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R EBRREEHTE U <[EFEo7z 36 FIICDWVT, IEEEHRCVENSORE DALY/ LA RZ®
RELORPEDICERTOOD ZRE Ul RIEEZHITEZD 36 i 28 fi, &2 - BEL8HIT
Hofe. EIAEDHTIE 27 FINEBIEN I TELD, BMICESKEL ol 7 FIDFEC KD REDE
WilCEofc. MEETIE 38T DILEDFE, MRS, AST - ALT - CRP EBNHEE - EFEHCHNE
BICBRICHONT. XA 1 OBRETRHD TN DENBTHERNME SN, REORPZIICERT

JBIZ X, Togaviridae B Rubivirus JB D —7A44 RNA
YANATHBRB T A VADBTRER ETREEIHIC
B L CTEL28NRSEHIMERTH L. BB
BEANRCHEBRETH 2725, BAICEE LEEICE
ERELT A LD, BETANVAIHTHHRIES
Bl WA RET 5 L A IRICERE
JELFEEEE (congenital rubella syndrome : CRS) 2%
ET B fERYH 5

1960 FAITH R THRATH H D RFTIE 1964~1965
FEITHMTRIEAT, F01% 1976, 1982, 1987, 1992 £ &
5~6 4 Z & L& EMN R KIRITAS AR S nizP . 1997 4
W/NBAE R GEAT, 2004 I HERT BB 4 T A DTATAS
HY 10 Ad CRS 23z & 7=?,

BT, 2011 R0 7 V7 TREMER RIS H K
FTDH 2012~2013 FET AV THABE, H&H 2 Hl
CEEMRRETEFIERBI LAY B EAEFBRAT
Hoizizd, MEREARN LRSI OEFERNE

1) BBFIKEEIR S IPEL J Rh S
T142-3666 HEARMIIEKEDOE 1-5-8
2) WBRAREREERFEZ R
T142-8666 AIEIBMIEXBEDE 1-5-8
ER 27 2P 6 HER, FR2742 8 27 BERRE
[BURIER%E] 488 T
HRFI A S R 240 57 F8 AL 22 R e
T142-8666 HFHRmIIE DA 1-5-8
&G 0 0337848556 FAX : 03-3784-8364
e-mail : derma@med.showa-u.ac.jp

BETHY, BRIMIIRERZOMmO Y 4 )V ARIE,
hES, BRRARESRESZ L oK S EEL
RS R SNT . BB EHEDH T AT, — R
I MFEE R PR L7 2R 5. RS R Bk
£WH R (hemagglutination inhibition test : HI) T
ENY REHE»SIALA) L EEE (7-15
H) ox7 Mg Chilzd 5\ ik 4 B Lo LR %2R0
ALENH Y, BERIUEE (enzyme immunoassay :
EIA) Tl IgM Ui B R IC A S AR T
KT B0, —HRTHBEIHERTELEHRED
TR TH 5. 1gG HFIZ IgM HifRisBn T
L, B L2256 RMFRT 57, Lo LILGEHVAAM
X AMETE, BRI BEE ThicBlite
BRI ENRDY, TERFELNLEHICIIBFEOMRE
KREBIZERL TV 2008E T, REERLEES
BWIZEPT LA TE LV, BERABRESRES T
REEEIC 5 % B ) BIR AL RE R~ D BATHI 72 LI
MEEOBACIATOAL FORRERSHFLEICR
5Y ERBERESEIIBVTE 2BOFREREREICE
HHENTVERY, BERIBENEET LT, KE
BHRAR I HEERT AT CHREEILERYCH Y,
BY 2 BE - HEHRIEO LD AE ONBELHNIIE
BThb. SHEFEL L, HEA CWIRES PCR EP K
BRESLORMENZHICERTHA2H L) 2K
L, BRER - BRREFRICOVWTRBH L bhE
5 - BEREIIhT TR L.
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AFFIIBAAFEERREOGREZERSOAR (K
BHEF128]) 2 [B-kIATo 7. FLETOREILS
WTXEILL2RELBLRICRTE 1T 72

st OB 20124E 11 BA 5 20134 10 A ¥ TICHRA
RERBHERRRL MR 2S L, DBHRS L
REBHTS L i3kt 72 36 IOV THRES L 72, il
22Hh 0 52 (F¥H 367K), BLl13:5TH 5.
BB TH- R (BER) 28 BITik, B&25:3
THEM®EICAH E 24 { (Fisher'sexacttest: p=
0.0001046), 4E#HITBME 21 A5 52 & (F3Y 375 &),
T 30 &5 42 (P 363 ) Thole HE
- BB L (hEE - EB8) 86Tk, Bal
1:7 Thtics <, BHR180ATIHE, Ktk 22
Bb 45K (FH 342K Thoio.

# A4 VA RNA il & RT-PCR (2 Bl 37 &%
SERTFERT WEAME~ = 2 7 VR 5 72,

74 VA DI, Universal Viral Transport
(Becton Dickinson. MD, USA) 4B of#tElz & v IHEE
2R, 3ml OFEAEMICEELUREE L, &
#£100pL 2 & RNA# & % High Pure Viral RNA
kit (Roche Diagnostics Basel, Switzerland) T\,
ddHz20 50 uL iZ RNA % % # L 1 uL @ RNase inhibi-
tor (SUPERase In™ Ambion, TX, USA)ZMZ /.
FEEE RS Y, TaKaRa PrimeScript™ (7 4 S84 %
KE, #E) AL, RNA 0L IZ Random 6 mer
primer ZMAFKE20uL & L, 37C I5HRIGL, &R
W8T SR THRIFXHE, cDNA 21572, FEMEEy ~
87 D p90 $AIIC AT L T nested PCR THH 2417 -
7z. Primer {2 &, 1st PCR Forward primer TCCTT
GCGCCGAAGACT, Reverse primer : AGAGGGGG
TCCACTTGAG, nested primer Forward : CCACT
GAGACCGGCTGCGA, Reverse : GCCTCGGGGAGG
AAGATGAC 2R L 7=,

BT > b o — Vi, HIESROPIERIC 154 bp
DN FRBIETF #3EA L 72 RNA (BLRSRAERFFERT L b
55) %R L7z, 1st PCR 12 5L & cDNA %88 &
L, PerfectShot Ex-taq(¥ & 554 ) 24 L, 94T
34 D 1%, 98C 10% - 58T 30# - 72T 458 % 30
FA 2N, RTT2C 35 D&M TR L7z st
PCRIC X BIEREY DY A4 XX, 7 A4 WAH%256 bp,
BtEo > o —n2%406 bp THA. Nested PCR i,
1st PCREW Sul 288 L L, 1st PCR & &M ChE

sample 1 : nested PCR TO#HBHEINEBOD
sample 2 : 1st PCR O\ SBRETEREHD

1st nested
PCR PCR
o] 5 B 5 35
3 g e B £
R £ 9 £ 0
v 2N g YN g
§ 290 2 9% 90090 >9
s 2ok Eenh E
o EE w3 EE g .
S 8§ 3238 88 88 Product size
-~ (bj
(br) Positive Control
1st 406 bp
nested 307 bp
500 Viral genome
400 1st 256 bp

300 ¥ nested 157 bp

200 |

100

7 L7z, Nested PCR EHIOH¥ A Xix, 74 VATIX
157bp, B bu—VTiX307bp TH A. PCR
%, RSO b 5L £ 5% XY T2 U VT I FER
WL, =FYvATOTA FEREH UV FTRVE
PHELE ().

ERRAEIR (F#, U voSHilEER, BIGEEALL, O
BEPETR, RBOmMAHEmEBE) &, RKEE2BLL
7o BE D b MM % 11T U S ARARZSRT B (B I BkEL,
BBk, BB SFREBOFE, M/AMRE,
AST, ALT, y¥GTP, LDH, CRP, JHiMkili IgM,
IgG (BIA ) %) oW THRE L.

