E1 RRER&

a:ETOBRASNZRGNIA LTOBRRICASNRZNERD

Lk EE T HXBE

b:ARIzZASND, PLICKEEET TR L Z ORMBE O

HRIAY 2 target lesion

HARZHBMITY) Xockol, 161613
IZIZEHA HL LIPS HEBR T2 L5 kol
D, NV y 7 A® ARFBICAT o4 K (7
F=Y ot 3~15mg/H) % 5~14 H#li %,
ERIZIGCTART 2 L5k o7, Loel, »
THOBELHEE, HESREIEbR» o/,
BRRE: 108 LA HL BHE L2720, B
CHIr TSV vy 2 Z® 500 mg 2 T/H DR
ZhE L7z, 9 B, TOBECRAH I R L 20T
PRIZHEER A LRI 5 & L bz, HizwwOrEme
UbAREL, 14 HBXY 3PCOFE L THE
BHhohnici-d, AR TIE A&7y 270t
W7 2aR)DEiERZ D, BH, Y8
BAEShABELT.

UIRSREERAE | IR M2 L, IOF 'S
A, ETOEF RGN, ETOEhRic/hEXR
OFLKRERZET (R 1a) A ohi. &

B RBETR, NER~EEROMBIEZ tar-

get lesion WhNZ T, AKEDMEEAEE2ET 2
VGEAE A (A 1b) BEESER 2R L. &
BB AEROPLUTSAR2ET HAHBHS
iz,

2 TRIEREENS:

FEIZRTEI—Y R E, )RR, FhEROS
1, REEOBRREE»XDHD, HFEE CROE
R Y v 3kEFoMEEERA RS,

I % 4% & A7 B : CRP 3.4 mg/d1(iE % fi :
0.00~0.04) LAY, —BBEEICHE T REFRREL
L. HSV-IgM(EIA) 0.46(0.00~0.80), HSV-
IgG(EIA) 74.0(0.00~2.0), HSV - CF
32(0~4), FOUE Tk HSV HUBEBY. ASO170
TU/ml(0~244), ASK 1,280 f5(0~1,280), =
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1.5 h Bk 5 hEk 7 hE
A SR
HSVIgG 74.0 83.7 56.5 78.8 88.6 52.0
CF 32 64 16 16 32 32
NIy o2®
DLSTS..(%) 178 104 86

3 BRPR® L UVARHEA

8B FFBICH T BANIARAMES AT OFRE (1967~2006 F) &

BERM o ELiE
BEFRAEIR & FATFEE AFEREH (29 A1) B 5
e »Y(2/13) HY
LR HY(5/14 1 1236, 20FT26) |2 28
B D i K3 Jem PATF(11/11) FHK
EgEchkrEE | HY(5/16) HY
KITHNIREDOFSE | HY (5/13)3 HY

( YREZHS LREROH o726, = AKE - FHRAEZ 7L VA
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HEE, 1 PIRREICIRETERR e»r o708, T0®%, BRHE
TV R=VurHRcTm#Esn, 10 »A0BcHEEREZEE
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4 272 X< CF4> (0~4), Epstein-Barr virus
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ABERFREAT L7z ovv b vy 7 2@ OERIGINY ~
7 SERR #ERER (drug-induced lymphocyte stimu-
lation test : DLST) @ stimulation index (S.I.) &
1789% (180 i) T - 7z.

TRIEAERESERIAT B (ERIBiR M EALRE) | R
Y oNER, FFREREEL, REA{HO 7
R b= R LBRREEZRD T, ERERE I
FRIMER D ME SR &2 v, mERBEAMECY) >3
HROFEFECREL Tz (X 2),

RS & UG © BEEE» 5 HAEM 2% 2 /-

2, HEECRSEMR 2T IEM B Y 2 target
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SIS DFJREME & F X Tz, AMRFOER%E T T
kL, #EIROHICTHEE, FRRHRLICHEL
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H BEHCAHBDOEM OB %2F 7z, EBEE
BRI EITLEAAVEVY Y 7 ZA® 0
DLST @ S.I. {134 (& T L (F&4E 37 HE S.L
1049%), RZIRMERCHETT U o [FIZEH oD Rk A alBk
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Tix, REFRERICHRL TWizZERIDORIR2 5
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REMEZBE, FORBICERICHT 2 RERIGE
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Herpes simplex virus and atopic dermatitis

""IS R R
’\L LB T o8

EE B

ME—ERER

£ #F

2006 4F A RS S B RO, [T
(R I N [3 e A 455 B 400 ) 56 4G
s, O8EEREIEM FHE R E AR
KF—v T =T %, HSV,
Trege

Key words | 7 b E—1EHM 42, ANWNXRAT A VA, #
SR, BT T AN

Abstract

7 NE—EEERAAD)TIE, EED/NYT
BEDETICLYEEEELETMILX, #liE
ICH T2 BBEMERT ., BEEEE(EH)E
ADEBEICBFAILNRZIY AL X (herpes
simplex virus :HSV)» &% L TE U 3 %A
T, ADOEBHEETHDIE, EINPT
WeEdhTW3, NMEF X701 FHREE
FERALTVWEVWESICELPTVEVWIER
BAENE L 3 REIFIOBREC-HDT
EWCEERLTWS, BENDEZAT 15
1) BIEFOEE, Th2ENDREICE,
HHRMEEE, BB G EDBSE D TR S T W5,

LI

7 E—tER % (AD) T, fi4 ORE
MAEWIZ L B EEBEEENEGE L LTV,
WZHEMAIVARA T 1)V A (herpes simplex

46 (422)

HSV) BRENEELLLTVWILRE
CHEHILNTWA, EATIX, HSVIZOMHA
HREEONKBEZETLDOHRTDH B,
ADBETIZILIFLIEC AN REEOERSE %
B LEELT S, JIUIEBHES (eczema
herpeticum : EH) &I, ADIZBIT A&

virus :

