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(D) PLAG induced aARR expression. (E) Verification of changes in PLAG effect according to adARR Knock-down (KD). At 12/24 hours, the effect of PLAG
inducing adenosine clearance with or without tARR was confirmed. Compared with the negative control: ***P<0.001; Compared with the positive control: #P<0.05,

control group. It was also confirmed that the adenosine level was about 25% lower in the PLAG-treated group compared to the
aPD-1 alone. We found that the expression of A2B receptor in the tumor was significantly reduced in PLAG-treated group.
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Interestingly, the tumor growth inhibitory effect of PLAG was about 23% better than MRS1754, an A2B receptor antagonist. (A) (B) . . Tumor ©) Serum ###P<0.001; Compared with the shControl group: $P<0.01 $$$P<0.001 (each experiment n=3). N.S, Not significant. Mean = SD. (F) Confirmation of the inducing
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through IHC staining. (C) Analysls of adego.sme concentration on sacrifice day according .to PLAG and aPD-1 treatment. Compared with the negative coptrol: (A) Confirmation of changes in morphology and tumor size of mice with or without «ARR on the day of sacrifice. (B) Analysis of ade
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n=6). N.S, Not significant. Mean + SD. (D) Verification of changes in cancer tissue size by week following treatment with PLAG and MRS1754, a target antagonist group: $$$P<0.001 (each experiment n=6). N.S, Not significant. Mean = SD. (C) Analysis of survival rate in PLAG with or without xARR. (D) Confirmation of
- Positive control fA2BR. (E) Confirmation of adenosi ion by week according to PLAG and MRS1754 treatment SRR - - SN - - - iy
(A)  3000m - Positive control 3000— —— Isotype control 0 . (E) Confirmation of adenosine concentration by week according to an reatment. protein signaling pathways in tumor by PLAG treatment. (E) Analysis of protein signaling modulation effect by PLAG treatment in tumor tissue through IHC staining.
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S S 300 (A) Analysis of tumor size change in each group estimate 3 days interval. — (B) » In particular, PLAG treatment effectively removes high concentrations of adenosine around the tumor and blood caused by the tumor.
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) 200 sacrifice. (C) Tumor weight analysis in PLAG or aPD-1 co-treat mice evaluated at = PLAG's adenosine removal effect continues to appear from the initial tumor growth period, and through this effect, PLAG effectively suppresses the tumor growth.
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0 3 6 9 121518 21 24 2 0 3 6 9 121518 21 24 27 APD-1 co-treatment. = The anti-tumor effect of PLAG is dependent on the a ARR expression, and this effect is due to degradation of A2BR and removal of extracellular adenosine.
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