ETFHBAE  AERNOLFOEIIOWVWTE
Fisher’s exact test %, M EOFIGHEOZEIT DOV TIX
Student's t-test # A2 7z (F Bk P<0.05).

oo
R

1. HER CUHEEZ D ILA PCRIZE
(F1-a b

BRICHZRES 2 E—I0E 2 2 23 Flh (REA
BONFIBRERETALE, miE RS A
(EIA ) T 14 FIpRE L 28, 3B CTRBRITETE
7225, 5 PN RE O MBS IgM PufkssiEtE o~
THESRETE 2ho 2720, BHAREETH 72,
IHEE MR VRSB 7 4 Vv A PCR ETIE 20 BIASES &

1018 « HEz&3k 0125 (5), 10171028, 2015 (8% 27)



ZHH

i
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#l-a WEYA VRIS (EIAE) SEBEHSUVED VRS L PCRERR (A28
wn | o By #52) o5 RSkl (Bf2) | Menism (W2 Wyl (82 PCR . —
e IR BSERPRE2HA RIRZHT ;
B & | Eo | Y B | Eo | Db | B | B | o |8 | R ()
1] 18| 827 n.d. 7H| 94 | 315 264 4.45 | 452 | B | e 85 D/D s JEiFe3 REG
(AB—HRE—)
2| 2@| 146 | 03 n.d. n.d. 0.32 1.1 n.d. nd | BB | pen BBEL D/D BB AB+HRY SR L
KIS TE
3|1118| 604 | 217 |378| nd | 343 2.36 9.5 n.d. 7.8 | B4 | pai YA JLRERRE D/D 85 Jc:F2] o L
4| 28| 04 1.2 68| 944 | 87 042 | 14.3 071 | 163 | Bt | e ™A R ik SR L
5 18 n.d. n.d. n.d. n.d. 085 | 10 n.d. n.d. B | e fis>23 b2 SEERTL
6 n.d. n.d. n.d. n.d. n.d. n.d. n.d. n.d. B | etk RE? &z SREL
71 38| 152 1.6 n.d. n.d. 1.82 | 29.1 n.d. nd. | BB | Bl | oSS D/D DAL ABRE e (BB +FHB+)
8| o8| 0.1 0.2 n.d. n.d. 0.2 7.8 n.d. nd. | B | nd B k2 2L
9| 2@H| 557 | 44 n.d. n.d. 036 | 4.3 n.d. nd. | BE | nd. YA VRRRE (B B SEAL
10| 28| 079 12 | 158/ 10486 | 87.1 032 | 258 nd. | 32 B | e 2 A2 b2 BB
11| 38| 169 0.8 n.d. n.d. 066 | 285 n.d. nd. | B | nd ek ke SRR L
12| o@| 123 05 n.d. n.d. 075 | 22.3 n.d. nd. | B | nd ms e ez
13| o@| 037 0.1 nd. n.d. 037 | 284 n.d. nd. | B4 | nd Bs i3 B +RRE +
14| 28| 203 | 03 n.d. nd. 06 97.3 n.d. nd. | B | R e D/D RERSES BB B (BB +)
15| 28] 091 0.1 n.d. n.d. 034 | 95 n.d. nd. | B | nd | B2 D/D RS, BEERRE etz (BE+7?)
16| 28| 049 2.1 n.d. n.d. 0.22 | 2558 n.d. nd. | B | e B ? D/D %5 e B 72 A W
17 o= 1.84 0.8 n.d. n.d. 024 | 258 n.d. n.d. B | Bl RE BZ BE - BRE—
; (B - BE—)
18| odal| 07 297 |158| 84 | 837 053 | 35.3 n.d. nd | B | fen B D/D s A XS (FEE—)
19 48 7.06 7.5 n.d. n.d. 0.84 | 455 n.d. n.d. B | faik BZ? D/DWE. ¥ Az EEsL (s
20| 18| 062 | 086 n.d. n.d. 0.19 | 30.8 n.d. nd. | BBt | falk | RES D/D YA ILUARERE ? ke S2EEL CRE)
21| 28| 1.3 0.3 n.d. n.d. 0.41 a7 n.d. nd. | B | fa Bz D/DESE izfe> R - BE—
, ' (R - ARE—)
22 | 3@ | 4.7 1.4 n.d. n.d. 069 | 11.2 n.d. nd. | BB | pat B ? ke Ar— - BE+
(7 - FE—)
23 18 0.2 0.4 n.d. n.d. 0.09 11 n.d. n.d. BE | nd. Bz k2 SR U
24| 18] <08 | <20 n.d. nd. | <08 [ n.d. nd. | BBt | pei Az B SREL
Gj=d) (BIE) :
25| 48| 057 | 31 n.d. n.d. 026 | 97 n.d. nd. | BB | re BE D/D B 52> SRR L
26| 28| 1.04 1.2 n.d. n.d. 0.62 | 183 n.d. nd | Bt | riE B35 D/D BiE k2> SR
27| 18| o086 1.2 n.d. n.d. 0.23 | 34.2 nd. nd. | B | nd. B k2 RAE— (BZ—)
28| 18| 024 1.8 |148| 512 | 486 037 | 16.3 n.d. nd. | BB | Rk hEL e RBH
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2, 3PFRBBETES (K2). $/2, U2
BRERHhEL BB 2S5~ CEZRBEENZHICH
V72 13 Bl (& BB Pl % A3 MG RS Pk
i A %A L72F1A5 181, IiFREFAEOR TS
B RE & 8T, 5 PIARB IR ETE DS, 250350
ZROMERE IgM PR BEE» DX T Mg E
TELRP oD AR TH o7z, HEA VIR
B A IWVAPCRETIX 13FIF S FIVEE & 2R, 5
BIBEBIIEETEL (H3). HRELT3HHF (2
Pl ESHAMMRET) LFRBHEMED » TiX
PRICE S b o 72 7 BIAIEER CVWIRAE Y £ VR
PCRIZICL D AE & DBWICE S .

—%, DZRHOBERSMIZRICANLTREED AL
OMEI T, MFERE [gM Hifk (BIA %) 28E L7z
34 FIzoT, FEOMERE IgM HikEE 18 #lo
I 4R TMBETRAS LB L. 18509 LIE
B S WIHESE 7 4 VA PCRZBEBHER X 1165
Y, 7BNITHE R CWIREE T 4 VR PCREDFERD
ATRBEOBWICE 72 (K4),

MFEMRE 1gM Fifk (BIA &) B2 R LR 5
o7z, 209 b 4FRIERE Mk (EIA
%) BT, 5 HefFIRER CWEEE Y 4 VA
PCR &R 2B CWIBRRE Y 4 V R PCRERE
WaRR L7 T b bRE IgM PRSI 2 AR
BisEEhTni,

BEED S LIHER WAL Y 4 VA PCRET
IstPCR 5B TH o R & 1st PCR I e T
nested PCR B TdH o 75ER & 1250 T, IS
B35 1gM Huikfli (EIA ) & OBEMEICOWTRET L
72 (& 4-a). IstPCROLBEHTH -2 18D B,
BE TgM FrARMREtEA 9 B (529%) T&H - 720K
L, 1stPCR ¥ nested PCR ETH o 72 10 FlD
3L, BE IgM JrklietEss 2 Bl (222%) THo 7=
B EE 7% Do 72 (Fisher's exact test : p=0.2167).
etk (BEEGD LIRS AL T o mEkE T
TOHHKIE, 1stPCR »HBMTH - -EF TITEY
172 H, 1st PCR 3Bt T nested PCR A 1#ETH - 72
FEBITIIFH 244 H THEEZ 2 h o 72 (Student’s t-
test : p=0.2898).