FELRBPIED—D L oTwWh,

1887 £F Moritz Kaposi |Z & » THE#IZTEE
B METERIZIL K L7 EBI A EH D R # DR
ELENTBY, FRUIILLRATREEIRY
IFERRIEIBHE L WHEN T & /2o MEIZFREE
FIZHVWOLNTWAD, KEIZIZADIZILE
HOHSVEERTELHENEHTH Y,
ADD AR LT ¥ 1iF, ¥ —EEE,
KIGHE, e L hoRMERICRE25E

AR Y KIERREE IS EFA TV B,

L1, REREDOHERELTEZLNZD
X, ADIZBITAL2EB L URMORELE
WETHY, 2704 FHEEIIREELYRD
BEZHADVERTHo72. LA LEEDHE
i, WICATOA FAHEYPIELA-ADE
FIZEHIERE LR TV E W B R EEE
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SR/ 7 PE-MREBR BHIFR—FEL SARET—O

B EERNGERIZE U2 EH

LML TS,

fAlfZ, HSVERZEAADEEIZCBVWTHDAE
Bt 5213, ADDIREEEFEEICHRLT
B0, ADDIREMBEDOREZEB-TWLELE
2THERVWETH S, RFETIE, HEZEIC
fERRAEA 7ZHSVERY: &L ADDRIZO X,
BRIEDHRRFEEL T L TRMT 5,

1LEHREDE S LRRFREREET 5

EHIZIZHSVOMBREIZ L 256 L, B
HALIC L B5E0H Y, BEREDHHIVERE
EENTV B, HSV DEESEERL I L Ew %
ATHH—HK&S (FE2mmiE) O/IKE
MHEL (1, 2), ZNHMBEA RS L
TIREDNKBEEEL, FBh, BE )
INERRBRR 20 & 9127 B, IF SR ERATIZ AR,
SEER, HEHTHY, £ 2EABLAICKE
REE L, ke o THERT 5. AHEL
LTANVRAHIERES L 7 A VA MEED

T LIV ¥ —DERER30(5), 2010

fin, BEREZE, BOEZRITILNHB, LY
ANWAEDBFLUENAIEIEEHITS% L IR
LI VIEEEETH o7,
W), HSVERGERAL A & {85 DO IZ EHE
BHEIshLZILIZLY (0oF ) EEDOEMM
BERLIRBBENSISALT) EF2EE
Aoz, L2LABRHLRZ L ICERYEEH
LBVWTHOESEIR—EMEICETL2DTH
o LHd, WAVEESZHEHEZIX, 2
704 FOHHEEGEREEZ PILRICEET 5 BH
By enTHsb, 250, £ DEHIZ
HSVASRATICIBE I N TET A bITTIE A
$, ZDOEAIEREBEG L T 5 HSV AT
CROFREIZEVBEELTAILICENE
TARLEZIAVERLEDOTH A,

2. falift, HSVERIZADBETDH
EE{tT30N

INEEET A0, TTHSVILEE L

(423) 47



OEE/ 7 FE—MEEA RFEB—REL SBRET—@

B2 HaEhoo s LB % M) ke

DEHIEETLONEIEEFEL TH L LEN
%, HSVIZIZHSV-1 £ HSV2D28IAH 1),
YHELDORETHEHIIBET 50 FLIEHIC
S EE D O IEE S NERIC X 2 ZERIEN
) FmOBRYPATHIL LIC Vv, L7722 T
HSV-1 DG, BEDPHLEISES %,
% IIARGEMRGL 72, EHEEEAOANKL
LT, %, EAONLLR EOERTRET
HIblbdb, OIEEGEEHEL L TE
Z 0, HSV-1EOREAD H R EMEEICIEW D,
FiREIC BT L, BRI O M E MR
KT . FRDEEE(LT AR, M
DS BN A VADEIT LIOEANILRA
LENERVHBET S, TOHEDHFEMEL
HHEFTORRLE—HTRILDIZHAE
2\,
EZANWAD L EDEREENH LG EIC

48 (424)

&, BRIZZNSRILL, EHRRETHZ

Ll b, HSV-213, FECHBEAEE LT
ge 5 72OHSV-1 EEIL THERIZZ T
5 ORGENE {, B, SHEHEREDS L
L, MEHEOMBEERIERT 5.

AD TIIN) THEEDDH 5720, HSVDE
ADTEZ D RFTnEZEZLNTWVAY, AR
e L IZADEBE THSVEREA REIGEZ
DRFTVEkn) F— 5%, HSVILEBEED
BwltwyF—sidhwn, ExsZ L3,
AD BE TIXHSV OBHELICEVAEILL
LTV, DF NEFAEDI EVEW) LT
BDTH5b,

AD THSV G233 A IEPUEIEIT T 5
BTl LTI, BeREARESATY
Ho MOMEMAEDLDIE, ADICALNS
Th2 LD RIFELE D5, 71 IV A DFERREE
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Ko B % & - 72 £ D°EH
PRIE SRS TR
LTwb, 2F ) EHDOHE

T

RERIEDV T B

FERTICIT RN EH 2

Th2>Th1

r

BELTWwW/iZlLlilhsb.
RAE O BRI

/reg

L, £FNEITHHX |

Jolx, T AL (Treg)
DEBETH D, EE,

EtEAL

4 IZEHDOEMHIICIE,
TregASEHICHEML, £
NATHIAL A & O Thl IBZE

E HRHE

R{ET S AR Th2 &
fie%a723Th{, B

®3 ADDFEIKME(ZEVAE LT A TregPHR L HSVD

FEEIL OB

Bro0% 4 b4 VE
EbIHlT A2 L eHL

2504 KoL S, ADOEBNIY PO—VRREEY) BHOR
EAV N Y KT B, ZNEIHIT S0 HE T (Treg) %8

BEid, Treg DN, KL TWAHSVORERILE L7257, £

PIZLTWVD, 2DL)
7 Treg D KRIZEL AP0
4V A R IE BUG D ES S
95, BETICEREG L TW/oHSV 2 iE 1%
{LXREHARELEADTIEH LWL EER
Twa, (H3)

