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LEECE EGFR > 7 FVEIZE) EGFR 28 5B I MLl 2° Al 515 %
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Blockade of EGFR improves responsiveness to PD-1 blockade in EGFR-mutated non-small cell lung cancer
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Cytidine deaminase 2 is required for VLRB antibody gene assembly in lampreys
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Gut-resident CX3CR 1" macrophages induce tertiary lymphoid structures and IgA response in situ
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The transcription factor E2A activates multiple enhancers that drive Rag expression in developing T and B cells
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Cellular context of IL-33 expression dictates impact on anti-helminth immunity

Tkl ERRREESER by HP R

Japanese Scientists in Science Immunology | 5




Science Immunology #&fRIZD W T

Science Immunology (&, HIEF % LELI= R CH O 5L
ORI B4 > 94 > ORI PRETT

YL, Science Immunology @ Information for Authors (4%
TaBlg) O ZHAGE R H L LT H<ETIORHF
PR THY, T XTOBEEZRHEL T HhITTIERWE
LR ZTRIZE V BRGHNCIE, ko =T HA T, i
HOTEERE LT THERLIZE N,

Science DIRARIZ GRS BT 2EH L, FHOHERL
TR 2R Y —ICHE T A LEFHVE T, iz
PRI SRR 28

General Editorial Policies (£ 197 52451 3 —)
https://www.sciencemag.org/authors/science-journals-

editorial-policies#general-policies

Research Standards (Tf7E 0> 2k #E)
https://www.sciencemag.org/authors/science-journals-

editorial-policies#research-standards

Publication Policies (IR 3 —)
https://www.sciencemag.org/authors/science-journals-

editorial-policies#publication-policies

Research Articles : 900% 7%\ 2 B9 2 W U] 1R 2 fF 72 B R
BHEFT DI Lo MU, YAV, TT AN I, AL
(Introduction, Results, Discussion, Materials and
Methods. References. Figures and Tables). Supplementary
Materialso 8,000 35 LA, BIFIZ8 piE To G L B,
R CAST] R TldZe\ 356 D A Supplementary Material &
L CTHIEART ] o Editor D RELIZ LD RO Bz b L 72
5\ Research Article & Reports & L THeH 1T o

Focus : Science Immunologyg X% DD Y ¥ —F W5
KEINTIRED T F/ATIEFIED 5B 5
HEROBEE A A T HBORICBML 728 o 1,800 75 LI
T, B BIA ™, | XDOTTANTZM, KL, References
10 DA 2 (1 o A) BLIOREOFHM L2 EZHAHT
Eo

Editorials : f0EAWIZED Db A EBEO EENZ
A9 5 MBI 9 2 fie 1,00055LN. 77 AN
M3Z7Z LT, References 5 S LA, XIZIEH A,

Perspectives : Science Immunology %€ DD Y v —F )
IR T RSN S0 A FE D BRI FE RO W T
BB OGN T BEEH. 2,500 5ELAN T, fii#k
FAM, S0EELINOT 7 AN 7 b, AR, References 15~
20 P, X (1~ 2 HOA) BIOHEROF I L&D
A2k,

Reviews ! SRIEFHIZEOD #7272 I D W T O i
8,000 ZFHLANT, il AT A ML, 155ELANOT T AN 7 b,
A3, References 100 M LA, K24 ML BIUH D
P EEOLIL

Letters : i#72 » HLAPIZ Science Immunology |23 H#ES
N7z 30 F23IE AT BT HL 2 05T —<
WZDOWTH 2R WL 5% A, 1,000 3 LLA
T\ References 10 JLAN, KI2E (1 1 FT)o Bi%insCIZB
T ik 9720, eLetters &L TORFZENID 5,

RRRDIERK

Science Immunology Tlx\ * > I4 ¥ T X DTk =T
T TOET BEI T 2B E X ERROMEIC Lo TR
T0FET . FFE LT ONR—V % 03 TELES W,

A4 1% R A7 L https://cts.sciencemag.org

Information for Authors (—AREY 515 4R) :
https://www.sciencemag.org/journals/immunology/information-

for-authors

Research Articles (#]1EI1275):
https://www.sciencemag.org/journals/immunology/authors/

research-articles

Research Articles (ER#EERR):
https://www.sciencemag.org/journals/immunology/authors/

revised-research-articles

Focus, Editorials. Perspectives :
https://www.sciencemag.org/journals/immunology/authors/

editorial-focus-commentary-perspectives

Reviews :
https://www.sciencemag.org/journals/immunology/authors/

reviews

6 | Japanese Scientists in Science Immunology



FEROER
WD T Science BIUZ DUREEI G EN LI H1E, 4
FA Py AT & (https://cts.sciencemag.org) TT A7 b
AAERLTLAZE W,