2. WHRER (E2-a, D)

1) 243, BRPRIBVWEREEZER L. REE
T 28 B0 ) BLREBDERDD - 72 26 PHIZOWTHR
HLEZ A, 38C UEDREBIZ1FT, hEp - E

1020 <
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MG <D & O BER 2 T

H2 WAL DNE [ 12K, BB LmKEiLIC 23 6l
* 11 IRARERFESTH 1 Bl

" mpeem um | RSB

mERSHRAEE 226

" i) Ny
NBBASE — ho1=8%
el ABEBERRESH

BB LRPCRE 236 Igte 200 —{ BBl 20

B 3B b B 0
R A BALTREE 1)
L 16

HES

M2 RERMERLDSE D 2E, BB (ﬂ%a%~%mfﬂmrﬁ%;bz@%ﬁkﬁ%‘-qﬂ%&‘)ﬁﬁﬁ%ﬁ?bt 136
* 2 | MERSHHIERE T TMBREIAMOHRERTH 1 5

BELBESH |— BN 5 |

BBLBRLE )
Mof=74)

mERSHE 126

BB TIZRWEZ )

*2

DBBRS N
LESERE 1351

 BSLBHTES

BB LRecrk 130 f— | Bt 801 —{ Apre shl |

BtE 5% F----{ BEBof
EB 14
4]

4 IMEDA IV AFEERETHL D 2

* 31 MMRARERFETH 1 5
* 4 | MBFESHAHMERE T FIERENEMOARERTL 1 5

*34
L MRS (EA) J
EHEITLI-34%) AR | BiE156 —>
| ElIGMBSTE 164 ;

| EIgMEEtE 1861 J\A{[ 2[61 B 1gMB#z4 ) \

BSIANX | BEHE1145) X

''''' 84

BEHTISFAP OB TH o7z 38C Pl EOREBD I
i, BEHLTES ESHTEREIREZs TV
(Fisher's exact test : p=0.0003544).

2) U voEiERE, BBETIEIRRO 257210

BE B 18 B 13 B1(722%) TH BN, 551(278%)
THhONGE P72, PES - BEBEHTREERO b o
72 2B1% B < 6 B 5 61 (83.3%) 12 v SEiBRYS A
sh, 18 (167%) THONEholz. U Y INHER

HEz 43k 125 (5), 1017-1028, 2015 (Fpk27) © 1021



ERBCE 13

EN
IO | o | mA) | A | RSLERER | REOHS | ERERIID CIREPPTR Ay
1] 37 | = | 378C BE —g+ - RS SHEL
2 | 21 | =% | 379C s —g+ + IEERO MR 2HEL
3 | 51 | = | 388C BIFRBR + - WEERR, THMENGE | RREL
4 | 38 | B 39.3C oB% + + a7V YoM, EREER | SREL
5 | 37 | B | 39.C 1 B% WL + ATV SH +
6 | 30 | & | =wmL RG> — 5+ DEHIC+ EWEL EREL
7 | 42 | me | 3920 RBHAT? —5+ + ATy IS +
8 | 42 | B | 375C BEQES + + IR AR R +
=] 32 B 39C 2 B8% - - - +
10 | 51 | = 38C e e+ WA +
11 41 S 36.3T Eil=] - - [BEESETR -
12 | 40 | B | 38CHE CE WL - EREL EHEL
13 | 84 | 81 | asIC BE + + SEEL EHEL
14 | 82 | B 38.8C 1 B& + + FUR I, ERRTR +
15 | 34 | B 38C 1 B - + DT (C AR +
16 29 =l 39.5C 2B% + -+ - -
17 |32 | 2% | 388C 5[] + + - +
18 46 E=lcd 37.7C Eil=] + + - -
19 | 37 | & | 37~38C o B + BE+ B, s +
20 | 37 | B 370 FEEE + - CIR(CHHE 1 -
21 | 33 | B 40C 1 8% —g+ + ST +
22 | 44 | B | 3ocH 1 8% WL + I +
23 | 38 | B | 3970 1 5% P+ + 2EEL SWHL
o4 | 27 | B 39T Iz SREL - DS, MR EHEL
25 | 32 | | 37.6C 3 8% + + EHIMENR, RR7 TS +
06 | 42 | i | wEREEEL BT T+ + AR SR, SERAL
’ ) TOaBg7 2%
07 | 29 | m=m 40C mE + + iR +
o8 | 40 | B | 384T BB + + - -
*1: BBHOSEE 38T UEEAS
0 R EEEES U CREH R LD
Fob EHRER (FES - B58)
IO am | wB | RM | mERENET] | REORS | EMERTM OIS, ) R
o9 | 42 | & | mL - - EESETR, WEERRT TS +
30 | 24 | i | 37.5C BE EHEL - 2WEL S
31 | 33 | w# | 3670 BT —28+ + WL +
32 | 45 | & | 3710 BT + - - +
33 | 38 | & | #L BB —+ - RS 2REL
34 | 36 | w# | mL BB EHEL - L +
35 22 ogicd 37CH 2 H%& L - R REERR +
36 | 35 | Bt | 37.6C 10 8% EHEL - - -
1 mBLOEEE: L THENEREULE

RHRON-HEGASHR E PES - BESRCAEER
ol

3) MREKEEAIMIE, BB TRERD Zd» o727
BRk < 21 B, 21 FIEBIcER0 iz, s - &
BETIX, 8HT 1o ACIREBERmASA S L.

RERFEEFCMAS A & MBI A ITRIE A 75%, HRED
125% THEED A b N7 (Fisher'sexact test: p=
0.002594) .

4) OEERFTRE, BEECRERO 2P /245%
Bl 24 Bl THRET L, THEE - Bk - OFEOHKT

1022 = Hpz&sE 125 (5), 1017-1028, 2015 (FHk 27)



MEEE S VWA & DS RES I

B, WREOEMMEILTE 6§, OF O KM %R
551, Koplik BEFREZ 3 61T, 24 BI 18 B (75%) <
S OOBERNFTRAERONIZ. hES - BEHTR
FEBRO o7z 382K 5P, IRERR 26, &
EREIERRIR 7 7 7 1B TH oz, OEAFREA LR
oY, BBHLPES - EBHCTHEZRIIALR
oo,

5) RBOBASMERIICOWTIE, RSB TIE—8IcR
ERHRLNTZH DL EDTRBOL Do 2 4 5% <
24 Bk 21 ) (875%) ICRAEDA SN, HES - &
BEHETIE BBROLPo 4B 2K 4550 3H
(75%) \“BAERRmAF A LRIz,

6) B DOREICOWTIZESEE 28 HD S LD
H22Pl, BEOMALH, KL EE4H, DBEID
EHSEAONZ DO 1H, FBFERZE LD
16, BRBEERLELRLENX6FITHo 72

3. BRRERR &3e, b)

1) BmBMIESEECIRnEEES LB 27 B
WA (<3500/pul) A3 14, #hm (>9,000/ul) <1 4,
ERAERAPT (3500~9,000/ul) #% 25 ) (926%), 5 b
5000/pl BLFAS17 6 (63%) Tholz. HHEE - B
BTk, 8B 8H (100%) FPEFHENT, 55
5000/ul LT 45281 (26%) T&H - /2. BB A
5000/ul BLF & 7% 5 leRiZ, BB EbhES  E5H
THEHENEBEEI 2 o,

2) BEY UREROBBIIOWTIE, BEBETIE27
Bk 184 (66.7%) WA bh, HEE - HBEHTIZS
BlrR 2B (25%)i2Ahbh, 2HRTAEEI R o 7.

3) M/MGRA (GE#E 15 5 ~40 7 /ul) &, BBHE
TIE 27 B 1460 (51.9%) \CA B, HHES - BEH
TIE8HFOBITH Y, MAPEMHEESH LN
(Fisher's exact test : p=0.01184). # & TH/MREIC
DWTEIZH LM 2T 2 A, BBEHOFY
EIZ 153 F/ul THADIZH L, BES - BEHDOTF
WEIZ 209 B/ THY, 2HEATEEESALNL
(Student's t-test : p=0.004353).

4) FFBEBEBEEICOVWTHRE Lz 2 A, AST IEA
BEOFHMHEIL 41U/L THPEHES - EEEHOFYMEIT
20IU/L TH Y, HEEIA SN (Student’s t-test :
p=00002173). ALT \XEBH OFHEIL39IU/L T
hES - BEEOTVHMEII2LB5IU/L ThY, HEE
A &7z (Student's t-test : p=0.0001317).