Bbhic

EH!Z, SBERLESYNT Y FLTLSED
51T B R CEYE S 72 Treg D &3 7 B
RibDiERL»S Lk v, 2F D AR, £k
BRI % RIERIE D D F BT D Treg A b 72
CTEVWLELLRVWAIEMLEZALATHA
5. BALd b, EHTHEA ORiikICART
ZADBENE L IFAT O A FIRAE % i
ICE#L, EH*B=BMm#&EYEL, I73
TEEMNAL TV, TIVIEFIIBVT,

50 (426)

A L CTreg2 X ) ThI KIEA L W< il a8 Nz 7z, 53T
Th2 FERL D RIEEE TV TV (o

EHDOZEZ RKRIBH X, dhE72HND
NWEREETIIRENH A Z &L HNELED
Hbs

MR

1) Wollenberg A, et al. : J Am Acad Dermatol 49:198-
205, 2003

2) WM Peng. et al : J Invest Dermatol 127: 1261-
1263, 2006

3) Wollenberg A. et al : J Invest Dermatol 119: 1096-
102, 2002

4) Hasannejad, et al : J Allergy Clin Immunol 120:69-
75, 2007

5) Pei-Song G, et al : J Allerg Clin Immunol 124:507-
513, 2009

6) Wollenberg A, et al :J Allergy Clin Immunol
112:667-674, 2003

7 L V¥ — DEEFR 30(5), 2010



_WE

BEHFDEST

Medicine of Learning a lesson from the past

HEE (CHY T -

EMRFEESFE KM
Liigs T OB

E
.mlJ/;\

Key words © FEy 7 A, T RE=PLLEMIE, 7147
E'JE |7, B | |

18R #BX

1973 M I T KRR R . 7741

) A5 EE s T, BAME-RS R4 — b K

M, RRIEN ARG R B
IR R T — v IR |

§ i WATLAME -, TR |8

0 mlife, MERA —F o,

ABIZESTHITE VI L DIZHEERL AR
WLLDTH b, SEOHITIZ “M2" %,
WEB D, #hEHicE v, FEEICT
A ElZE ), BEAOFT—EBLINDFETE
2o TV AL TH D, BEIIMITLET X
3, ko7 7y L EENHRToTY
72, SEREROMRL 77y a3 uN
LOENHFAINVTH “FPEy 7 A" Ln)
BOFITVEREYBOTBY, T xiBUVEK
DA NEDGEH v, T PE—H
JZ R RAD)E ZDIEAAFHETH 5,

HLOMARNTYH, ADDIPE v 7 AiF¥V =
TLLFEF—IZMEFD, €5 I FEHH, &Y
TLIF—F, Th2#ilasd, BREEETH
HEXRAELBR, RHETENRELSNL L)
AL NN BELTEL, TOREKAIZ
FRIZEIFENFRTTRALLIIZE )

BERIZBIARAKDME v 7 2ELBAHA
TA4GT)THY, TIYHIET 1T
IZET ARFZED, ADDIED i % L b
CEILEAZEIZHALITHS, LAL, M
FIZZDE IR ICEDLEHI/E T S L,
FNETERLZ 7BV BIIRBICHLLS
N, EBLEANLL RBILEEDTHS,
ADDRIEIZBITA 7477 OS5, ©
EREVWEIDLEVWEZATHLA, TN T
b 7227270 10-20 % Hi 2D AD D IR RE & FiHH H
RKEDIGAE RV, 2FY, THEEETHL
BWEIANRLZVWDIZL DO T, £LD
BEFREAS “ADIZ 745 7Y VEEIZLHES
LARTH A" LBBEIZHE®mIOITTLEID
TRZWLERIIPPEDTH A, TN,
MESNDEERPMETD 717 7) VIZHT S

16 (392)

MEFMEEL T3, 7 3 Fld—&ap
(T2 TLE272DEAIN? I3 FLE
&, 4FTADIZE L TITbR T & 7B R
EHRETELNETRETE LV, 427, 8
FEOIE Y VAN T4 7)) RBRELEDLS
IEE L T ADOHE bR ARETHS ),

W, A7 —Fy POERIZEY, A4
DBEZEGZ Tz THEH—LOAFMIZMEL, A
= FDAEH) L) lhoT&h, 2%
i, WERIT— Lzl h FwiL0Fg
N—ABbLhb, TOFER, B IT-nIC
FELoEEGREMERY, B oo FEh
LRL oYW FTT 7o —FT2E0w5%
HHEEzIIgEaEbhTwn, AL, 5%
ZOBIVBE-BYNOT, T0EZETE
BT AR EDBHIZIZRI L,
o ANHIEFIR-T, EVEEE»IT
HoO@bLzFELTEAHIZES, L2rLE
BiErkomHETIEZ, bIERAAIZESD
BOZIZEML I ETHLTER Y, B,
ANADENIZPNE Y 2 ADALBONITBE
A0, FOBMBEVWIEFIETLNESH
HaknwoohsbLHIZBLB,

AEFHEST T, DLEOBELIL LB —
DOFMIZF IR ST, ADDIFRELX LAY
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:{.J( LT );é‘)l.;’l i D%

oW, OIS IO R 4 U
7& \_U)J:') ZFDEWH /b T L
AW A7z, "wandering FDE™ & LCilt
\NZ>

FDIu A G Il > TORERINDLEEFELS
NTWw5A, FRIIIELL & D& fhES 7
MVARD G 572012, LU si/\&J{ S 6%y 7 iR R
f“ YL FDE O HRE SN TVHDIIIKRET

CGE DRI L YA L7 FDE &%, Z O IM
“Lﬁ'lll’/w)'lﬂlﬁul LR L rofiErED TS
WOThDH. PIAE BYEML A P AL O
HAAEREIZE) FDEASERSINDL L) BRI,
Bl i XD ASE D FGHERE T & % Z AUT L BRI B
X9 Thb.

