(88)

R

F1a AIDSICEHLETENIZABIVIGEEASENLI-FEH
HEE WEE | En/nn WESK BEtE-2fHE  |oDa/u|| BBE®| xFoqrgex VIGHGE | s | e
1996 m%mo ML 6ok ,,\.auw.wm%c_% $1=Hii% 20 | m#EHL L 0.4g/kg X 4B T P
1999 n_sm TGl 31/m FESEUED | rEvTSXRig| 40 50% HL 0.4e/kg % 26 R HL s
2003 |Tan A | 39/M %&.ﬁmow umm& WE T%W,N\wmnmﬂw%m 94 90% L B 1g/kg x 2B 1L Pt
T L
2003 |TanA S| 64/M | aRJEXRHI—L HhU=His 67 | 40~50% vm_%mmunmm meﬂawn 1g/kg x 3B R L i
2004 o_mmm Pl sa/m FESE (5F) hEE AT 300 | 80~90% 1L 0.4g/kg x 3B 7L AW
Fib  AIDSIZESFLI-TENIZM 3G BB EMENL-EH
M.,\n%..\.r., va
=L UZFTF :
2005 | N2 | gim | Doz AREY | s 15 | eon | TPOLO0SExIHE #L PR am
> J— L, FOT €
1 /—iL(E%)
STITZNANK | apopzne - 2 < mPSL 1g X 368 4
2008 | B8R | 6I/M | v.¥yoorty owwmmﬁ M%ﬂ\xﬁwf 21 | 20~30% | PSL50me/ BAGRASEL | 0.1g/kg x 5B R o_u_u_wﬂmmmﬂ afl

CMV: A hAH BV, PE: BEIMFEZHBAGE. OFPP: —HE:BMFTingx







mPSL/\J)LRX  1,000mg/H

w

_uw_uﬂ_.:@vmo 40

kgt | B I |
B § s (oFPp)

A HyaElL B e )
E2SE 5 R (ILEES) II NIAZLIREL

ISEE/ N aTAS

30 2 e

MRSABR I fiE

. Ui, thaIR% . LEIERS

T rr T T T Tl

12/21 12/23 12/25 12/29 12/31 1/4 1/7 1/15 1/22
12/26 1/1









REEXBRICE O L 7 BFERIACE D 1 4

NI RBTHEY AertsEsR Y wETY BrApg—?
A EHIER IE:S: ik IEE " BHRFR

Kohei Ogawa, Chika Nagashima, Kana Kitamura, Shoko Yokoi, Nobuhiko
Kobayashi and Hideo Asada

Ryuichi Noguchi and Tsuyoshi Masutani
Hideki Asai and Yasuyuki Kawai

HBRRIERAY HERY, RE3INE?Y, AkaGEEr 57—
T634-8522 %= B RAEIFTT MU 4ET 840 ZFih

NEEE

40 BB, 11 BECRE L-EBHERIBRICH LT, H 10 FR7LV F=Yr
AERNRLTCWE, BlE, L¥EHICERETDHANKE L RE, NER L EIFITRRE
L, EfEkigsE & E0R/2IFBRAERE 2> T\ o OB ABE L7z, Tzanck &
EACEMEZ R, PCR TABNZ &R D & ABHARIES 7 A /LA DNA 2R
HL, FAKEE2H LT, &Rk E DIC 2&80FL, 77 o AmME
IR, AFaA R RFRERCMERRE LR EOBRPREEZITo 7205, A
4 BEIKBINZ, YURZ 777 5—%HTHKEBEXEELLSTL,
BEZETHEEA,

ST} RAKE, FF%, DIC, BEMAISSE, 27 A K



HLDIZ

REBII/NRONKREG A 7 A NV AERBIET, KEHKESZ VA LRA (VIV) ©
PR L 5, B CIIoRRERHS B/ L, RRAKE LEMEmIZHD Y, K
ANBEFTIIRRRCHR R EE2 LT, BERT I NS, SEFH A
1T, BIBERERT a1 FRRPOBEEERIBRBEICEEMAKELIIEL,
SHEAFRE DIC OO E L 1 HAEZRBR LT, BETOXLEBMABZEL ML
THET D

E Bl

BOE0m B

F P BE, EE, ERBLOLEFEPLICIERTHIKE

FKIREE : B e

BEAEME : 11 5% HEMERBR, 30MELY 7L K=Y 2 10mg~15mg/ B %
FERICE OB L2 5 RNARL Tz, 37 3% RIEMELEME), 405% H5E
HEMEIE BT, REOREBREILAR, KEY 7 F o OBREITARHE, B 5neF
B, MRIHRBOIEFEIT A2V,