5) CRP FROFEIZOWTIX, BB B 27 ik 25

Bl (926%) TLERL, #ES - -ESHIHP2H
(25%) TEH L Tw/. CRP LEMALKhIHEL,
SEMCTHEEND o /o (Fisher'sexact test : p=
0.0004268).

25

B BSORRKEIE 2~3 BT, FEERINE
TRIZEAERLNZVH, BATIERS - 2HBE
B - S - BEER 3 2 THAYh L. BREEBE
EIZREC B L, B L, B% NE~ES1
ACRABICIEAT 5. BB 2~5 mm REQRIE R
B KT, B—CHABEMIRS 2\, EE3~5
HoRELE LR STIONET 22, SHORE TR
ABIEE A BT, KB BT b 20 f~50 DB
LT o 72 S BEFRIER AN T B A0 S

HETH ot BBIZOoOWTIY, BAEmERLIE

B < (875%), EB2AUERS2H, BFL
ERRLUERS 6 FlA LT,

BERAS TR, BREFEOTRMIIFEFTICBEEICA
bh, F-EFLRFCOFCARES - HllL
(Forschheimer’s spots) 25A b5 Z L 25 52, 4
ORMFTRHROBEAFTRELTRVDY 3
Forschheimer’s spots 2% 6 172D i3 5 51T, M -
Bk - OFBORRPBMMEIIRYNE (., TLRER
BN 72 Koplik BERROREIEE A% 3 FIICFR0 e,

BE - vEEH L OMICEEEN AL N BRAER
i, 38C LlEoZ#T, IREFFEETDL S ASH TS
Abhic, BEORBETHREEICALN S BIREE
FMIENCEATHS LS, #2721, SHEKRS
L7=35 & IR E BT 2 EOBEFOHET
By, BRERE D EREMES T 5 KRR
R P EMREEEINE, FICHEREERLSA 61D
EHVERBUEAE R (DIHS) AR TRETA T
ZZve, EHINREEZ 36 B 26 1 (BRUEEE 28 Bk 19
B, BEF - FESHIARTH) Khh, BECRE
RsER I LIRS 71 2 ¥ b ERIRL TV 7z,

BRREFRICBVT, BEHOHMIREITEFHE
B (3500~9,000/ul) #592.6% & KRBT, 5000/ul
LT 0fERIA 63% & IEFHBANTHEVEEIH -
7205, FEE - EERLOBIIKIENERERIAD
Nroiz, Fi, BEHTIIRRY VSERIT 667%
DIEFNT AR S NT2H, FES - BBHTD 25% TAHD
N2 HE CHEIZNAREXALO N 2o 72,

SEORET, 2HBICREIZENICEERENALR
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GRYTF 3

E e EHRRERRE (A2E)
£ | ooy | ge | gEm | vvw | (TR, o AST | ALT | LDH | yGTP | cRP
&S (/ul) (%) (96) (%) G | (<10%u | (UL | QU | (U | QU | (me/dD
3,500
e |~ VI I 15~40 | 195 |5~25| 195, | 195 | c2wF
] 4200| 695 0 14 g 14.3 81 145 305 | 208 0.34
2 5,100 | 705 28 15 0 13.9 26 20 270 19 0.14
3 6,300 | 64 1 135 14 15.3 73 80 563 n.d. 2.21
4 3,.900| 84 1 10 1 12.7 35 44 225 69 4.44
5 3500 | 68.9 0.9 23.9 0 158 30 24 198 | 25 0.91
6 n.d. nd. n.d. n.d. n.d. n.d. n.d. n.d. n.d. n.d. n.d.
7 4500 | 72 0 22 4 12.6 41 46 332 | 215 2.09
8 3700 | 648 1.1 19.6 0 141 33 37 258 82 0.75
9 4100 | 75 0 15 3 14 22 26 188 19 1.03
10 3,800| 772 05 18.1 0 183 39 36 310 43 0.71
11 4800 | 83 0 11 1 20.6 24 19 275 19 0.55
12 4,700 | 64 4 22 35 14.5 39 47 248 43 0.97
13 6,200 | 50 0 41 2 21.1 31 48 245 156 2.43
14 7,900 | 79 0 16 1 14.9 40 31 439 116 17.24
15 3,900 | 66 1 27 1 99 38 21 284 20 0.56
8 6,100 | 878 0.2 8.6 0 12.8 24 20 252 31 1.33
17 5100 | 86 2 9 1 16.6 25 21 236 33 1.33
18 4400 | 835 0 9.5 25 13.1 24 31 235 52 0.46
19 14,300 | 43 25 | .28 245 136 61 54 621 15 1.17
20 2600 | 413 9.7 32.3 0 16.5 64 96 n.d. n.d. 0.45
21 4300 72 0 22 1 13.1 39 26 2186 n.d. 1.25
op 5700 | 48 0 41 4 18.6 29 17 429 18 0.91
23 4800 | 80.7 0.6 13.3 0 18.7 49 87 251 75 2.1
24 7.000| 39 1 34 18 18 68 78 n.d. 77 0.54
25 7200 | 702 2.1 20 0 18.1 25 24 235 39 0.31
26 4800 | 685 1 15 95 16 26 22 255 18 0.14
27 4800 | 85 1 8 1 12.4 35 39 238 94 0.23
28 3800| 745 | <0. 15.1 0 19 34 72 200 171 0.73

RBb REREMR (TES - BB
£ | Bm | g | mEsR | UG | Dy | IR AST | ALT | LDH | vGTP | CRP
== ) (%) (9) (%) | <108 | AU | AU | (U | AU | (me/d)
3.500
. 800 | 4o~ 27 ~ 10~ 105~ | 10~ .
awm |~ | | 0~7 | 7 15~40 | 195 |5~25| 1955 | 195 | o2uF
20 | 7900 | 80 2 16 0 23.9 16 16 154 | 27 | <004
30 | 6000 | e82 | 62 | 189 0 18 19 14 | 185 14 0.13
31 | 4400 | 584 | 8 26.6 0 247 18 15 n.d. 2 0.1
g2 | 4300 | 604 | 37 | 271 0 242 24 20 191 20 n.d.
33 | 5800 | 848 | 28 | 255 0 152 15 16 109 17 | <0.04
34 | 8100 | 674 | 39 | 218 0 223 18 13 158 17 | <0.04
35 | 7400 | 405 | 2 335 | 155 15.9 o8 21 263 | 23 1.21
36 | 7.800 | 50 65 | 29 85 231 36 45 | 420 | 63 255
2ok, M/MMREORA L AST, ALT, CRP +HT AV Vb TWa, AR TIERD L CIZESHER

otz —RICHMBKOBD & MM BRI 2B 5P 196 BHROREFTRE A THE Y LBRE
Bichbh, FERESEAMEN LY &L s EEND BB ES I L T b LB S hi.
B (Ss%itk 5~8 BE) (BE{LL 10~16 B EICERT WS VRIS Y 4 VA PCR BT, ISR ¢ 1
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EEH A VA & O B SRR T

¥ 43 IEEEU;< WEREZE DA ILA PCR3&T 1st PCR b‘b%ﬁld’;aﬁ_ﬁt nested PCR b
. bﬁﬁ'ﬁlugohﬁkﬁﬁ ml,aﬁl% leM #itsfii (EIA %) (g:w\‘cttﬁstbn
U R S0 ; AR (152 &% PCR
leM (<£0.8) 1gG (<2.0) 1st | nested
] 37 | BE 1 8.27 n.d. (21 (1<
2 21 = 2 1.46 0.3 B fEE
3 51 B 11 6.04 21.7 2103 =le3
4 38 | B 2 0.41 1.2 )13 k3
5 37 | B ] n.d. nd. )3 e
8 42 | B 0 0.1 0.2 [ B
9 32 | B 2 557 4.4 42113 fEE
10 51 B 2 0.79 1.2 B fE
12 40 | BM 0 1.23 0.5 (150 S
13 34 | B 0 0.37 0.1 B [E1e3
17 32 | B 0 1.84 0.8 ()3 S
18 46 | BE 0 0.7 2.97 BBt [
20 37 | B 1 0.62 0.6 B (21
23 36 B 1 0.2 0.4 2113 [Z1cd
25 32 Bk 4 0.57 3.1 B faE
26 42 | @ 2 1.04 1.2 B (5]
27 29 | BH 1 0.86 1.2 =i et
28 40 | Bi 1 0.24 18 253 et
FHiE 1.7222 1.7829412 2.604375
6 30 | n.d. n.d. 413 fatE
7 42 | 5 3 1.52 1.6 fate [1e3
11 41 Bk 3 1.69 0.8 =31 fEE
14 52 | B 2 2.03 0.3 =45 fE
15 34 | B 2 0.91 0.1 =33 fEtE
16 29 | Bk 2 0.49 2.1 =4 13
19 37 | wi 4 7.06 7.5 fatE B
2] 33 | B2 2 1.13 0.3 =3 B
22 44 | 8% 3 417 1.4 =45 Bt
24 27 | B 1 <0.8 (FIES) <20 (FEE) | Bk 14
EHiE 2.4444 2.375 1.7625
1 ERDHRU TH SIRRERTE TOR