FDE 2 LIE LIEAEIZ 583 228 FRADPMAET
bt % C L iyt e b4 { FDEWEAIRL D %
YEZ DT D, AT PS5 Lad s RN
A DA H#EH LTI BILE D, BEELS
WS S EATRSATE DY, B EIZZ o BLERE
MEAKIE LD DR Lm;u

2. FDE O45%HEY

FDE (& U UIEIRIOM Y 2 BRIK 7 52
Lok LT, E#ibar i (nunpmmemmo FDE ;
NPFDE) #®HF5H Z EAMESL. it o FDE Tlif
#ik “"1’3912’4‘0)!_565‘ L. AHETIHOAEAEZHS v
PAZHE B S ORI A RIS Lol
Shelley & bhvll(ey CTH Y, PSIEa o LA T ik
FFDE It ARG L D ETH D, LiFLidaesl

H. ALY 7%
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B2 MESBzhnCAEOMREREECRDD
NPFDE

SEREES) S AW L: &) KB O IEA L
LR LEAET 5700, KEIZSIS/ TEN ICEIWT 5 (K
VAR Y D BRI A D L S LS v

LA O—2ThsH. MSHIZOTLT 2R 22wl
L LT, WiH o FDE & %7 0 3 BRMLEL = 12 #e
MENRpnT L 2WE LY. ZOHEICOWTI, #ib

ALK EEINIE$ S NPFDE bdh Y, =
OWEUE DLV OEHRUDIDH L L BRI RETH
%. NPFDE TlZIFIZKRIGIE K = i 5 /2, SIS/
TEN O, HiRHERT FKIEH L EN 2 LT 2850 H
.

MR DT IGIZ R0 534 % B3 5 FDE" & #) &
T 5D Zofl, Kk LTk, IR0 5
235 FDEO#GbHL. Z0k ) RIETFOK
MEEBUOBHRIGEATRET 200, L) BERIC

HA AL, FDE 0L XD L 512 L T4
Téﬂ#%ﬂ%ﬂ WHEHidn D, ZOMIZHL, ﬁ&
13 e, &%'ﬂ&,MﬁﬁfﬁFDEwﬁ£m
TV ZEZBICHELTWwARY. 2% D, _a)x vEA
i B9 2 D B RNV 2E 724 & 20 2441 H%, FDE 0364
WKIRSEE VI 2 LIl D, FIE UL, Hemiks
X £ Sk FDE (& '1';*)&,@; STHRWIEILE
59, ZOE) RIREON AT, isomorphic re-
sponse of Koebner (7 7 FIWHE) TDOHDTH Y,
COMIMET ZMBUIMFET 2 B L TR g

[ 52 HE4% 1159

WTHhhH
L9 1 DOBIEZRGEEZRENE,  J ARz L2
YA TV CdH D, FDE (& — Bl eIk 58 A oo LI i
MR DA, e E YN O] & H T
el WYEOMRENTHRIZR LY HDL. T
TP PE O WA Z RS L TP L T A 3R & 0 4§
DY A L RS PR LT H MR ] 4
FREE LAy, ZREL DD, kil > TH 8
&ﬁ&ﬁk%h&wtwwm%DWE#%Lw.:@
et tER o) FDE 12, UM LIS etk ssisces & L
’Cl;, A RE XA T &R, BkEHERE:Eh

T,

3. FDE DfRIEE &

FDE o 5 PIHUEE (3 8 B i 2 5 W R L& BUE T D
U F b, FIEEMPEO ) 2 oSEREGBIC £ B K
L Bk AE &, MR i 2 dhE L TRY
WL ZOX S MR AT L, SR EE & PR
LTI~2H#EICEDSENS. FDE OBEHHikx
ZL, EHMZTODRRIDIA IV IDHELDT,
SRR AR E BRI 2 A b Th L Lo L,
Fnrwﬁﬁm&mﬂWkd D& e LA
A LCh SN, FDE O8N 22 82 L%
ﬁfkuﬁ."';' 7o 2E, EOFHEH L H R L,
RAGTEAT 20T & Jp o T E & fR 2 T THE RS
LAbWEN G L. — IR IZ W Z LA i1,
FDE ORHEDH & 2 AP RAR SN L. Z 212, —
SLIERAZ WA 2 F LR 2 50D ) v 78 ERDSHERS L
TWL05HThsh, ZOLEILL FRORETO
FHICITRO v, EAIZZORENDY >8R
C %W, FDE OFEORVANETHLH I L2 5
LT &/

EC IR 2 AN T 2 9 28 3 0 LG % BRI A LR L 70
PERIELFMICHRT L TR L E, SoRENODY o n
koo (I1ZCD8' T Al (3A) THY, BHHEEHO
AR C oMM ANEMEL (K1 3B) L. Zo o
AR f AR 2V LA h b, S OFEE
DN 24 ~48 R B2 H W & 7 B H%, T ol
T YW ARV AR AE LT 72 2609 CD8* T Al i3 ik
BLR3C), ZRERILHTHEANICELDCDAT
A ASHRA L TL 5.