RO W TlE, TEFICL T D74+ — 2T A% B
WLEd,

1. &E&%4:
TNTOZFHOKA, il 5 E-mail TRV A,
Corresponding author % 1 %38 5%,

2. RROER:

 FROME - RFOFAML
s BERILE e HN—LF—
3. B;E

FET TG | T AL WETS (£ 5K4FT) DKL,
LR, E-mail TRL A,

4. RRO7y70-K:

MFECld. EE. #/3—=1 % —, Supplementary
Materials 774 )V Auxiliary Supplementary Materials
TrANETy T U= %, Fhaatk(NE &8) &
Microsoft Word® 1774 W CTHER T 2D EFE L\,
Supplementary Materials i3 Word £7213PDF ® 1 774 )V
THIEIRAS %0 25SMBZ R 5 A XD JFifRb LU
Supplementary Materials {&HFR AT o

5. Auxiliary Supplementary Materials:

« Supplementary Materials |2 &) 52 EDTERNT VT
AFTATT7ANEIZE KT =57 74 Vid, BlE
Auxiliary Supplementary Materials ELC7y 70—
%o A X EBUZ25MB T 10 774 VPN

o BjE{lImpd 77ANET HTE mov 7 TANVDY A
JEMITERZh264L T 528, THET 74N D BA,
WAV AIFF, AUZ7zidm4a DS EF LV MP3 774 )L
F72XAACTTANVDOEEE Y ML —RME 160kb/s DL L
L35,

6. T fth (12 FEEF(Z Auxiliary Supplementary Materials

ELTPy7O-RFREED):

o BRERNCRIEL, MoV r—F IV THRATEIZIEA
WP OZFEZ DO LY DL E. TDOFmLDOIE—

« BHRIDE T =5 T 74

o ERIH (in press) ELCH I3 5 L OFE B B3Pk i
TaDFEH TR RVIEE, FIHEmXOBEHIZLL &
DREH

o TOMAFN L FE R FECRA R B 224 (MTA)o

BRSNI G 4T 20 BOM#E a3 MEEH
FELNLET, KEOFII, Science Immunology D
ERRSITEET 20 DRI E T, MELILHE
BaoBREZEBLET PR EBICESR D75 LD
FEHIE, BB EBUIAIGHER 2B AV Tl
ENF T, KREFHEIRFH 2 (AAAS) 7213 Federation of
Clinical Immunology Societies (FOCIS) DX B THH0L)
MIEF L OHEE LI HNF LT A,

M tE T B o GHili% L 72 5o, 248 Lo EASL
e e AR o A D e e A M 38
fFRNCEAEZ LD, 2B LN AL MAT L TRHAIT 5 X
IROET o WA ZRFFAMIAS L E R L DY AL, D
WA RIRICEL§ 5L TEET

Science Immunology \ ¥ AR SN 725 LIRS o7
Y2, Science. Science Signaling. Science Translational
Medicine. Science Advances TORTEBEIDOT25EH
HYVFET o RO EBICFREINTGE, BR7+—~v
FOERZIVEDNEE Ao ZHED Y v —FVOMES
1. Science Immunology TOFHKHZED SN/ (F
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ST G ERBEERIReg Research Atticle | Do 10.1126/scimmunolaav3o37

EGFR Y27 VR EIC LY
EGFRZ S IR/ NI S A BT S
PLPD-1 PURDIBHR R R B EIN5

Blockade of EGFR improves responsiveness to PD-1 blockade in EGFR-mutated non-small cell lung
cancer

Eri Sugiyama'? Yosuke Togashi® Yoshiko Takeuchi® Sayoko Shinya® Yasuko Tada® Keisuke Kataoka® Kenta Tane*

Eiichi Sato® Genichiro Ishii’® Koichi Goto” Yasushi Shintani® Meinoshin Okumura® Masahiro Tsuboi’ Hiroyoshi Nishikawa'?
" Department of Immunology, Nagoya University Graduate School of Medicine