BREE . PR 19 11 A7 HIC2FERREBATROEREELCL, LE7
Xt ok, YVFABTINTRITI/ 72 N T TR
AEGPAFL VYY) FL— NREHIZRA LB Lieho7, 11 B9
HLD 3TCEOWMEEIER & & iz, £&UTHER, S, FRICKEIKET
D/INKBERZFE L CE/-OIRERNR %2 U, MIRKRE CAMKES & iF
BREREE A IER SN 7o BB B N, 11 A 10 BIZHIOEERNE2ZZ L1-
k A, KE#EDLN/ IZ 7oL 3,000mg/ B AN, F-KER%

ZEPpHon, RIBYREZEMAZZ L, MSETERL, 2HEDR, EH
&EM%@%&H% EEEA RO DBRB AR E -,

ABERFBAE : &k 166em, {KE 58kg, BAGEW. (RiR 37.6°C. IRMEREIC#
Qi L, o, MMEEAL. @%H¥MTE%F B ERDIR L, EREHF

SAETREIE AR, BERBTRIEOE R Ao U, #EBEEREN, M, SHES, AIMER,
ZPOICERIRO/NKBESEE I CEZHE L, KRN O RKRERBEOPOIEE %
FHEIREMPBEL Tz, OB A, HIRIFIZFEALRbN T, BAER
X ARSI & /b RE A FRO T (Fig 1),

MEBREFT R, : ¥BC 38,000/ul, RBC 513X 10'/ul, Ho 16.0 g/dl, PLT 11.0
X10'/pl, CRPO.9mg/dl, TP7.8¢g/dl, AST 595 IU/1, ALT 449 IU/1, LDH2, 195
IU/1, ALP 207 1U/1, y-GTP 160 IU/1, T-Bil 0.5 mg/dl, Glu 153 mg/dl, BUN




12 mg/dl, Cr 0.69 mg/dl, Na 138 mEq/1, K 3.4mEq/1, C1 101 mEq/1,

A NVAFRRE : Tzanck RABR TRENEPIZ T A A AEMRIA 2 S

(Fig. 2), ELISA "Crifn VZv-IgG Hifk < 2.0 (Falk), HU vZv-TeM #ifF 0. 19

(Fath) T - 7. PCRIZ L O KERER L UK A& VZV-DNA A L 7,
FARERR CT : MWER CT TIHH &R R BUAREO Aotz ET-I8H CT TIEE
BEXEEEFADALONT,

e (Fig 3) : FRAAE &L, 72726127 > 7 /L T50mg/ RO
SRR BRME Lo, ARE2 B BICBREOEMRBN A b7, MEHRE T
AST 3,169 IU/1, ALT 1,969 IU/1 &JFFREEEIT S HIBPEL, PLT 3.6X10'/pl
CHEAL, T b s B UiEME 36%IE T (T0%-140%), FDP 435.0 pg/ml EF
(<5.0pg/ml) & BE #5BOT, KB ) BAERBMERF KK ODIC L2l L,
A IEEA ARAA— b 2,000mg/ B, ¥ /30 A K2, 500 B/ B, P i
1 WAT/BER, E s a7 Y s 1g/R, AFL7L R=var /0 1, 000me/
Q4B L7, APt 3 AEICHERL ~AEO0RMELELOD, BEEORE
AHEEE L UGS IRAEME I SEE N IR L=, D ARIBIZ a2 R TH X 9
\ oot MLRIBREE TIEL WBC 49, 600/ 11 (stab 26% , seg 53%, lym 2%, aty-lym
0%, eos 0%), AST 4,043 IU/1,ALT 2,059 iU/1, LDH 10,760 IU/1, 7w bhmy
b iE M 38%, FDP225.0ug/ml, D 44 ~— 216.0pg/ml (0.0-1.0pg/ml), 7
vF oy EVIEE 67% (80%-140%) TH 0 iEA# B o7, Fiz, Alb
2.9 g/dl, ChE 217 IU/L, IgG 706.5 mg/dl &HFFRREDIET L REsra7 Y v
DFE B H B, [ B M2 A RETT L7223, BHSG 2 R 20 43 (2%
FOEBRAEN HIREREL L, Bk L, [EREL, ALRERERBLIUR
NIV ORBERE 2B Ui, BRETGCIROEE U, LIz I v
S AUDHITER U, AT RL T UvBLORT Y I oBE5E2BMLTZH,
APt 4 A BIZHRAICHMERT & OB AGET L, RHARIIKIRS 7,

