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" The synergistic anticancer effect of PLAG on the PD-1 immune-checkpoint inhibitor treatment in the LLC-1 . 4. PLAG acts as amodulator, not an inhibitor of neutrophil infiltration and migration
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Background: Although immune checkpoint inhibitor (ICI) therapy usage has been increasing for various indications, some e Tl
patients of various types of cancer were shown to not respond to ICI. To improve ICI response rate, a combination therapy z E o
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Methods: To investigate the enhanced anti-tumor effect of the anti-PD-1 antibody (aPD-1) with the addition of 1-palmitoyl-2- . . il (©) ,. LLC-1 Syngenci, Tumr = :
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C57BL/6 mice subcutaneously. PLAG was daily administrated for 4 weeks with or without aPD-1 (RMP1-14). aPD-1 was ol i RO | | f e _ A 4 A 4 | : 2 : NS
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Results: In PLAG treated (50 and 100 mpk) mice group, the tumor burden was significantly reduced compared to a positive g LA ALk L AR AR LA ‘ R S A o
control (p < 0.05). In the group treated with aPD-1 alone, the tumor growth decreased by about 65% compared to the positive s f | TN T fl T y Tweek " Zwesk " 3week
control. However, in mice co-treated with PLAG, the tumor was significantly reduced (18%) compared to the aPD-1 alone. The (A) (B) LLe:1 syngeneic model - Blood jj}T.‘ 4 ,’ — Jﬁ 8 A R L AL T
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neutrophil-to-lymphocyte ratio levels in the group co-treated with PLAG were decreased remarkably compared to the aPD-1 o i " " " . " T e e e U Ly6G g2 Lo
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alone. In particular, the degree of neutrophil infiltration in the tumor was effectively reduced upon PLAG treatment. Besides, the 3 " 3 T O e s O R B B ] e D) : L Sy o ; o LLC S, p— i Z 10 i B
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activity and infiltration of cytotoxic T-Lymphocyte (CTLs) in the tumor were effectively increased in the group co-treated with ER { } 3 © AN i || | e |#] ] i : £ T :
PLAG compared to the aPD-1 alone. Such improvement was caused by a significant reduction of the population of Th17 which 2 THO L ] 7 . - _ . . H 3 P z 2 < A : ore

. . . . . . o . = g g - v o " é - : % =

induced massive neutrophil infiltration in the tumor, compared to the positive control. - = b : o i ]
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Conclusion: PLAG enhanced the anti-cancer effect of aPD-1 synergistically on the regression of tumor burden via decreasing LI s R I O A T T  rumor q o AR 9 g 7 L@ @ 3 o s @ “ o filla o H i
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the tumor-infiltrating neutrophils and Th17 population while increasing the CTLs. Therefore, combining aPD-1 with PLAG, Lot © o e S oo rarDd 5 f LTI LI _T:TTT;LAGSO "
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b = _ N 0- = * PLAG reduced tumor infiltrating neutrophils (TINs) via an rapid removal of DAMP (adenosine) originated from tumor.
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