? Division of Cancer Immunology, Research Institute/Exploratory Oncology Research & Clinical Trial Center (EPOC), National Cancer Center

® Division of Molecular Oncology, Research Institute, National Cancer Center

* Division of Thoracic Surgery, National Cancer Center Hospital East

° Department of Pathology, Institute of Medical Science, Tokyo Medical University

® Division of Pathology, National Cancer Center Hospital East

" Division of Thoracic Oncology, National Cancer Center Hospital East

® Department of General Thoracic Surgery, Osaka University Graduate School of Medicine

£E#F!) X ! https://immunology.sciencemag.org/content/5/43/eaav3937

*2 IJ-I ﬁéi Eri Sugiyama

EMERFEEAELN AME L 2— RRERRFE L 2— RETRSH HEMES
EFHEXRE S FHMREREY HEAKERE

@J ” Téii-% Hiroyoshi Nishikawa

=7
i - l EMAERAREAELF AT 22— R BERERESE/
. EHMEBRRE L 42— RETRAH 4BHER
ELORIL RE. Bl 65 EEBAFAFR EFRHEH 5T AREEE HUs
21U %RE E-mail : esugiyam@east.ncc.go.jp 78/l 1% E-mail : hnishika@ncc.go.jp
Contact FR7EMH : 277-8577 TEEMMAADE6-5-1 FR7EM : 277-8577 TEEAHMAADE6-5-1
U R L : https://www.ncc.go.jp/jp/epoc/index.html U R L : https://www.ncc.go.jp/jp/epoc/index.html
Figure and Note
H—DBIETERTEPAREZIZTIIAN—ERTEREAET S EGFREETER
A, —NCBETEREDS DL WIEDN LV, Thbh, # EGFREEZE#
BPERCIVECLRES VT (R P ens, B o---- -l
W& 2720 DRIZISEDRINL NI TODRATH LS ROt T .oy
%o TNHDD AN T HPLPD-1 PURGEH O A REIIZIZSDED e N

B KETA S R T RO S S BB 35 2 % 5B

Ao TWBIEARE SN S, S bivbiud, i PD-1FkaRC
HLTRIEBA SV ESNG, LRERN T2 54 (EGFR) 2 5H; Yk E=BX A
VRG2S A ONRES By NS 51T 2 S Ry BRI oW TR

75720 EGFRIERBBYENINGAS A 0 WS/ NESAT, Sy ffas

BOZLTIEIENE | Thotze LALEAS, SO VX X A
U I S AN 572 [ S | DN NS S B 5%

UL OB T AINAS, o] I JHEtE | EGFRZE 5K

g HEANTER AomBREt
PEBBR DS A BRI L T ize ZDAH=ZALELTIZ EGFRY 7 'x E@U%ﬁé THiRa XA
JUZEVIEENO cJun/cJun N K+ —EaNG M LS, HlEm: ERUFHED

Tl 2 5 8 N BR BV 2 B R 9 B I5 o A 1 > CCL22 D JE 3 A

WIF %= & CHIEYE T MR AR T\ e — A V5 —T = RRFERO> =Y

EGFRJFHIVICEWBEAD cIunh &I LSO, HI4E

o I -1 (IRF-\I)?“?LI}?EQES%L%:&L:J:V)\ ?EHE‘J%%JQE\%% VT RIS 5 COL22 5 BAIL. — 5 CIREA A4
P75 CDS T AR % #E S 5 CXCLIOB LU CCLE D FHL HIENBZEICEY), P AMBIRISIE T MBS A FET 5
AL, CD8' TR E SN Tz, EGFRILESHTHS CXCL10/CCLE il U7z EGFREEEREERT 5L,

IAOF =T IR N T 350 2 B T S0 B % ZORBIKAY REL. MBS EEOERI» RSN,

SRz EBIT, FLPD-1PUREPEH 5L, Wi hp o Bl 5.0
GIOLEWHUEE R RO SNz, YL EDOFERAS, EGFR L&
HAEPLPD-1PURE P L 72354 EGFR 2 BB iR A AL 3§
BRIEFEOE NN TS E B REEAVRIE ST,
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BliASA DB 77 0PN ~ IR DIHPRN REE~~

