 Lo L 05 34 185 ? o -
OVA 4  high grade serous carcinoma 3C Primary Post 3C carbo/taxol varan (_)W - - 4 EDTH ‘;
T ——— Hybrid 2.2 34 16.8 1 ]
OVA S adenocarcinoma 3C Pre-chemo Post-adjuvant 3C carbo/taxol Ovarian-6 Post NCIIL2N N/A 24 2.1 - "
OVA G high grade serous carcinoma 4b Pre-chemo Post-adjuvant 4C carbo/taxol Hybrid CD137 Sorted 8.0 31 15.4
OVA 7Y high grade carcinoma* 3C Pre-chemo Post-adjuvant 4C carbo/taxol Ovarian.7 NG| IL2w N/A o4 51 —
OVAS E:En:;ijcn;?;:ri‘lc;:jna 340 Pre-chemo Hybrid CD137 Sorted 4.0 22 2.4
OVA10 h'!gh grade serous carcfnﬂma 3C Pre-chemo Ovarian-7 Post NCIIL2" N/A 24 2.1 B 208 ||4555 Hyord (CD137 Sorac) o
OVA 11 high grade serous carcinoma 3C Pre-chemo Hybrid CD137 Sorted 6.0 o 3.0 764 Hybrid (CD137 Sorted)
*platinum refractory
3105 || 9702 NC| highiL2 . 1?{_}?5 _ 503 NCIman
vl . . . . w0 i '-E" w1 W ..5 a : - = L P M r.:ﬂaa.s ' 2 Crepr = it
Table 1. Clinical characteristics from ovarian patients used to develop TILs , , , ! oo TR |
including if TILs expanded after therapy and what therapy was received. Table_ 2 TiLs were eXpande_d using th_e m_e_thOd above W_h|Ch consistently prOduce_d 15-20 Figure 1: Flow cytometry was performed on matched samples from ovarian tumor tissue, peripheral blood, and two ex
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TILs, enriched for CD137" tumor-reactive cells and subsequently expanded in GREX flasks. (A) Representative plots
show the distribution of CD4* and CD8" T cells following Hybrid versus NCI expansion for two patients. Hybrid
. _ + T _ _ _ _ _ expansion yielded a higher proportion of CD8" T cells (62.6%) compared to Conventional NCI |IL-2 expansion (6.2%),
Flgure 2. CD1 37 'SeleCted TILS e)(hlblt F|gure 3: Metabohc prog ramm|ng and CD1 37+ Selectlon preferentla"y which was predominantly CD4*. (B) Histograms of PD-1, CD38, and TCF1/7 demonstrate that Hybrid-expanded TILs
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enhanced tumor control in the platinum expand CD8" TlLs and hyper-expand defined TCR clonotypes. suggestive of preserved stem-like and memory potential.
resistant PE-04 ovarian cancer cell line.
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Figure 3: (A) UMAP visualization of single-cell transcriptomic profiles from patient-derived ovarian tumor and matched blood samples. UMAP plots display clustering of immune subsets, in in two independent patient
AC KN OWLEDG EM E NTS samples. (B) The accompanying bar plot quantifies cell-type composition, showing Hybrid TILs enriched for CD8 CTLs and proliferative subsets, while Conventional NCI-IL2" expansion favored CD4 naive and Treg

populations. (C) Clonal homeostasis analysis showing the relative abundance of TCR clonotypes stratified into rare (0 < X < 1Xx1074), small (1 X107 < X £ 1% 1072), medium (1 X 1073 < X £ 1x1072), large (1 X 1072 < X e This apprOach holds S|g N ificant
< 0.1), and hyperexpanded (0.1 < X =< 1) groups. Conventional NCl-expanded TILs retained a substantial pool of rare and small clones, while Hybrid-expanded TILs were relatively enriched in large and hyperexpanded

_ clonotypes. (D) Bar plots show TCR clone size distribution stratified by cell type for CD137-sorted hybrid expansion, high IL-2 NCI protocol expansion, and baseline tumor-derived T cells. Clone sizes were defined as: prom ise for en hanCi ng the efﬁcacy
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