EIEIREES & 9 % RAER O NPFDE TR O
AELTALE, EEHNCDS THINZIZE LAEED
FDE & 932228, M AT 744 M8
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MBLTWwh, TOEH %Y 470 NPFDE Tld, BN
WHNIRBEOHRLIL S A O FDE & ) #HHTH %.
Dk % CDS T Mo Lz, miihos 1 b
H A LD P, FAud A SR oEFE L b 1T
LTwWa, Zofiitid, (Shelley O 9 X 9 % NPFDE
OO E SN D) FEEHEORK WAL
HETHONPFDE LW HND DT W E&RL
Twah, #ilZ, Zoiibliz® { » NPFDE 2 LiE LIE
SJS/TEN & 6472 & ) & aiik L iz o504 &
M EE, BL—ELTwA L) ICEbID.
FDE @A L MRT B9 4 3 2 7 lhhb b
T AL TH Y, GfFhERPUFEER T 20 D 2
b, Fofo, IFhERAEEEARO % 2k
& % i 9 1% neutrophilic FDE™ & L THt 5 ST w
B Ll SO&D RhfhEkHs E 1k & 2 D 95 PRALRK
&, BB MY LT L E, LIFLITEOONS
Wi TH Y, Wb EREEMA TR E 2 D FDE 28N 12

el ks

B 3
AL IGEDRE ) M 0495 42 R RERERF L2 20 A3 4 CD8 * T il
B. BUAEEA AN 3 MR B, CD8 * T M i EAL S %
C. TPkl & 412 CD8 - LM T A1 L4 5

FDE OWHICH 4 H L9 »ld. S EomER O SR = £
DD DB,

4. FDE D

H M ELBENC & - T, FDE RS R WL & TR B 4
HUME—DOHIETHHET - TRV, IR EHERC
—HY AR R, G E TOFERMIRE & KiEOFH
EOMAT A M TH Sk, ZHEESTD
A, L LAOH TR L ) the 28RBS 4
(i, BT LOESTIEGL, BHd, IhZ
TIOL ) BYFHIIZFDE L 2 S TI hd o1
72, FDOELHEAINTELFEMEAE V. K
W L %53 5 % 4 7o NPFDE Tid. SJS/TEN
LoORNNTEETHA TOLI YA TR ER
LTHEKOFEWHET R 2220510 S]S
TEN @ Lz v, LA L. TEN TR & 95 2Ll
BV DT e 9 4 Z L id 4w, NPFDE C



ECD XA LIELIES]S/TEN Bl ong 4
BUREE % 3 2 L G R T 20T,
ASSJS/TEN ko Ka iy & d.

FDE %% L L3y % ¢ T )
ERAMCE SR T Ay, i UL target lesion
RN ETHEITIE, AL BHEIC FDE®
e EZ ARETHhDH.

FDE OEEZWIE, KNEOPNIRESE T A AR D
MHETHD, M, keI 2 LodbinTFDE

‘_ "‘- y) ZJ
NPT ¢}

3,

target lesion

(2, NIREEHET A Foolir b ViR E e b, £ Dy
A, EPIRAE % - U THEBERE RIS 3 LTI,

HHVIZHBEAERE ML D L) HERWET L. 5%
FIIFEREINTLF 5 L OFNHFHH 2 N D0k
MHbrIrkrELi NI /10 ROBYSTEFRT R
LNBBWELERLL LAL, ZRTCEWELMIR
FHPELCFTRELTLEILHESDH LOT, Gilihidhy
MRTHIRETHA ). | AOARTEIGH T
L, BT TR S TR - LA
MLCREPETDLZLELH S,

I“DI‘ T LE LIy F 5 X F Ao

Lo, ERATIEEEE RS ua)};n’fl, B AR
ﬁ’“i 10~20% FEECITHIRET, 50% ’&‘”l‘"ﬂli‘ﬁg

Wilk$ %
Wi o FDE T EAIRm ) >
TR BGAER (DLST 3tk & 2 5 4%, @HMICEEEL
TWH AT CEBME LD I 2L h D, BEERISE
WHIEIIEy F 7 A FARIRSIND Z L HE 0
RS D HEFL A PIRT R P RS EHRET
HbHI.

TR EPLEPREICERINTL Fv,
ERILZEICL A,

5. FDE DiRfE

FDE O EEHICH (35 CD8' T Millahs, KUHIER
EDELI A S LAY S, K43 T
AREOEREHE S22 5700, BIKNGERZNIIRL T
WhWEHHOFREL» OO THRY L, Fott
R, L REH L&A 2o TN CDI. CDS.
CD45RA. CD11b . %3LL, op 8o THINLL &7 % —
(TCR) 2 LTwaAHi, CD27R CD56 1353 L Tw
Lw™ T HTHNIE WD W S effector-memory
type” @ THINETH Y, V) 2 @i HRT 5 central-
memoryT FIE X 13872 0, HRHEIER L3
HHEZHETH. SOCDE LKA THINEIE CLA, o
Lo ERICENR LT AT REBEMIIRBILT
BY, BEENLTEEYZF /704 P EEALTY
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L, e THNRO TCR VaVBIdMD TR SN T
WhHI EdG, B LfRHEEZ BN S
NP % ik L Co b kM A Y. ThETo
FroF—yizst, oo T MMOBURGENE
EF L HEAPNUIRIT O TE ST, {500
Vi il & 8 L Ty B0 AS v TCR 24 L7

R X hitkib S b k. % it @ interferon y
(IFNy) Z A3 A" L I, EhYDYyrIF /44
A 2 ) e iR & SEhEY D D
SR L granzyme B @ perforin 12 & Db T
5,

