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Figure 1. Cytokine levels in the culture supernatants were determined using the Cyrometric Bead Array Flex Set (BD Biosciences) and
analyzed by flow cytometry using a BD FACSCalibur flow cytometer { BD Biosciences). (A) TNF-a levels, (B) IL-6 levels and (C) IL-8 levels.
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Table 1. Biobran and I1-15 ovemnight stimulation effect on activating NK receptors.

Resting Biobran 11-15
Biobran/resting I.-15resting

MFI 5D MFI sD MFI s Rario Rartio
CD&9 508.3 880.2 1591.7 T41.1 18032.6 14136.6 3.13 35.48
CD25 481 448.9 1537 5203 1864 28438 3.2 3.88
NEG2D 4634.2 5762 50743 4761 9914.9 11491 1.09 .14
DNAM 1960.6 2529 2501.1 1174 33448 5301 1.28 1.71
NEp# 1017.7 1473 1808 2780 BR6.3 2110 1.78 0.87
NEp30 1300.7 1990 1519.8 2508 4971.5 1567 1.17 3.82
NEp46 1134.4 1044 1159.4 1695 1368.8 1187 1.02 1.38
TLR4 2654 2858 1348 2533 1963 2150 0.51 0.74
TLR9 5854 6284 5200 6448 779 6231 0.89 1.50

Data express MFI, SD, and ratios from 3 healthy controls. Bold indicates statistical significance.
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Figure 2. (A) Mean fluorescence intensity from activating NK cell receptors: at rest (black), MGN-3/Biobran (red) and I1L-15 stimulated
(green) in 3 healthy conrrols. (B) Percentages of activation markers expression on resting, MGN-3/Biobran- and IL-15-stimulated NK cells.
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Figure 4. (A) Imaging of NB1691 rumors expressing luaferase illustrares the neuroblastoma burden in mice receiving PBS (control), 1 x
10° freshly isolated unstimulated NK cells and 1 x 10° MGN-3-stimulated NK cells (given by 8 inravenous injections, twice a week for 4
consecutve weeks). Three representative mice, ventral and dorsal, from each group are shown. RO, region of interest (B) The fold tumor
volume relative to baseline values was significantly lower in the cohort of mice that received MGN-3-stimulated NK cells than in either the
control group or the group thart received resting NK cells. (C) Kaplan-Meier curves indicate the survival of each group of mice. !S[a[is[ically
significant compared with control group. “Statistically significant compared with unstimulated NK cells group. *“Statistically significant
compared with both groups.
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Figure 5. (A) Kinetics of total cells, NK cells, T cells, NKT cells and B cells after 14 days of culture expansion from 5 healthy donors with
and without (wo) MGN-3/Biobran and cytokines (IL-2 or IL-2 + IL-15) or co-culture with irradiated feeder cells consisting of K562 cells or
K562-mbl15-41BBL. *Stadsacally significant. (B) Cywroxic activity of expanded NE cells adding MGN-3/Biobran to the culture medium.
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