BERMLURE LT OERSUS T TINET KM
X, REIHHTH A, IFEFES IgM Hidk (EIA %)
MAELEBEUBRETH D, 7, HER CWED» 51,
SHWMB 1ER L D HBE 2 BT TY A VAN &
N5, MERS MPAKIRELRATE -2 22
D, 2~3 4 ACEREATAY. FrOREICBLTD
ML ORE [gM FHERHER 18 B10 5 &, HEA S
WEEE Y 4 VA PCREBEIZ 1L fIThH o7z, RT
MECTHATE D4 L% o7. HEA W
WEYE 7 4 WA PCRIEBE TS - 72 11 Bl
B R BRI 127 HCTh o 2. —RIEAS T
WEER GEBb LRSS HEFrLBXZ3HEEY
5 IgM BB A ERT 2P, BB HB3 BN TR
B o TVwRVWEEIH L LHEEINTBYFKL
OB TH ENEZHTHREREIB LN, RERD
TidMiEES IgM itk (EIA ) 3Bt 2 0B 5

A%, IHEE CWREE Y £ VA PCR 33584 6 Btk
LY RBMICERTH A Z LA CHLM L
2oz
RAED SO AFE T AV ABBSVIHAIL, st
PCR % 5Bt % 255, A IgM Hifk (BIA &) 3k
HDDOIBLE N &?E?E‘Jé n, BE»SHEIEARLL
CHEBITIE, LstPCRIEFEMEIZ % 1 12 € < nested PCR
TR L BHEICR Y EE IgM Ptk (BIA &) B
ERYRTVDOTERZVWILIER L2, EBICKRAD
WE T, 1stPCR 2S5 BHIC % o 728 18 Blo J5 28
nested PCR 6B 2 - 2B 1060 & X, BB
IgM Pi ket 58 45 529% %F 222% & & % o 72 4,
Fisher'sexacttest {IC & ), HFEKES% TIhHDl
RICHEEND B LIS L b o 72(p=02167). M
WAEI TOREIIFEIHTL?2 B & 244 B T Student’s
ttestICX D, BEKESY TINODFHAKICE

BE &Rk 125 (5), 10171028, 2015 (Fmk27) = 1025
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 1EH

(LT Mi4) ST0Z ‘820T-LIOT “(S) 921

5= 4-b HTEACWEREB YA ILR PCRIAT 15t POR b SIBHICHE > IcBi& nested PCR DN SRBMICIE S eBITHIT, Sk - BFRREREICOVTHEILE

B PCR B e EEIR US/JUR BRI R T AST ALT LDH +-GTP CRP
260 ] /ul) (%) (%) (%) (%) (% 10%u) (U7 (U7L) 0/ 0/0) | (me/diy
B | st nested 3500~9,000| 40~860 0~7 27 ~47 15~40 10~30 5~25 | 105~220 | 19 0.2LLF
1 |m#| me |378C 4200 69.5 0 14 9 14.3 81 145 305 206 0.34
o |mu| mi 3790 5.100 70.5 28 15 0 139 26 20 270 19 0.14
3 || @ |3s8C 6.300 84 1 185 14 156.3 73 60 563 nd. 2.21
4 @i B |39.3C 3,800 84 1 10 1 127 35 a4 225 69 444
5 |mi| B |39.1C 3.500 68.9 0.8 239 0 158 30 24 198 o5 0.91
8 |m| B |375C 3.700 64.8 1. 196 0 14.1 33 37 258 82 0.75
o || me | 39C 4,100 75 0 15 3 14 o 26 188 19 1.03
10 |t B | 38C 3,800 772 05 18.1 0 18.3 39 36 310 43 0.71
12 |Btt| m#¢ |38CH 4700 64 4 22 35 145 39 47 248 43 0.97
13 |mte| Bt |380C 6,200 50 0 a1 2 21.1 31 48 245 156 2.43
17 |\t ®te |38.8C 5,100 86 2 9 1 158 o5 21 236 33 1.33
18 |mtt MW |37.7C 4,400 835 0 95 25 13.1 24 31 235 52 0.46
20 |m| me | 37C 2,600 413 a7 32.3 0 155 64 96 nd. nd. 0.45
23 || m# |39.7C 4,800 80.7 0.6 13.3 0 187 49 87 2851 75 2.1
o5 |mi| mi |37.6C 7,200 702 2.1 20 0 181 o5 24 235 39 0.31
26 || mie “igR 4,800 685 1 15 95 18 26 2 255 18 0.14
27 | @ | 40c 4800 85 1 6 1 124 35 39 238 94 0.23
28 |mtt| Bt |38.4C 3.800 745 <0.1 15.1 0 19 34 72 200 171 0.73
T 384T |4611.111111| 70877778 | 1.629412 1735  |2.583333333|1557777778|38.38888889| 48.8333333 | 262.352941 | 715 | 1.0933333
6 |t BtE [EEEgL n.d. n.d. nd. n.d. n.d. nd. nd. nd. nd. n.d. n.d.
7 let| @i |392c 4500 72 0 22 4 126 a1 48 332 | 215 2.09
11 el B | 36.3C 4,800 83 0 1 1 206 24 19 275 19 0.55
14 || mie 3890 7.900 79 0 16 1 14.9 40 31 439 118 17.24
15 |eit| m#e | 38C 3,900 66 ] 27 1 9.9 36 21 284 20 0.56
16 [t B |295C 6.100 8756 0.2 8.8 0 126 24 20 252 31 1.33
19 et mte | 37~ 14,300 43 25 26 245 136 61 54 821 15 117
21 || B¢ | g0C 4,300 782 0 22 1 13.1 39 26 216 nd. 1.25
22 || Bt |39CH 5.700 48 0 41 4 186 29 17 429 18 0.91
24 ;| B | 39C 7,000 39 1 34 18 18 68 76 nd. 77 0.54
T 38.7C 8,500 65511111 | 05222022 | 23.06666867 |6.055555556|14.87777778|40.02000002| 34.4444444 356 63.625| 28488889

*1 ! BATOBBE, 38T AT

@B ERES



THEH Y Wil & DJEE RIEZ W

BENDHLEWEIEL Do (p=02898) (3% 4-a).