LA L., MEORETIEIOL ) 2FW 86
BT LELEAN T MR ERILMIZom L. FHD
D FF A FPEBEST LI LidRy. ZoHifs
iEtEL 2 D10, HEEAOLYS LY EWRTT
R T DEAMBETHL. TOELD—DIT,
SRR ST B I A 2 & R SR g% 12
T OHAEENDS TNFo THAHY, 20 TNFE-o td#%
MEROY IF 794 MIWE, BSOS HOPUR
DOIERE GO L. T, CDS RN T #ll % JegF 0
G285 L E 2 on5, FofR5, CDE T Mk
EERPICB D TFNy 2 AT H L L L2, gran-
zymeBLREILLYEBOY 5 F /44 b eEyd
L. REON T MK, MoMEAmAL shiniRiET
b, iGtALPUETHH CDY 2 RBWL T b, DF 1l
7 effector memoryT FRLEHE, £ 4 B L 0%

IS L s T WIRBIZD b L nw i 4. ﬁﬂiti‘ﬂ
LLJ‘ME’?’J sz T, IL-2, TNF-o, L6 %
#4%ﬁ4x®ﬂ%&kiof$%%%%kﬁ&ké
i) d

S LS HNERMUAOBPBIC L 5> THEKI
WL S I EAFRIND I LW D,

Fofls, WSO REE 2 RS RIEEL L 2T
VAL AL R SR EEAT X 2 L2 T uE, FDE
EXBIHERINRTLZETTHD.

FHEN T M, LRI 2 4T T R
b= A WK skbils, ISR EED
BN HAOBIFAEN L 20, FORMEIRAKRE
WIS oWk L, EEO RS Tl s hb &IEaisT
L4, FDEBRERMALTH LI LIRS, #
IO srsF 794 Pk IL-151F. Zo#ik
N T Al % HOS B ds e VAR T BRI RILC D
LORDTEBLDICEELREZHZLTWLY, 2612
IL-150d, iHPEL L RIEN T fifAd 7 F b — 2 X1

H)
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WMaoLB<CiEMLT 5

FRTIRIOL D LN T ML, Yok ) nE
P E DIREB BRI EDEL 97 WL
Tid, FDE 325 i5A %0 FIA MR bl i e & o) fffvnis
LD E G RBRAINE T 20808 b, - i
12, effector-memoryT it S BL2 w8 ML LY
L. &2 THikiER i H RO W% 5 L X
CE|IETAIESPMON TV ", 5 { FDE 4

HUCREO BN A RN T filix, # O osHiR 1k
AW Z2ORMHEBICER L TR TlE vk
EZTWhH.

FDE 13 SJS/TEN &siivy, BRI L ) His
AR L HAGEMMOSVWEETHL, ol
L3, FDE DA LN T Ao i or itk
L1 X DB D O K ORI & F D S h OB
HHEA T BAEME 2 23 L Tus B 20, G A R
O FDE &M FEFMIZEMLTAHAL L, CDRB'T
RO FEHALLZT ] & B 5 MM A & CD4™ T Mg At
MLTL B, SoCDA T HNEA % Wkl d 294
Fr#EFEofEsb I EdS, ZOX R CIMT
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HIV I T 3 HAART SOk IOER L BEETH 5 K, 7hic k3 s B
W L OMBAMRBRMEOEMEEEISE I T, ChidREEREEERIRIS) LEIFh, HAART
BEEMITUIBEOKI 20%TELU 3, IRIS it, HAART BB ORERSRETHEZ TLiE
IR T 2 %G E2S, HAART BB LY AFCEET 2 8B CET 3 8/ XERIGIZIE, R
55w, U UIRIS 2 AIDS BEDA TR b Tk, FAREOKEIE, X704 FofREmg
AOWERFZEI SR I I NI EOBRRETORESNS. RIS L LTET %A, BHES, &
TERIEPBBEE, Y1 P AT O VAN ARRE, —2—E Y AFRMRE EOBREDIED, L ad
F—Y AR EDHFEBREBLEELE. JORBI, HEMEMRETCOLARET L LEIONTET
BELELHARBRECN T 2bhbhoB 212, K& REREET.

BHMEERE, SRERETSERE, Hihas

SEEFA, fit: BEE 64(51) : 14-17, 2010

(ZL &I

T E, BRERET € E % & (acquired
immunodeficiency syndrome : AIDS) 8 & ¢f
HIV (human immunodeficiency virus) BEHeE D
BRI, BEERY b o Y4 v 29 5 (highly
active anti-retroviral therapy : HAART) 5 B
wWoh, FEOHENRASATWLS, LrL,
HAART BEEETHR, REROEER S »»b
532X ANRBYYE DB LT 2
BRPECHOND LR Y, FRRGAEER
SEAEMREF (immune reconstitution inflammatory
syndrome : IRIS}V L WHEST—IEIhs &
o, ZOBAIZILY, HAART EEHT
BOBIERRONTWIz, Lyl, Z20%, |

BROBNRBEEOE LS AT o4 FH LI
RBHHE DR BH VL ERER TR OAERE
Ribaohsd BBz, ThbhsE
DIRIS LBHEENB X STk o7, bhabht
AEZREBLTLELVITERT 201, Ok
FEOIRISTHD, 4P OES*»BET 2 &
ZLIC, ThEDANRRIROBRELRELZ L
BRTEETH B E V> TREWN,

REE=

1990 £ 3= HIV 12 3 3 HAART #ik
PEASNTLR, EERANRRRR 2R
- T&%. L»L HAART ik % ifT U7 508
~HHrARIZ, WEHEL Twizid 30 BRI B

* Immune reconstitution inflammatory syndrome

*! Kazuhisa HIRAHARA and Tetsuo SHIOHARA © & AZEFMB MBI EE (S | 8 #X80®) Depart-
ment of Dermatology, Kyorin University School of Medicine, Mitaka, Japan (Director : Prof T SHIOHA-

RA)

(EXHER) FFE X | SHARFELMERMEIESE (D 181-8611 HEH=MHEE 6-20-2)
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BEUVELLREY, H-REBRENS SBIh
L EBHIGND LI, THERER
LREETHM U BRI 2 RERENM, B
FIC & 2 REREE AW BEEELE
B, #ERGSEEEIINELDEEZONT
W3, DFh, ThETREFRL2KC I ZHRE
RELRBENTWLIRFBEDI B, »RVOHD
BZDIRIS WiEFHR o WAEENHTE LD
ThH5,

