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RiIE, ZEHEOET RNV AFEICEHELT AL
TH—D1DThbH Fas R L 72 BALB/c ¥ 7 A
(BALB/c Fas™ "= A) 2%, BAERIS Y 2R Moz
WSy 2 7577~ RO Fas RIEB LU Fas BR< o A
S L, MH IgE EAIERICE K, T LV F—IR
RMOERT BT 52 238 L7z, $72, BALB/
cFas” = ZDOPIHIZB VT, BMIICEEIEHE L,
IgE PufhpE /L 2R T HHBELZ A3 58 L\ ILC2s &
Hw72 L, Fas-expressing natural helper (F-NH) il
XA 7

AFTIE, FTILC2s BEX WP Fas M L7277 R F—
TRZOWTEEH L, RICESR S E L7z F-NH Ml
Jaiz oW TR 5.

28 B & U > JN Bk (group 2 innate lymphoid
cells ; ILC2s)

FAE, Th2 4 M A A4 O FE 7 BN Th [
ThbHEEZOLNTEZ. LaL, 2010 12 3 >0

innate helper 2 (Ih2) Mg &9 Th2 %4 M A A %
FEAET A LVERY U SEPRIES R VY. 25
OMNEIX) ¥ REREROTEZ R L TW 528, T Milgs
B Mg, Zofio iz ieIil L v AR 55
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EHRELTCBY, IL2 & IL-25 F 7213 IL-33 o %l
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NA VEREETLIMBTHSL I LNS, BERLT2H
H#%1) 738k (group 2 innate lymphoid cells : ILC2s)
EIFEN T 5.

ILC2s i, PUEeHFAEROBRAICL Y Mg, S
FEA SN 72 IL-33 7 Lo Rl & 2 IL-5 % IL-13 %
A% 2 & T, MERERIZ ML S D 2T VR
EHFLL, TUUVF—InERHFERPRICES T
209 =T, A4 Y7V WG IE, R
BERFO1IO>THET 74 LFay v (am-
phiregulin : AREG) # &AL, &0l EE OBEIZE W
TWwW3 Y F72 ILC2s 25T L IL9IEA— b2 94
ITHEH U ILC2s OAAFHERER Th2 4 M A4 V5
OFEEICEG L TWE ™, 502, R EES
% IL4 %, WBuitilesEEd 27 a7 7Y D2
(PGD2) A ILC2s DINE R RMET 5 & V) FED»H
D 9 ILC2s AAFEHET A AERE721 T <, ILC2s 121
AT 2RI HL2CRDO2H 5 (Fig. 1).
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Induction of ILC2s-mediated type 2 immune responses.

After invasion of allergens or helminths, epithelial cells secrete IL-25, 11.-33 or TSLP,
and ILC2Zs are activated and secrete Th2 cytokines. ILC2s-derived IL-13 induces mucus
production, goblet cell hyperplasia, and IL-5 induces recruitment of eosinophils. ILC2s
also secrete amphiregulin (AREG), and induce tissue repair. IL-9 facilitates Th2 cytokines
and AREG production, and promotes survival of ILC2s by autocrine. ILC2s responses
are promoted by basophils-derived IL4 or mast cells-derived prostaglandin D2 (PGD2).
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caspase-8 # & ¥ Death-Inducing Signaling Complex
(DISC) A KL & M, caspase-8 % i b L 72 1%, 2
DOOFRBETT R — T ADFHFE I NG 7. 1 2130E %
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2D YARFRICBWTHE S, BE RIS

TiHBEIND 2,

2) ®FERICETDFas EALETR =2 ZD%E
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W IlprIx T ARG T A%, TNLENFas B I
FasL DZERAFR < A TH ), Fas # M L7727 K b—
VANRHEIN TS P® b0 ATiE, M
=) > EiTEY T Mg (B220°CD3°CD4 CD8 T
M) HAEREL, MESRY VO SEHE KSR 5h
BB i HUPURZELET A BAIRRD ERIL,
Pt DNA §ifk7z Eo HOHUE» I L7245 5%, AR
PEPRIBASET 5 2%, HORIEN Y o S BHRE R
DBFE, Fas BIZTHEICERZ RO EPHES N
TBY, e MZBVWTHFasz M LT HREF—T R
X, HOARZEEOMIREICEETH S Y.

Fas K7 AB LW iIpr w7 A&, ThH 0RO
EIERICL Y B4 2 KM A2 RT #%. MRL RO
BENTREET 2 pr <o A1, %%uvv%%ﬁ
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Fig. 2. Fas-mediated apoptosis signaling.

After binding of FasL, Fas recruits FADD and caspase-8, and they form death-induc-
ing signaling complex (DISC). In the DISC, caspase-8 is activated by auto-processing and
then released from DISC. Activated caspase-8 induces apoptosis in two distinct path-
ways. First, activated caspase-8 directly cleaves caspase-3 and -7, and activated cas-
pase-3 and -7 induce apoptosis (D). Second, activated caspase-8 truncates Bid, and
truncated Bid (tBid) translocates from the cytosol to the outer mitochondrial membrane
where it triggers cytochrome c release from mitochondria. Released cytochrome ¢ binds
Apaf-1 and they activate capsase-9. Activated caspase-9 activates caspase-3 and -7, and

they induce apoptosis (@).
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Fig. 3. Current model of F-NH cells-mediated enhancement of IgE production.
Under normal conditions, F-NH cells are eliminated by Fas-mediated apoptosis. How-
ever, in the absence of Fas, the number of F-NH cells increases excessively. Increased
F-NH cells promote IgE production of B cells by direct cell-cell contact.
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