I/ NHIRER ASA DK FR 5% 5 D BRI ASA TIE RIEBAFLEE Tepidermal growth factor receptor (EGFR) i
ZFERDPBOONT T EGFREETZERIX, EGFR V7 HVEEHMIIHEHAL I LI L TRPAHF G TS
FIAN—BRFEFTHY, EGFR A Z V2L BN 2PUEE AR ONE 25, 25 CTEGFR A
PSR B LS E > TOE T,

—J5 T M DS AN BF 72 iR EE LT, PUPD-1 ik 82 W 72 0s A SL R O A DR SN, 1
HENTWET A, EGFR BT EZEGMM A (LLT. EGERBEIEMASA) IR U TR R Z L w2 EDs
WMESNTBY, R TIZZDORIESFI XD = X LD AF L7,

FEREDNA ASEBI D IELF BN D IRIE B2 S deta R 70— A hAN)—, CyTOF & H\vTHEFE R
Wr§ B&. EGFR Bt ACi3EE Ml 28155 A 55 55 T #iia (CD8™ T iz DR # &AM, — 75
THRIZIIHINECHRRET 5 CD4™ 727 7 —HlE T AL (BUF S8 T M) 2SR B EE L TV A, F
HIZIESE T HIEATRSNE L 720 a8, HIEE T HINZIZ LIS B D WL [ SIENE | SRR S 5720, 7
BIRIZIDEDZ L IEIENE | D EGFR BN A3 AAZHIEYE T MR AL CGREL TH 200, itz Eobe,
EGFR BEizZs ATl HE T M2 IFOEE 57 442 D—2>ThsCCL22 D5 ikheh <, EGFR FlE
e HE CCL22 b REAME T 5 2 2SR L 720 — 7, CD8 THINBZFHET 27 TN/ Thb
CXCL10% CCL5 22\ TIdy EGFR Y7 F Vst 5 2L 70 aEAME F L. EGFR Y7 HVASfE SN AL |
AT BHIEDREINELIZ, PLEED, TNEDT EHA X DIFWDEALH E GFR B VEMi A3 A D R B 2 5oz 3
PEERBEORIZH G- LT LW Btk dvRShE L 72,

CNEDTENA VHEBLDAN = ALY 2720, TNEND T EHA VHEAEZRETIL TOLIRE N 2 8RER L7
£ZA, CCL221Z cJun A% CXCL10 BIU CCLAIZDWTIXIRFL 25, ZNENDT ENA X DIl ETHL T 5
G RFTHLZEPHLNIIRNE L, 26T, SNHDOE R FIZEGER ¥ 7Vl EALIZE) JUN I B4
IRFLAME FLEL 720

D Eo#i Rz #E 2 EGFRY 7 FVEEL/RETHPD-1 k255 2L, PUBEERRA R ZH 0 ElEE
WGt 3 %728, EGFR AT AREZE AL~ Atk MC-38 % C57BL/6] ¥ AIZHEAEL . EGFR Fus &
F—EREAL BLPD-15UF. T OS2 855U CIESIE A Z AT L X U720 OF HTREC e iR KRS8 il 2 ] &
M A OIE R b LN EL 72,

AT ED . EGFR Bl AsAAZIE, FRE 2 S0 BB D BE S S N BRI DS SN T B ZE D IS NT4D
TL720 EGFREMENiA A TIZEGFR ¥ 7 FIVIAHERE 25N TE 72 X IESAINE DO HGHIZ D B D A7 55
TENA VLRI A XY, EIEANRIEMEINE OB AE) LI TW A EAURESNE L7z THUIHER
DIEHARTA N —BIZF- DML D BE ISR BRI L OBEZEE 5N T T o DX i
MEOEBEIRZF T 51213, EGFR V7 W Z HE L 72) Z TOHARIIRIELATIEH R TH AW REMED VR
BRI G ROMID AT 7GR O3 W] etk AVREN L2,

EMNAAMAREE 72— RiRERRAEEZ—
BETRAEFICONT

2018 FIC/—NIVERS - ERZEAZEIN, KEHEELOPD-1AEAEIC
LEPAGRERBERREICL, PAREBREEVOHLABOEDPEILIN, »
ABEICFEDHKDH/5INTOET, UL, BEEETIIZOMRIGBRERTH
), WELRRBBIN TOBWEES 2RI TVOET,

LUHRZIL, BRICEILEMRT &AL, RRICPABEICAEETOE
RIBBEEELAN SEET>TVET,

HIROH B, TOTEIELSE,
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Science Immunology 341355
VI ATFFIZTBNT