HIV ZF W CD 4 Mg B3 379, HIV
BELHET T 3 12O T CD 4 flflassEd L,
BEORBEREIIRLCETLTVL, FRIIHEE
e T 2 REEEDETE2 46T,
HIV 3833, LrLAELESETLTY
51z, S L RRKERICEEE BV, F 2T
HIV #5305 L HIV OV A LV AENERD
L, CD4* #ifafi3ging 5., 4o, B
¥e<wru7 7—¥, NK(natural killer) #ifgD
BEELEELTL 32, FhosDEER, £hZ
THR-> T icREREN T 2 R ErERED &
¥3, TOEER, ThETEMNL TWREEC
MU CGREDRERIG—TRhb RERIE—HPE
THILRRS, ZORERBREGEOEE
BEBTHINIEHZIZY, BLLEZ 3. £E,
Shelburne 5 X IRIS 2 Z L7-EFI TR, i
HIV 5 EBIZA % @ HIV-RNA D B E P
T, BETHBILEHRELTWE, 2%
IRIS 381 HIV 5B DOH T 4 VAR BEIFTH
ZLEREELYPTWVWEWS, —RFELLEASR
PETHILiCRB, IhIZH, L OERK
PROTEROKRA Y V2D ThH A,

IR BJ 5 IRIS OREHAE L, PLHIVE
EE2ZFTERMDI5~2B%EENTED, i
DERTHD. BHOTIEHREENE L, R»T
EEGEERBEER YA P AT T YA VA
(cytomegalovirus : CMV)BFHER L W & 8 h
Tw3 (X 1)2, 7 IRIS OXR L 4 2H0HIE,
A NVARHE, EEOAE 6T, EEPME,
ANBREDEINTBD, ThdEHTEER
RERZ b 26T LIRS,

IRIS O2irE# L LTI ANl
%, Shelburne 5% XRMIOKRA > 2EIBL T

EREZ ; ]

IERE AR B : |
CMV B ]
ZaA—FIAF AR ) i

BE ]

FROPEE ]

ETESRERERE

1

|

BRI T BRELE
YT NIV ARE

30 40 Sb
()

0 10 20

1l IRISELTHBABZEDHWVEE
HIV B3yE ot L HAART B %175 & 2,018 A 176
Bl IRIS MFE LT, £ DHRBONRZHEEE CHITL
fo (B4 S BB 4 ANRMEHEE [EE2EM
RERE ORISR » REiaE B 075 . REH
HEEERB—2ROEA ~ b Ver. 2 X DiER).

w3, QHIVIEEL Tw3, @HAART ¥
EBEOMITRIEROELH D % (RETE L E L
THIV-1RNA EWEL, HEAEL &L T
CD 4* fifagsssgin), @ HAART BkiaT#IC
& U 2HBERER L RERGHE—BLTw3, @
HAART EERITREUCLERZAE KO 3
HE TS (a Begiish Tty 2 HRORRRE
DERFPTFHZINHEZBTH S, b, FlC2h
SNT-HFRBRTHIIMTFH I EEE -
Tw3b, c BRERBEROBRIETH2), K
FOTRTERGEIUEBICIRIS BEZ 55 &
LT3, Lil, BERIhSOBRELRER
L BT T iThid, fRETRec L3
HARBRFEL IRIS 28T 5 2 L i3 L
V>, HAART BEBIBRBO CORBET, YO
PERFECRT LIS IBEGSNATED,
ZORERHEZH->THE L 2 LiE, IRIS D2H
WERErwZ XS, B2, LMY I3 IRIS D 22
BEELDTHED, —a—FYRAFRHERT Y
7 b2y y AEZ HAART #EE:ptE & $0BRM
THRET 5D L, CMV BHERE» BRI
LRIET DI 2HREL, BIYER XD RERH
BELZIEEREHLTNS, 8512, HRES
Tk HAART Bi#5 1 4~640 H L IB L &, ¥
INBETRETLELLIHEY b DY, BHOL
BEENDHETH 5.
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HY2H0E)N
PSL 50mg

CMVEERE -  + + o+ -

C DOmtemun

RIEIE

N

2 fEf | OERARE & REFHEEORBR
SISKHT 2RT a4 F&EEHIZ CMV HEMSHE L 7.
25T, A7u4 FOFEREEZED] L5, WHLEH%E
B Ui,

BEZDIEK

% { DERIRFIC L - T, RIS O#E&IF HIV B
RIVOBLZ2E L ERAFIEHIER VTS
BEDREZEES20EATH 2. HIVE
BN TIRIS ZELRTWEINZDE, AT
oA FRRBEIEIE], (bR EORERD 2
WIEFIERTH S, ThoDRBRGES IRIS £ 2
Wr3 20k, HIVEH D X 5 i HAART &iED
Bth & v 5 RBBEEDEIED R 5 — b KA > b 28
Bo &Y Lwnlkd, BETIRRW, LrlL, £
FEHHIA OIRE P kA HAART & 0 Btz
MET2EFELBE, HAREHIVRGBOEL
iz & 5 BB TRET 2BEBPEL BV L
Bbpd, ZORA ¥ M EBEANEER (graft
versus host disease : GVHD) D354 13 FE kRS
TH Y, FH M@ BUE E & B (drug - induced
hypersensitivity syndrome : DIHS) T I3 JE & 3%
FlEhiE LS, DR 7Fo4 FEREL
TeRERIC 2 5 (2 BB BRT 2).,

RICAT oA FEEE, H2vidbEREg
&U7 IRIS DERIZERT 5,

5 B

n: ﬁUizET

[AEFI 1]