WIZ 1st PCR A S BB 12 %2 5 fEBIiZ, nested PCR
OB ZEF & HE L, BB OERP MERE
F— I PREELZOTIE W EHEELZ. LirL, A
BOEE, ER»OEEPBRE»EEHNT S L EHE
BThotz FLEREBERREFRRICIOVWTEEZ
BHEPEI DB L TH-? (F4b). F#h - HMmEk
B - FhERko HIMEKIC G0 584 - Tk BimEkic
HOLEE - ) RO AMEKICED B EA - BEY
YREROBMERCE D 5 EE - mARE - AST -
ALT -LDH - vGTP - CRP® 123 B 12 2 » T Stu-
dent's t-test IZ X Y £ THIEE T IstPCR 5B
% BIEP & nested PCR 2 SEBEMIC 2 2EM & OE T
Bt AT 7285, BBEREZAOhEZ o7,

B - RHESEO LN CHZRMERE IgM itk
(EIA &) #8111 (<08) &1&fE% %55 B D ER A
183 - 7228, Moy HI 3% 1gG Pl EiL L v, &
TR EE L. BENEEEMRITIC X 5 L RBUAD
P THS [gM Hifk (BIA ) D8BHM% L 2 2544
HHIE (BHE) FHREShTVEY. ZoZiprsd
HIEGEG CVWIES PCREEIFHEEbh s,

BRIz oW T WHO TR EIA R E#Ek s LTw
BH, MERSE IgM ik (EIA &) XOREH (kg
HBEFEO 3 HURW) OB—MECEREOHEETZ VT
L, ORMBUSNOMO T 4 VARYRE (SVES ALV
A B19, A, FUvIE, HA 2 AFTYAL VR, EB
ANV, HHAV6,7, T 7074 VA% E)THEYE
FENLIEAHHI L LY, ZOEBEICERTD
T B, REFFEICB VT b MERE IgM ik
(BIA B)BETH D, WL CWiREE 7 4 VX PCR
EEEAOIRER WS 7 4 VX PCRERE &
W, MIERE [gM LB O ER 35 FIF0 &
h, g & RS oS RICEIEEER OVl PCR 59EHE
WHATH S Z L5 Fz. 2009 4 E T ESERTSE
Fiid BATIRHEED Wil &5 5 D Reverse
Transcription-polymerase chain reaction (RT-PCR) #
*RBRESHOBERERE LTRAL, SH5HE
ERFEITIC S v VERERM L, BREEAHZ L o T2
ELIZHRBOBIICEHL7Z VT A48 2EKPL, &
VIERERZHTEBIR LTS,

TGN CWIHES ™ 4 L X PCR 1, AR
FETBREOHHRWEEN v E, RE,OLY EH
CRERHELAELSDH L. HREFSEHOF A X
DNV FHERB I N2 WEEPREPO Y 4 V2 EDS

MHRAUT GREGEEIISE 1 BEMRISRE) 2
TANVAY ) ARNABPEHELTBY PCRAEPHH
TWREDEHEEDDY, LTLIBEENRVERY
A, LALEEO L5 RSB THMmERS
WA (BIA ) BZWICEERRERPICBEEEE
ZVBRHIE, MEBECTHBREELZVBLIZLEER

L, FhORIZEST X D EELZFER CWIRESE
ANVAPCRELBEELTHIEFETINS,

BB IS BRI, #% 20 BE $ TORFH
BT 5 & A RIC R EEERE, DR 7o IR,
DREREORBRKEEZES CRSFHRALEL Z &
ThH A, ERGSERTZRT O RIVEF A B MAEIC
XBE2I24T44, 20134ET324, 20144E10 A
29 HBIfET 94D CRS BEFHE ST 5Y, HkF
BTRBCRED YA VAEZ 2., 97F 03
BOMEIIMA, ARECTEM L EER CWERE
PCREZ AV, BHICMEBEZ B ELES LEED
THIER LYV ENOREZFHC L) BEIEED
REFTEEL 2D CRSOFHICH2RPFDBEEZS
ni.

COI B : BT REFIFBMK (COD) KRBT 2w,

ARXOWNAERE IBEEARBRESRSICTHE
L7
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Detection of Rubella Virkus Genome by Pharyngeal Swab Polymerase Chain
Reaction is Useful for the Early Differentiation of Rubella Virus Infection from
Measles and Drug Eruption

Makiko Imaizumi’, Hideaki Watanabe', Masaki Akiyama',
Hirohiko Sueki', Kunihiko Fukuchi®

This study investigated the detection of rubella virus genome by pharyngeal swab polymerase chain reac-
tion (PCR) for differentiation of rubella from measles and maculopapular type drug eruption. A total of 36 pa-
tients who visited our hospital between November 2012 and October 2013 were clinically diagnosed or sus-
pected as having rubella virus infection, and the results of pharyngeal PCR and enzyme immunoassay (EIA)
from sera were compared. We also examined specific clinical symptoms and the results of haematology and
biochemistry that were significantly associated with confirmed cases.

Among 34 cases who underwent the EIA test, 27 were confirmed as either rubella or non-rubella affected.
Two cases were not examined by EIA. Of a total of 36 cases, 28 were confirmed with rubella based on a PCR
result; 7 cases were detected by PCR alone. Fever of =38, thrombocytopenia, elevated liver enzymes (AST
and ALT), and elevated C-reactive protein (CRP) were significantly associated with confirmed rubella cases.

In this study, rubella cases were identified more effectively, and at earlier time points, by the PCR test than
by EIA. These results indicate that PCR testing may allow for more rapid treatment of patients and preven-
tion of further transmission of rubella virus, thus preventing hospital' infection or mass outbreak.

(Jpn J Dermatol 125: 1017-1028, 2015)
Key words: rubella, pharyngeal swab, PCR, measles, drug eruption
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Letters to the Editor

epidermolysis bullosa acquisita antigen, BP230, BP180 or
laminin-332. The case was diagnosed as psoriatic erythroderma
with autoimmune subepidermal bullous lesion of unknown etiol-
ogy. Oral prednisolone (30 mg/day) with 0.12% betamethasone
17-valerate and maxacalcitol (25 pg/g) ointment suppressed
new blister formation. However, during tapering of prednisolone
(at 15 mg/day) new blister formation was observed. Addition of
cyclosporin 100 mg daily with prednisolone was effective for
both bullous and psoriatic lesions, and the skin lesions disap-
peared within 2 weeks. Prednisolone discontinued, and the
patient was well controlled with cyclosporin 100 mg every other
day without new blister formation.

The usefulness of the combination therapy of systemic
steroid and cyclosporin for pemphigus has been described.’
According to the Japanese guideline for the treatment of
pemphigus, cyclosporin is graded in C1. To the best of our
knowledge, this is the first case of psoriatic erythroderma with
subepidermal bullae successfully treated with cyclosporin and
prednisolone. Despite the presence of autoreactive antibodies
in the patient’'s serum, we could not identify the target
molecule of the antibody. From the indirect immunofluores-
cence using 1 mol NaCl-split skin showing IgG reactivity with
dermal sides of the split skin, differential diagnosis included
epidermolysis bullosa acquisita, anti-laminin-332 pemphigoid
and anti-p200 pemphigoid. Anti-p200 pemphigoid which turned
out to be anti-laminin-y1 pemphigoid is known to be closely
associated with psoriasis and almost one-third of 61 cases
reported were those with psoriasis.2* Without positive findings
of the specificity of the patient’s antibodies, no definite diagno-
sis of this case was established. The reasons that the patient’s
sera did not react with the candidate molecules may include:
() a low titer of autoantibody in the patient's serum; (i) a

conformational change during the extraction of dermal sub-
stance in immune blot; or (iii) a novel pathogenic molecule in
our case. Further analysis of the autoantigens would be
required in terms of pathophysiology of autoimmune blistering
disorders, which are occasionally observed in psoriasis.

CONFLICT OF INTEREST: None declared.
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Case of mucous membrane pemphigoid with immunoglobulin
G antibodies to the beta 3 subunit of laminin-332 showing
clinically Stevens—Johnson syndrome-like generalized
blistering mucocutaneous lesions

Dear Editor,

A 74-year-old Japanese man suffered from diarrhea and
developed erythematous lesions on the lower thigh 2 weeks
prior. At another clinic, a skin biopsy was performed and
cefdinir was prescribed. In 3 days, the erythematous
lesions extended to the trunk with high fever. Subsequently,
he developed erosive mucosal lesions and was referred
to us with suspected diagnosis of Stevens-Johnson
syndrome.

