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Radiation and immune checkpoint inhibition for the treatment of advanced rectal
cancer with distant micrometastasis
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LuM-1, a highly metastatic murine colon cancer, expresses CD73 with
significantly enhanced expression after RT. Selective RT suppressed the growth of the irradiated sc
tumor, but did not affect the growth of lung metastases which were shielded from RT. Anti-CD73
antibody alone did not produce antitumor effects. However, when combined with RT anti-CD73 further
delayed the growth of sc tumors and suppressed the development of lung metastases presumably through

abscopal effects. Splenocytes derived from RT+ anti-CD73 treated mice showed enhanced IFN-gamma
roduction.
?mmunohistochemical studies of irradiated human rectal cancer showed that high expression of CD73 in
remnant tumor cells and/or stroma is significantly associated with worse outcome.
Adenosine plays an important role in the anti-tumor effects mediated by RT and that CD73/adenosine
axis blockade may enhance the anti-tumor effect of RT, and improve the outcomes of patients with
locally advanced rectal cancer.
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< 7 ARG Colon26 O EERFEAE LuM-1 (BEA At o Z —/NEEE L L 0 fi5) 73 80%%
Bz har7nx MTELZ%., 0.04% (w/v) ethylenediaminetetraacetic acid (EDTA) %
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LuM-1 Z8ff L7~ v R % LT % 12, 14, 16 A BT 46y X 3 [l D SRS 217 - 72,
Nz Tohaygns & U CHEfff% 12, 14, 16, 19, 22, 25 H BICHL CD73 Hifk (clone:TY/23, BioX-
Cell, West Lebanon, NH, USA) 200 u g OEMEN# 5 21T >72, 722 b u—/U#EiT Rat 1gG2a
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Colon26, LuM-1 (23515 % (D39, CD73 DHFBLZEZ 7 m—H A A N —TCHgtr L7z, HifaiX
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AT o 77, MBEIIARAE U BRI 21T o 72, BRI gentleMACs Dissociators & Tumor
Dissociation Kit, mouse Zf# M L CHMIRMEEZ 1T -7, RBC Lysis Buffer % Tl
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HEATERGE L2 kF U CHTRI CRT ORI FITIIIR 21T > 72 64 4 (£ 1) O & N EGEERAMRARIC
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7o F7o. CDT3 OFBIFRE T 0S Z Ml 5 & | EEHII & FEL 7 L — 7 I3 E SRR BL 7 v
— 7L U CAHRICAEFYBNE S, Fro, B & M8 LI CD73 REABL L Tz &
FOEFHIM PR MST) 1£59.9 0 H &, TOMOREL L L THELL PENEN-TZ (K
3,

&1 cD73%HB o HifTchemoradiotherapy (CRT)# (T Tl 2 AU 24T - 7= M 6495 1 O BRI - JEPE-ERYA T

Tumor cells (64) Stroma (64)
Variable ] % i
Low (38) High (22)  Unknown (4) p-value Low (27) High (37) p-value
Age 63 (36-78) 59 (42-79) 66 (63-68) 0.13 61 (36-74) 62 (44-79) 0.80
Gender 0.77 0.56
M 29 16 3 19 29
F 9 6 1 8 8
Location 0.69 0.48
Rab 2 1 2 1
Rb 36 21 25 36
Histology 0.70 0.46
Differnetiated 32 20 22 31
Undifferentiated 6 2 2 6
Lym phatic invasion 0.42 0.80
Absent 24 11 17 22
Present 14 11 10 15
Venous invasion 0.78 0.80
Absent 13 9 10 16
Present 25 13 17 21
Tumor stage 0.48 0.35
10/t1 4 0 a4 5
t2 9 5 7 7
t3 23 14 12 25
t4 2 3 3 2
N stage 0.59 0.79
n0 23 15 17 25
nl { 15 7 10 12
Pathological response 0.29 0.63
grade 0/1 25 17 18 24
grade 2 13 5 1 7 12
grade 3 0 0 3 2 1
Combined chemotherapy 0.31 0.20
Given 35 18 4 23 34
Not given 3 4 4 3
Adjuvant chemotherapy 0.13 0.99
Given 16 5 9 12
Not given 22 17 4 18 25
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