BOE ISR, it

BRE 10 Aha & BREERSHEL, iF
Ew TH &£ # £ NSAID (nonsteroidal
antiinflammatory drug) Bl F & hi-, 2 HE X

16 K 64%5%

D EF KR, MES2ES oLR2e
iz o7z, BRIK & 4% X D Stevens-Johnson fE
{&#¥ (Stevens-Johnson syndrome : SJS) & 2§
L, BED2HZELY v F=Y o> 50mg/H
TR EZRBEL, BEREEBZLLEbICEZ
7z, LHL, A794 F% 35mg/H & THREL
7211 BR b o CMV HfiES B L k-
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Letter to the Editor

Auto- and cross-induction by betacellulin in epidermal kera-
tinocytes

To the Editor,

Keratinocytes comprise the ‘main cellular component of the
epidermis. Their growth is regulated by both positive and negative
mediators [1]. Among the most important stimulators of keratino-

cyte proliferation are members of the epidermal growth factor (EGF)
family, which comprises EGF, transforming growth factor (TGF)-ct,
heparin-binding EGF-like growth factor (HB-EGF), amphiregulin
(AREG), epiregulin (EREG), betacellulin (BTC), and neuregulin 1-4
|2]. EGF receptors include ErbB1 {universally referred to as EGFR),
ErbB2, ErbB3 and ErbB4. EGF family members may be classified
according to their receptor binding capacities. EGF, TGF-a and AREG
bind to ErbB1, while HB-EGF, EREG and BTC bind to bath ErbB1 and
ErbB4.
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Fig. 1. Effects of BTC on the proliferation of human epidermal keratinocytes. (A) Keratinocytes were seeded to 6-well plates at a density of 2 « 10* cells/well. The next day, the
celis were re-fed with fresh medium containing various concentrations of recombinant BTC. Four days later, cells were counted using a hemocytometer. (B) Various
concentrations of BTC were added to the medium under confluent conditions. After 24 h, DNA synthesis was measured by *H-thymidine uptake. Asterisks show a significant
difference (p < 0.01) from the corresponding control (no BTC). (C) Confluent keratinocytes were incubated with 10 ng/m! BTC or (D) EGF, HB-EGF, EREG, TGF-a and EGF (each
at a concentration of 2 nM). Total RNA was extracted at the indicated time points. EGF family mRNA expression was analyzed by multiprobe ribonuciease protection assay.
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Fig. 2. Involvement of BTC in signal transduction pathway, auto- and cross-induction. (A) Keratinocytes were treated with BTC (100 ng/ml). Cell lysates were
immunoprecipitated with an anti-ErbB1 antibody and separated on a 7.5% acrylamide gel by SDS-PAGE. Following transfer (o a nitrocellulose membrane, phosphorylated
ErbB1 was detected with anti-phosphotyrosine (PY20) antibody. (B) Cell lysates were electrophoresed and transferred to nitrocellulose membrane. Phosphorylation of ERK,
p38 and JNK were detected by Western blotting using specific antibodies. (C) NHEK were treated with inhibitors of ErbB1, ERK, p38 and JNKfor 1 h prior to BTC treatment. RNA
was harvested at several time points. Auto- and cross-induction of EGF family member mRNAs was detected by multiprobe ribonuclease protection assay.

ErbB1 signaling is very important for epithelial growth.
Previous reports have shown that TGF-a, HB-EGF, AREG and EREG
synthesized and secreted by keratinocytes act as autocrine growth
factors [1,3]. BTC was initially purified as a growth-promoting
factor from the conditioned medium of the mouse pancreatic (3-
cell carcinoma cell line [4]. BTC is a potent mitogen for a variety of
cell types [4]. Since BTC binds and activates ErbB1, it is expected to
be an autocrine growth factor in normal human epidermal
keratinocytes (NHEK).

We first tested the ability of recombinant BTC to stimulate
NHEK growth under sub-confluent conditions. BTC stimulated
NHEK growth in a dose-dependent manner, with maximal growth
stimulation (3.5-fold vs. control) occurring at a concentration of
0.1 ng/ml (Fig. 1A). Next, we studied the effect of BTC on the
growth of NHEK under confluent conditions by measuring DNA
synthesis. In contrast to its effects on sub-confluent cells, BTC
dose-dependently stimulated NHEK proliferation up to a con-
centration of 10 ng/ml (Fig. 1B). These proliferative effects are
thus dependent on cell density, and the effective dose is higher in
confluent conditions than in sub-confluent conditions. To

examine the autocrine action of BTC in NHEK, we determined
the effect of an anti-BTC blocking antibody on NHEK growth. Sub-
confluent NHEK were re-fed with fresh medium containing anti-
BTC antibody (10 pg/ml) or normal goat 1gG (10 pg/ml). The
blocking antibody reduced DNA synthesis to 80% of the level
observed with normal rabbit [gG after a 24 h incubation period
(p < 0.05, data not shown). This result indicates the autocrine
effect of BTC on NHEK growth. To clarify the auto- and cross-
induction ability of BTC, we investigated mRNA expression. A
multiprobe ribonuclease protection assay revealed that BTC
increased the levels of BTC mRNA, with peak induction occurring
at 1 h (Fig. 1C). BTC also increased the expression of the mRNAs
encoding EREG, HB-EGF, TGF-a and AREG (peak induction at 1 h).
We also investigated whether BTC expression is enhanced by
other EGF family growth factors. EGF, EREG, HB-EGF, AREG and
TGF-a {each at a concentration of 2 nM) increased the expression
of BTC mRNA at 1 h (Fig. 1D). These results indicate that BTC is an
autocrine growth factor in NHEK that, along with HB-EGF, AR,
TGF-cx and EREG, forms auto- and cross-induction regulatory
networks during NHEK growth.