Physical examinations revealed erythematous skin lesions
on the trunk and lower extremities, with several tense blisters
on the lower thighs and geographically arranged tense bullae
on the palm and sole (Fig. 1a,b). Congested erosive bulbar
conjunctival lesions with extensive mucous discharge, fibrin
neomembrane and partial symblepharon were observed on
both eyes (Fig. 1e,f). The patient had hoarseness of voice, and
laryngoscopic examination revealed erythematous lesions on
the laryngopharynx.
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Figure 1. (a,b) Geographically arranged
bullae on the (a) palm and (b) soles at the
first hospitalization. (c,d) Skin and genital
mucosal lesions 1 week after initiation of
therapy. (e,f) Ocular lesions at the first hos-
pitalization. (g) Histopathology for skin
biopsy showing subepidermal bullae with
infiltration of lymphocytes and less neu-
trophils and eosinophils in the blister. No
clear sign of keratinocyte necrosis was
observed. (h) The results of immunoblotting
analysis of purified human laminin-332.
Immunoglobulin (Ig)G antibodies in control
mucous membrane pemphigoid serum
(lane 1), but not normal serum (lane 2),
reacted with all the o3, 3 and y2 subunits.
IgG antibodies in our patient serum taken
at the first hospitalization reacted with the
140-kDa B3 subunit (lane 3). Intensity of
reactivity of patient serum was much
weaker at the second hospitalization (lanes
4 and 5). (i) Palmar tense bullae and (j) skin
manifestation on the back at the second
hospitalization. Skin symptoms were much
milder at the second hospitalization.

Histopathological examination showed subepidermal bullae
(Fig. 1g). Direct immunofluorescence (IF) revealed linear
immunoglobulin (Ig)G and C3 depositions along the basement
membrane zone (BMZ).

Indirect IF of 1 M NaCl-split normal human skin showed IgG
anti-BMZ antibodies reactive with dermal side. Enzyme-linked
immunoassays (ELISA) for BP230 and type XVII collagen (MBL,
Nagoya, Japan) showed negative results. In immunoblotting of
purified human laminin-332, IgG antibodies reacted intensively
and exclusively with the 140-kDa B3 subunit of laminin-332
(Fig. 1h, lane 3). No positive results were seen in other
immunoblotting analyses using normal human epidermal and
dermal extracts, recombinant proteins of NC16a and C-termi-
nal domains of type XVIl coliagen and concentrated culture
supernatant of HaCaT cells.

Based on these findings, the diagnosis of mucous
membrane pemphigoid (MMP) with IgG antibodies to the B3
subunit of laminin-332 was made. All drugs were discontinued,
and i.v. prednisolone (60 mg/day) was administrated. The skin
symptoms gradually improved and the patient was discharged
at day 33 on oral prednisolone 30 mg/day. Eleven months
later, milder skin symptom relapsed on prednisolone 3 mg/day,
and the patient recovered again after hospitalization for
16 days (Fig. 1i,j). He was afebrile at the second hospitaliza-
tion; thus, we assumed that his fever at the first hospitalization
was due to dehydration or unspecific viral infection that caused
him diarrhea. The reactivity with the 140-kDa B3 subunit of
laminin-332 was weaker in the second hospitalization (Fig. 1h,
lanes 4 and 5).
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Mucous membrane pemphigoid is a chronic autoimmune
blistering disease, which shows erosive and/or vesiculobullous
lesions on the various mucous membranes, with limited skin
lesions.’™ However, there are a few reported MMP cases with
generalized blister formation.” Interestingly, most of these
cases showed autoantibodies at least to the NC16A domain of
type XVII collagen.

In our case, both ELISA and immunoblotting did not detect
antibodies against the NC16a domain of type XVII collagen.
Passive injection of Fab fragments of rabbit polyclonal antibod-
ies to anti-laminin 332 into neonatal mice induced mucocuta-
neous subepidermal blisters.* Later, human anti-laminin 332
autoantibodies were also proved to be pathogenic.® Skin
symptoms became severer and changed from erythema to
blisters, when the dose of injected antibodies increased.*
Therefore, we speculated that higher autoantibodies to the B3
subunit of laminin-332 caused Stevens—Johnson syndrome-like
generalized blistering lesions and rapid progress at the initial
hospitalization in our patient.
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Atypical bullous pemphigoid with extensive cutaneous and
mucosal erosions associated with chronic lymphocytic
leukemia

Dear Editor, A 79-year-old man presented with a 3-month history of gen-
Although cancer and bullous pemphigoid (BP) have shown no eralized pruritic blistering skin lesions. He had presented with
statistically significant association, B-cell neoplasia may lymphocytosis for several months. Physical examination

develop along with autoimmune bullous disorders.

Figure 1. Clinical and histological findings and immunofluorescence studies. (a) Erythematous and crusted lesions were localized
mainly on the chest of the patient. (b) Extensive vesicular and erosive lesions localized on the oral mucosa. (c) Erosive and vesicular
lesions on the larynx, epiglottis (*) arytenoid folds (+) and pharynx (#). (d) Histopathological features of skin biopsy showed a subepi-
dermal blister and eosinophilic infiltration (hematoxylin—eosin, original magnification x100). (e,f) The results of direct immunofluores-
cence revealed lineal deposits of immunoglobulin (Ig)G and C3 on the basement membrane zone, (g) with epidermal binding of IgG
by indirect immunofluorescence on salt-split skin (1).
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Letter to the Editor

Usefulness of rapid measurement of serum thymus and

CrossMark

activation-regulated chemokine level in diagnosing drug-induced

hypersensitivity syndrome

Dear Editor,

Drug-induced hypersensitivity syndrome (DIHS) is a unique
adverse drug eruption, which causes reactivation of herpesviruses
such as human herpesvirus type-6 (HHV-6) during its clinical
course. DIHS has biphasic aspects of allergic reaction to drug and
of immune response to viral reactivation. Diagnostic criteria of
DIHS consists of 7 clinical features as previously described; macu-
lopapular rash, prolonged clinical symptoms, high fever, leukocyte
abnormalities, liver dysfunction, lymphadenopathy, HHV-6 reacti-
vation.! However, it is not always easy to diagnose DIHS in an early
stage because its clinical features mimic macropapular rash-type
drug reaction or eruptions due to viral infection. It has recently
been reported that high serum level of thymus and activation-
regulated chemokine (TARC) is observed specifically in DIHS pa-
tients.” We report a case of carbamazepine-induced DIHS, showing
extremely high serum level of TARC in an early stage, which helped
early diagnose of the disease.

An 86-year-old Japanese woman was referred to our hospital
because of widely spread erythema with itching. She had started
to take carbamazepine because of trigeminal neuralgia refractory
to non-steroidal anti-inflammatory drugs 1 month before she had
generalized rash. On admission, she had generalized rash with
facial edema (Fig. 1), pustules around her mouth, and a high fever
(over 38 °C). Superficial lymph nodes were not palpable. Her hepat-
ic failure was not remarkable, but renal failure was suggested (BUN
29.6 mg/dl, creatinine 1.29 mg/dl). Eosinophil count was 3501/mm°
and CRP was also high level (6.31 mg/dl). We suspected DIHS in this
patient because of generalized rash developed after starting carba-
mazepine, high fever, and renal failure, but definite diagnosis of
DIHS was not made.

Her serum TARC level was extremely high (88,179 pg/ml), when
measured by utilizing HISCL® system (Sysmex, Hyogo, Japan) with
TARC Assay kit (Shionogi, Osaka, Japan). We considered that the
diagnosis was possibly DIHS and started prednisolone 30 mg/day
on day 2. From then, her temperature declined to the normal level,
and her rash and pustules were gradually disappeared. Since her
condition improved, prednisolone intake was gradually tapered.
After starting the prednisolone, her serum TARC level drastically
decreased as shown in Figure 2. Reactivation of HHV-6 was sus-
pected by increasing her serum HHV-6 IgG titers on day 25.

Peer review under responsibility of Japanese Society of Allergology.
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Drug-induced lymphocyte stimulation test indicated that carba-
mazepine was a culprit drug (stimulation index: 315%). We finally
gave a diagnosis of DIHS since this case had 6 out of 7 diagnostic
criteria of DIHS; maculopapular rash developing 1 month after

Fig. 1. Maculopapular rash on the back of the patient.
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Fig. 2. Serum TARC level of the patient.
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starting carbamazepine, prolonged rash, high fever, renal failure
and liver abnormalities (ALT 316U/1 on day 11), leukocytosis with
eosinophilia (WBC 13.1 x 10%/1) and HHV-6 reactivation.