Z B

KB IRILGRH A HEEBNICAR L, 108 E TN 0%NERETLH D S0
T RE T dh B, JEW IR <, 12 A FOIEFIT 10 B RIRTH% THRIRIE
5V, JE, EMAEE GIETERER L OEMEBLHT 5 BELHAN
CIEREETAZENH Y, Hi%, Bk, BiMK, DIC E4&09 570,
Tunbridge & ®' {TEFE(LO U R 7 LA H5uE R 2 EOIRE & LT, FEERE
T, AL O (LSRR £ 7SR RaEE, 12 »AUNOEERE, 18
MR R RITE NG, VBRI EoERBEATF oA F (7L =Y o CHBE 40ng/
ALLE), faiESimmsE, EHEAT oa FOEMMES, HIV &R, HAE® TR



UROHFAER, EmiEFTns, SLICHEELE FRTERE LT, MER
SREMR, BWIZERTLKE, HMER (L&, $EeHm, Fi, #Heg8im),
FHRAELR, 6 BRI ERMET DRI L AEFAEL T, 1 U X7 HRFHIKE
ICRB LGS, DOVWREELTIIIELAHEI23, ARESETEE:
AT AL IMRL T B,

BEMREDH D VENA Y 27 BARBERFOIREIZIZIT 7/ 0 10ng/ke %
SHFH Z & IZRiHETHWY, BEIXFTEEAIR Y /05, KIEA BRI %M
STEBEEPOEBT LI EREELWEEINRD T, KBICK DRI, Uit LT
EEGRETIF I VA7 IFT—FPORE FROATRBT D Z EREWE, FFR
BIZELFPREFNICHEINTVWD Y. FREICH LT, BREZEHNOOBER
BT 7 a B NRENER LR PRl Z 0 L Tlkd LBTERY 2
MESNTVD, ATA M3 AFECOImEZHBELELRA SN TV S,
WEEAEDEGIERIER 2 BMUMIZIEL LT A,

BRAIO X D IEBERBAORGPCHEKE S LEMNLBES L
TV % (Table 1) 274 1 W0 S8 RAB 4 OJFRE & AVE BIE(L & DR R BHRIT
AAREFRY TIEITH TH o723, Table ]l OEFIVBEANTH Y, KEZBERFIZ
ATuA FREHFEEIN T, BEEKBRIIEERE U EEEELBY
RLARGEBEILEET 2 LG, (ZEAYOBREITKRENEEL LRIV
WACHD., £, T4 FABBAKREOREF TEAT oA FEFHK
BOWIEE /RN Y —Ic S L K=V a U 10me/ B ELEH BV B S
58 T00mg YUEOAT oA F2HEEIZENRBE~ E0RIMED Y X7 HF
ERBIENG Y, B OMBBEKRBABEIDKREERELONNA Y RAIHICE
EFho EHEHEND,

BEREUIREISMI R L, KoMt aErNE R Tx 20 E X ERELL,
A ThHot=Z b, MI0EMAT oL FERRLTWE=ZE LY, ~AU R
JHOBETHAELEEZ LN, £, KEMNBIZERL THY, AENEE
LT DIEA A OGNz, BN L VIEREZFHFZ TV, Table 1 12 L /-2
BT LEERE, MR, IR, EREIEUES E L CRRilahTwa, &
Wi, KEHRBE 7 A L2 X D HEARFRRAER, &2V ITFERL @ 12
ERTSERTH D LM SN TS, BEOKRE TIEA SNV LR S ERE
KETHLND Z LT, KBEELOUDESOkEL L THBET A RETHS,
A Y R BEBENARBICRB LSS, BEELOY A L2 REKIF, T
SO RINIRRERET D L NEETH S,



