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IL-36B3 is produced by bronchial epithelial cells and dendritic cells. To
examine the anti-tumor activity of IL-36 B , we constructed two types of recombinant retroviral
vector DFG-PTH-truncated IL-36(3 -IRES-Neo and DFG-GH-truncated IL-36B -IRES-Neocarrying truncated
IL-363 , and transduced into B16-F10 melanoma cells. Established B16-F10-PTH-truncated IL-36(3 cells

and B16-F10-GH-truncated IL-36B cells grew very slowly compared with that of parental B16-F10
cells in vivo. We examined the mechanisms of anti-tumor effects of truncated IL-363 , and found that
truncated IL-363 could down-regulate the surface expression levels of programmed cell death (PD)-1
on CD4 and CD8 T cells stimulated by anti-CD3 monoclonal antibody and anti-CD28 monoclonal
antibody.
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Interleukin (IL)-36 (%, IL-1 cytokine family member T, a, f BLO v O 3HEHDOT A YV 7 4 —
ANBFE L, N-Ki 30 o7 X 7 iR B2 L7z truncated type DGR full length (ZEE#E L C
#1000 fFHRVNZ EBAME SN TWD,  IL-36 (%, BRI /ER LT CD80 <> CD86 DJEHi
AL, 512 IL-12 OFEAZHR L T Thl B S 2 RET 2 EMIEEEZH LT\ D,
Hoxlx, IL-36 7% Thl BGEERISARIET 5 Z & L0 | FMBITT IL-36 2EASE T,
FRELHY Thl BGREISE A MRS 5 2 & TREZERK CE DML H 2O T RWINEEZRL
IL-36 @ 3 DT A Y 7+ —LOHF THb Thl WG ROCHEBIEH OBV, IL-36f D
truncated form % MU NT IL-36 OHUE(EH Z#7 L7z, Truncated IL-363 cDNA ({337 F /L
FIAN72 DT, truncated IL-36 cDNA Z 3 H§ 2B THM 2 L b o v L 2 2R L TR
Jell G & ’é‘f % truncated IL-363 |ZHEfESMZ /WS 72y, £ 2T, ¥ 7 A truncated IL-36(3
¢DNA ATARIC B MR A VE &2 e FRIFRIRE VR OV 7 VA Z RS LTz
IWA%W@L\:ﬂ%%hﬁGV%D?4NXN?5—K%ALT%%LKDWGH
truncated IL-36B3-IRES-Neo (GH) ¥ & U8 DFG-PTH-truncated IL-36(3-IRES-Neo (PTH) % /3w 47—
CUTHIBIZ N T AT 272 LT, truncated IL-36B EFILT DA ML Fr oA
WAZVERI U, ERLLTCAR X L b oA L A% IL-36 %68 L Cuvig~ v A EE ML
JEYL S truncated IL-36p A PEAE « /Wi d DABR A RINL L7c, 20D OMIfE oW b
truncated IL-36B |ZAMTEED B D Z L 1X, 2106 ORI OREE FIFICHHEFHIE D O 1L-6 47
WMEEMER 2N & 5 Z & CHERR L7z, Truncated IL-36p PEANEEEHIALIX, BFAERLHIRE (Wild-type :
WT) BE A~ A & U MEEIEF-EAMAL (Neo) & in vitro OFEIZIZIEN 2V, (A
R~ U ADLZ FIZHFEL T in vivo D5 % FLERET L7255, truncated IL- 36[3 % P UAS %
Jald, WT <° Neo (ZLH#Z LT invivo OHEENFIICHHISND Z ENHBLMMNI 27,
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Truncated IL-36f |Z X D FHES hé#ﬂ@“ S SUS 24829 5 effector cell DIFRIE, truncated IL—
%ﬁ@#@ﬁﬁﬁ%%ﬁ% BT D IFN-y B L O IL-12 OG- O, Truncated IL-36p O
P55 B R VE I~ OHINE T Ml OB G- O, U = | truncated IL-36p % &3 7 @Hﬁ
Bk~ D 512 L 2 JEE R R OMF 2 A & 95,
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(1) Truncated IL-36f {Z & ¥ #5358 S 4 2 FUlEE 0 KOG 2 24 3 % effector cell DFRFAD[F]E
Truncated IL-36f % iEfn A L7z~ ¥ AJEEHE (MCA205-GH-IL-36p) °= > v —/LDJfE
AL (MCA205WT) Z[AR~ T A (n=7) OIFEHE NICHAET 5, Truncated IL-36p % Eis T
O L72 MCA205-GH-IL-36f #$%ff L7-~ 7 A & MCA205SWT DS Z 2 L7~ 7 AD
JEENIZ, $TUGR-1 HUE, H177 7 1 GM1 Hitfk, H1 CD4 fitfk, $1 CD8 Hifk, #it CD25 fiufk % #x
- (400 ~ 500 pg/mouse/[F]) (day -1, day 4. day 9. day 14, day 19, day24 B L day29) L. &
RN O R = S 2503 5,