VLRBYR B DOBRERIZIX
VFIVUTFTIF—P 2

Cytidine deaminase 2 is required for VLRB antibody gene assembly in lampreys

Ryo Morimoto' Connor P. O’Meara' Stephen J. Holland' Inés Trancoso' Ahmed Souissi® Michael Schorpp'

Daniéle Vassaux® Norimasa Iwanami' Orlando B. Giorgetti' Guillaume Evanno® Thomas Boehm'

" Department of Developmental Immunology, Max Planck Institute of Immunobiology and Epigenetics
? ESE, Ecology and Ecosystems Health, INRAE, Agrocampus Ouest

£EH'XI  https://immunology.sciencemag.org/content/5/45/eaba0925

s = .

;M;Z!S JC Ryo Morimoto

Postdoctoral Fellow, Department of Developmental Immunology,
Max Planck Institute of Immunobiology and Epigenetics

E-mail : morimoto@ie-freiburg.mpg.de
Contact | Fr7Etth : D-79108 Stiibeweg 51, Freiburg, Germany
U R L ! https://www.ie-freiburg.mpg.de/boehm

Abstract

MESFHEBN Y OPURIZTA > )y FUE—NEHITRER S AL, AR TSR S/ VLRB# 12> Ta—RE
NTWD, Y YA FFDOBY L/ SERFEAERC, LML RIIOARGE TR VL RBIEALAE D IHNHEREM R Pr B IA T
ICEMESNDDNIHSHThR\V, I F VT T35 —¥ CDA2% /RIS HIA—0y/SAF XY A (Lampetra planeri) DXL
Tld. BHLRY O VL RB OHERERANEET 2013 L, THINRINCIEH T VLRA BXO VLRCHURZ Bk E
(BT OBHRERUZIE RIS 7DD, L7225 T, CDA21E BAIARSIC VLRBUUABEIEZ T O Z 1 E T %, CDA2
RGPS F VU 7735 —E (AID) LB AR T 575, AID A MBI BT BHRL ST (B RkE) D
WU R T %o LI2hio Ty AFZEOKE R, FHHEBW O 2O DU RFEZ B\ THNZL THEALL 72, PR Z A
ETOFBERBLOL BLOEFEZHS LTV A,

Figure and Note

VLRB incomplete germ-line configuration 1:BUSINEKIC$H5 VLRBBIZFEDBIER

§-UTR SPLRRNT 5 of LRRCT 3 of LRRCT 3-UTR R5E24 VLRBBIZF L BT 2 BIZFER
l P (gene conversion) D&% FHEME THIERE

ra C-terminus . HEENEEZFICLE B, SE CRISPR/Cas9

ILEPEETFEREDENELDIFZDHEIEETFS

EFBINSSF LT T IS —E CDA2 THB,
5’ -> 3’ assembly 3’ -> 5 assembly

e P ——

1 (24
M M
M M
(24 1

\ /

LRRCT

reONO000+8—
LRRNT 1 2 3 e cp C-terminus
LRRV

complete VLRB assembly
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A CDA2 mutants B control CDA2 mutant
M ctrl  #30 #31 #32 #33 iy = I

VLRB ] 4

wrosure [ e —

] a
e . S —d

] a
VLRC g

a: assembled VLR
gl: germ line product

[ 2 : CRISPR/Cas9 &5 CDA2ZERY Xy F 4 DFRIRAY

HEBER T CDA2E R KU =5D4E Tld VLRB DBIBRILHA T30 THIRZRE VLRA/VLRC MR FEN 5,
M A B (k). RSEREEY /R THBF 7OV —IL(H) DB, DT B bR, HEern
VLRB O#EEBHRERIIOEFORBFREI REIN S,

YA F XIS RIERICB T YA Do) F- I

WEAREIE EDRIE T AT LED G LA T LEELRNT72LE 25N TOE T, FHEBIWIIZ IS 58 A
boTHEY, LY ERDT V& MR SN U2 B2 H D, — B Ao PRI L ChEitE
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Gut-resident CX3CR1" macrophages induce tertiary lymphoid structures and IgA response in situ
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The transcription factor E2A activates multiple enhancers that drive Rag expression in developing T
and B cells
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Figure and Note
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Cellular context of IL-33 expression dictates impact on anti-helminth immunity
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