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Development of novel combined cancer immunotherapy using adoptive naive T cell trans
fer.
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In adoptive cell therapy(ACT), the intrinsic properties of the transferred cell po
pulation, particularly its state of differentiation, are considered to be crucial to the success of ACT ba
sed approaches, and naive T cells are ideal for ACT because of their in vivo persistence and high prolifer
ative potential.In this study, we evaluated the synergic anti-tumor effect of CTLA-4 blockade combined wit
h ACT considering the state of differentiation of transferred cells in mouse colon cancer model.CTLA-4 blo
ckade combined with naive T-cell transfer showed the strongest antitumor effect among all groups. Moreover
, CTLA-4 blockade can drive polarization of tumor-infiltrating T cells toward the T helper 1 lineage and s
uppress the frequency of Tregs within tumor especially in combination with naive T-cell transfer.These dat
a support the notion that the combination of CTLA-4 blockade and ACT containing a lot of naive cells could

expert powerful antitumor effects in clinical setting.
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Pre Post
IFN-¢, 689245667 599545517 0.5448
IFN-y (pg/ml) 1641 42863 30964488 0.0304
TNF-g, (pg/ml) 963.9 1046 11831510 0.4644
IL-2 (pg/ml) 155.0%172.1 281.4£427.6 0.0373
IL-4 (pg/ml) 8.829+11.60 19.29429.88 0.0085
IL-5 (pg/ml) 108.2+238.7 273.64390.7 0.0054
IL-10 (pg/ml) 99.38+118.0 11051023 0.9314
IL-12 (p70) (pg/ml)  6.15110.74 16.01£41.53 0.1283
IL-13 (pg/ml) 443.5+559.8 1046£1574 0.0085
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Evaluated parameters Hazard ratio 95%CI P value
Age (years) 0.981 0.926t0 1.040 0.526
Male sex 1.335 0.345t05.161 0.675
Tumor location (Ph) * 0.440 0.117to 1.658 0.225
Stage ® 3.487 1.145t010.615  0.028
ECOG performance status (=2) 24.956 2.099t0296.73 0.011
Prior chemotherapy © 1.242 0.566t02.727 0.588
LAK vs RIT (LAK) 0.468 0.140to 1.565 0.218
Increase of IFN-y secretion after ACT 0.105 0.013t0 0.850 0.035
Increase of IL-2 secretion after ACT 0.382 0.077t0 1.908 0.241
Increase of IL-4 secretion after ACT 0.502 0.074t0 3.402 0.480
Increase of IL-5 secretion after ACT 0.887 0.105t0 7.474 0912
Increase of [L-12 secretion after ACT 0.485 0.060t0 3.953 0.499
Number of Treg at baseline (low) ¢ 0321 0.104t0 0.943 0.039
TNF-q at baseline (high) ¢ 0.579 0.210to 1.597 0.291
IL-4 at baseline (high) ® 0.803 0.306102.105  0.653
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