(2) Truncated IL-36(3 OHUEFG S0FZ 5 RIEM 23T D IFN-y 3 LTV IL-12 O F 5405
ﬁmmmnﬁ$%Lm%%kbtv?XEﬁﬁ@%n/km—wmﬁrﬁ@(wmmmm)%
FR~D A (n=7) OEHE TICHRET 5, BEMREER L7~ v X OEPENIC IFN-y
RE 72T IL-12 PREFUAZ 5 (500 pg/mouse/[R]) (day -1, day 4, day 9, day 14, day 19, day 24
BELO day29) L. THMICHESMEEORKE S &25H9 5,

(3) MR & FEAZ ZU72 truncated IL-36B 73, [ regulatory T cell DRI EL 5. 2 5
DR 5, £, THIIOMIAER O PD-1 ORBICEEEL KIFTHRET 5,

Truncated IL-36p % B T8 A L7-~ U RAEEHIR 2 > e — /L OEEHME (MCA205Neo) %
FR~T A (n=5) OEEHKFICHEET S, BEMdZEEL T 12 ~ 17 BRICHEZRIL
JEHERH @ CD4 Tcell, CD8 Tcell 35X TN regulatory Tcell D=, 3L T Hifd PD-1 FEL
DFEE % flow cytometry & FNCTHEAT 5,

(4) FEEHIREDS B EA S U7 truncated TL-36B 2MHHE~ 7 A DD T MDY A ~h A A
(CEE A 5.2 D e 5,

Truncated IL-36f % & {5 A L 7= B16-F10-GH-IL-36p % 7-(% B16-F10Neo % [fl%~ 7 A (n = 5)
DOIEHER FICHERET 2, A 2 92FE L 72 12 BiRIC~ v A X0 g2 528 L, ke o oo CD4
Tcell 3 XN CD8 T cell %3 #fit% . 5L CD3 HiiA & Hi CD28 HLiA CTHIPL L T 48 ~ 72 BEfiE5# 9 5,



B BiE 2B LT, 552 By O IFN-y, IL-4, IL-10, IL-17A 35 X OV IL-35 DL % ELISA (1
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(1) Truncated IL-36f (Z i RV ARSEAN L S A i ] ?‘ % effector cell D [FIE
PUAIZ L % depletion D éé%fk%i Y MCA205 tumor model (Z351F % truncated IL-36f (Z L V) 753E

SN D HUEENFIC R H3 5 effector cell X CD8 T cell & CD4 Tcell THDHIERHLMNEZ

>7,

(2) Truncated IL-36(3 DOHUEE S0 HFRIEHNIZ 1T 5 IEN-y I8 LTV IL-12 O 5-ORF]
FRHUAOEGIZ L D IFN-y BE O IL-12 OHEFEBROMHER LY . MCA205 tumor model |23
(7% truncated IL-36f OHFUIEIGZIERIE IFN-y IKFEMETH U | IL-12 ORGI3HRD TIREW TH S
ZEDBHGMNE T ST,

(3) MEEHMAE & PFEAZ ZU72 truncated IL-363 73, [ regulatory T cell DILRITHEEL 5 2 5
METT 5, £7-. THIROMIEIER D PD-1 OFRBICEEL KIFTIWET 5,

PTH 3L GH Z#fE L7-~ 7 ZDOMED CD4 BEtE, CD25 [k, CD177 low HElAIL0R0H
IHER TH 5D, £72.PTH BX O GH 28 L7~ v ZADFMILO PD-1 BEITEAD LT,
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MCA205 tumor model (23517 % PTH $£721% GH Z#fEL7=~7 ZA® CD8 T cells 7>5 D IL-4
BILOIL-10 FEA] i*ﬁtﬁ/&%ﬁqua‘boto F 72, IL-35 1T CD4Tcell 3XTCDSTecell 3&i
MHBEEU T CTh o7, GH M L7-~ 7 2D CD8 Tcell 33118 CD4Tcell 7>50 IEN-y B
X THY , PTH ZHER L7~ 2D CD8 T cell 3L CD4 T cell 725D IFN-y FEAE
Tz b — il L CR%END LA T LTS, GH B8X PTH 8 L7~ T AD
CD8 T cell 38X TN CD4 T cell 235D GM-CSF FEAITIEIN L, IL-36p OHUEEZh R DO —HHBIZ R
HLTWD RN H D,
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IL-363 OYUFEIER OMFF 2 fiitd % BRI T, effector cell DFIE, U RERNHOHA N A >
PEAE DR regulatory T cell (Treg) ~DFEEF LU PD-1 FHEA~ORER Kot Lz, 1IL-
363 DFFET D PUEBEZNED effector cell X CD4 T cell BL N CD8 Teell & Ebhsd, £z,
PTH 5 XU GH ffE~ 7 2D D CD4 T cell X" CD8 T cell ® IFN-y FEAEN R/ D = L
LV, IL-36f @ CD4 T cell 3L CD8 T cell (Z%F3 D VEHIE IL-36P #EEIC & 0 (b % AThE
PEASE, IO Treg 132/ MM RS2, BAEO PD-1 %8X= > ha—L
WZHE LT T 2 o, 4%~ U A M O truncated 1L-36f # 2 IE L,
FEC X D ARNTOAEBIEROE N e % L0 GEICRTT 2 0ER D 5,
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