This case well supports the previous reports that serum TARC
level is extremely high at an active stage of DIHS in contrast to other
adverse drug reactions, such as Stevens—Johnson syndrome.??
There are also some other skin diseases causing high serum level
of TARC, including atopic dermatitis, bullous pemphigoid, and
mycosis fungoides.*> However, their serum TARC level do not
exceed that of DIHS. In the present study we could not identify
the cells producing TARC, although its serum level was well corre-
lated with inflammatory condition of the patient. In the present
case, HISCL® system was utilized to measure the serum TARC level,
which enables us to show the result in a short time (17 min). This is
also helpful in comparison with a widely used TARC test, which
needs at least 2 or 3 days to figure out serum TARC level. In conclu-
sion, HISCL® system is very useful in diagnosing DIHS by rapid mea-
surement of serum TARC level in the patients with generalized
acute rash.
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DIN—TICBTDEDELTIE

[Z Bl U/ ARRBCEEAHRLYPIVC LR, MEhSL<ASNTWVS. EF, &
ERZO—DTHIEFIMEBEERE (DIHS) [CBVTE MILRITAIVA 6 h'EEE
ETBDTERRBUVESN, COH/EZEONIFC, BEOHEICDAINABRDNAHEZD
KFLTWV LA EREN AL DICHE O TERL. DAIVARRELEELDOBEDDE 2
DOIN—TICKBIEND. 1 DIFDA I ABRRDETUSIERERBELELDIATT, &
CRUEBIEICHRE T D7V ED U VBHERTEHHM
b hRERLD A IV ABRREREICHONDIREBLELEDDITONSD. BI—DIF FHITKD
DA IADBEEDEIERIINSTATT, TOIIN—TDRED DIHS TEHS.

EHEBER (=ReUERAS)

@Q@m

TANABRESESOFERLEAICEEEZBLIITT
ZERUEIILMSNT WS, 728 21, EBYA VX
WL BIERMEBIEICT v ¥V ) Y ERETHE, L
USSP HBT 2205, COHRIT7 ¥ I V8
LLTHERTHAL. HE, SZHEBEELE) EEES
DVEOTHHEFREBBEGEEESE (drug-induced
hypersensitivity syndrome : DIHS) IZBW T, & bA
NVARA A4 VA 6 (human herpesvirus 6 : HHV-6) %
EDE FANRZAT A NVADFFEERONDL Z L
PHEHOPE o TELY2 B, BFIREINAE
ACLBT7UVNF—RISEEZONTE A, TR
FELZ T A VAN E S B BLIZL TV 5 W REM:
ERTF—IPERMLOoOH B, KBETIL, YAV
IRPAE & ORI EDN TR B EBIIOWTRE
BRb0RRY LFC, BEE7AVAEREOHDY
IZDOWTEET S, S5, EMHEMREEZEOBE
K %t 18 F %% (graft versus host disease : GVHD) &
HHV-6 & oF# R %Z#A L, DIHS & DRPHEIC
DVWTHERT S,

ABRINES T B

LT, EREEBRECHET AT VYY) VB
MRIER LY 4 )V A (human immunodeficiency vi-
rus : HIV) BREYEBRBIZALNLZES R EXDIFoh
5. 39 —olF, BHCIY YA NV AOFERLHF]
ERIENBE I TT, ZORKIPEDIHS TH 5. UT

WCELDE A TOEFIZOCTHHT 5.
A VAR SETT B5 A T

DA NVABSRFELEB L OBbYIE 20D V—T
WWRAEhE, —2l37 A VARESEIT LI AEX
BELFEUBLIATT, COFNV—TIIBTHLDE

OTERUEBGEETF VEVUVE
ERMHEZIEL, EBV ORISR X 2 M ERE

DAz, BED) CFROBBEED gmIkEES, R
BEELREFAOND. FETIIEERPTHE L B0
ENT, TYEY) v REOTAFRIEAEE RS L
BHHY, TOBELEILERBEELS. Thbb
EEOREGEAE TR~ v P25 10% FRE
CEERALNLY, TrE¥IY r2ZE53hse %
DO 70~100% I ERL, COBRBIT [7TrEY
Vgl LTIl HONT A, RFEOERFITTA
AT T AN X BEREEZEORIZDRON
2. FT7rEYY VP B TEF VI Y Y, XF
YUY, BT AREHR, IOFA 2 RETHLR
BOFEIMEINTWE., 7YYV VBORAER
FeLlT, JANVARBEICL > CiERILI N Tk
DEEPEZ LNTWA, ERMEZEICSVTIE,
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BV BRI 55 T HBORUZE

(a) EBV BRRICKDSIERISNY A bhA VEEREDRERILS, THBORE - FEEESES. (b) EBV BRED
BEMEOCAREL SODJVABEF (HERVK18) ORREFHTD. COBREFA—/(—HFREEZEET D). EBV R
2B #fald EBVSEN T MR3ZIF T, BED T MiRZE# (VB7, VR13) ZRD T HilgEMBHRU /0—F)LISEMET .
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EBV
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TANVABERGTHRROAL O FHRIEEN T ARD
Ry Zo—F Bt sh, EBRICHT 2 RERR
FREIVEIVH hoTwaEEZLNDE. 2D
RYZo—F i THREAOCERILOBFIZOWT, ¥
ANVABERIZE DB SR SN A P AL VEESR
EORBRIGH, T MBRORKE - EEbERLEIES
Ve T AWEREXE Z 5 Twa (bystander
activation) (B 1a). ¥ 7z, EBV B, 8 LRI D&
FEFIZa—FERTWAREEL bav £ L XH%E
A=N—PEOREREFRTH e —HE 2o TW
HEDHELALNDS (K 1D)Y. £ DEFIZBNT,
RHME EAREAER L2811, EREFERSLTD
BEVBFREINTNWIEFMONTEYY, Ti’fﬂiﬁ@jf
V7 o—F NV RiEELD Y AV AEREORBE L BT
BEIBDEELONDE, LA L, ERGEZECR
BEO—ETIE, BRBEOENOFRS TEEFHEFRS
NABZEPFRRENTVEY?, FBHEBREO Sy FF 2
bR ) U RERFIEAREBR CTHE RIS % R TR T,
EBV BN T7 VanNy e LTERATAZLITLY
EHNT BRI LR T o2 b EZLNT
WwaY LT, TrETY 5N EBV OoFHE{L
RFRELCESORBUCKELBLIILEEZ 6N
LEFIOHELH L™

GHIV BEEFEE

HIV BAE D BHE T, CDA+T Milaisma L, &
BEREERNASNDS, TD—FT, BEOLHERLR
FIREDEHZMEL LXO7 LVEF—ERFEETL LD
Kb TEFVIY yRF V7 7HICHT 2EBE,
FEREBEIVHIOBLEVEEINEY, H ) RHEkOF
B - BICAHV SRS ST AR LTI, $50%
BREBVPEZSZET L. BEOF A4 TIIHAHEBH A
%\ 2%, toxic epidermal necrolysis (TEN) B O $EE
BEBLETERIZALRS (K2)%. BEREN &
W2, WHAEAR CD4+ T MR § 512, BB OHE
RPEEEFETILESANON TR, ZoHEHBE L
T, HIVIZ X D REEZHM L T 2 CD4*THIME
(regulatory T cell : Treg) DB LCHEREETHAE L <
Ry, ZOBR TUVF-—REHL LAHEBETS
EDOM|ERALNDY, F 7o, HIV BREHBE T, EBV,
B4 PATOTAINVA, HHV6 HHVT? 2 O 4 2
TANVZAOBHEEILEAOK, FROEDTANVADIE
BRAE~NOEEDEDNTVE. 2030, REHE
SAEETE (immune reconstitution syndrome) (24 5 38
BoOMIMONTWAEY, ZOHGE, HIV BRI THE
EINTWAREY AT L%, A% HIVEEICL
DEE LR, BRIH T2 8BRESEREEI NS
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