5 FASCHR

1. BWE kB, RFEEESRER (EEMEHE), 15%, & 1K, P,
B, 2003, 25-31
2 . Keene JK, Lowe DK, Grosfeld JL, Fitzgerald JF, Gonzales—Crussi F:
Disseminated varicella complicating ulcerative colitis. JAMA 1978;
239:45-46
3. MEF, KLikz, GIEKF  MEREAT 04 RigkhOWRGERER
(ZEEAKELZ S L 1 F STEKRIERE 2001 ; 26 ¢ 345-348
4. NIERE, HPR, EESE, RNFIE, WHEEE  BSERSRIZE 0
L= 25 HAE#IRIEZ o AV AREAE | HIfRE]. ZEHE 2006 ; 23
144-146
5. LeeS, ItoN, Inagaki Net al: Fulminant varicella infection complicated
with acute respiratory distress syndrome, and disseminated intravascular
coagulation in an  immunocompetent  young  adult. Intern  Med
2004;43:1205-1209
6. Tunbridge AJ, Breuer J, Jeffery KJM et al: Chickenpox in adults—Clinical
management. J Infect 2008:57:95-102
7. Pishvaian AC, Bahrain M, Lewis JH: Fatal varicella-zoster hepatitis
presenting with severe abdominal pain: a case report and review of the
literature. Dig Dis Sci 2006;51:1221-1225
8. Morales JM, Abarca M, Prieto C et al: Acyclovir therapy of severe
chikenpox in an adult renal transplant patient. Nephrol Dial Transplant
1987,2:376-377
9. Tojimbara T, So SK, Cox KL et al @ Fulminant hepatic failure following
varicella—zoster infection in a child. Transplantation 1995;60:1052-1053
10. Triantafillidis JK, Cherakakis P, Papalouca E et al: Severe infection
by varicella virus in an adult with ulcerative colitis : Favorable response
to acyclovir treatment. Digest Liver Dis 2002;34:383-385
11. Mouzas TA, Greenstein AJ, Giannadaki E, Balasubramanian S, Manousos
ON, Sachar DB: Management of varicella infection during the course of
inflammatory bowel disease. Am ] Gastroenterol 1997:92:1361-1363
12. BLARSC : EIBME KIS, IERE (EARIER, RKRHELR) , 3%, 68
MR, EEEIE, HIE, 2003, 6-29, 996~1ooo

SRR, TEILEESS - SN - 7 o — RBR O T RBR
DIFREE. BT LA 2008 ; 96 @ 2456-2461



14. Stuck AE, Minder CE, Frey FJ: Risk of infectious complications in
patients taking glucocorticosteroids. Rev Infect Dis 1989;11:954-963
15. Kirschner S, Raufman JP: Varicella pancreatitis complicated by
pancreatic pseudocyst and duodenal obstraction. Dig Dis Sci
1988:;33:1192-1195



A Case of Fatal Adult Varicella in A Patient with Ulcerative Colitis.
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Abstract

A 40-year old man, who had a history of ulcerative colitis since 11 years of
age, was taking prednisolone 10mg per day. He consulted our hospital with
multiple vesicles on his face and upper-body, high-grade fever and lumbago,
and was urgently hospitalized because of a high white blood cell count and
severe liver dysfunction. Tzanck test demonstrated herpes virus-infected
giant cells in the vesicle fluid, and varicella-zoster virus DNA was detected in
both the vesicle fluid and peripheral blood on PCR analysis. We diagnosed
him as having adult varicella. He also had varicella-associated acute
hepatitis and disseminated intravascular clotting. He did not respond to
intravenous acyclovir as well as methylprednosolone pulse therapy and
plasmapheresis. He died on the fourth day of hospitalization despite
intensive care. This and previously reported cases suggest that adult
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varicella patients with risk factors tend to demonstrate a serious course.

BB L

Fig.1:

Clinical Appearance at The First Visit (a. face, b. hard palate, c. chest, d.
vesicles)

Fig.2 : Giant Cells Detected by Tzanck Test

Fig.3 : Clinical Course

Tablel:
Cases of Severe Adult Varicella in Patients with Ulcerative Colitis Treated

with Systemic Corticosteroids.
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Fig.1c
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Mean t SD echo score for five patients with Hurley stage |
disease was 11'60 * 6:43; for five with Hurley stage I
1740 * 7-44; and for nine patients with Hurley stage I
41-00 + 26°62 (P = 0-018 vs. stage I; P = 0-045 vs. stage 11),

An echo score > 85 has sensitivity of 84-2% and specificity
of 94:7% to diagnose HS (AUC of ROC 0:961. 95% CI 0-904—
1:018; P < 0-0001).

Increase of thickness of the epidermis and of the dermis has
been described in two earlier studies, one comprising seven
patients® and another enrolling 15 patients.® It was also
described in two case reports.”® An increase of the dimen-
sions of lymph nodes adjacent 1o affected areas in patients

with Hurley stage Il disease has also been reported as an

important US finding.’

The importance of US findings o grade severity of HS is
described for the first time in the literature. This system
may be a considerable clinical aid to the physician. Evalua-
tion of patients with HS has been based until today on the
patient's self-assessment and on the physical examination, so
evaluation may lack objectivity. The presented US findings
may be a considerable clinical aid for the follow-up of the
patients and for clinical trials assessing the efficacy of novel
therapies.
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Clopidogrel-induced acute generalized
exanthematous pustulosis with elevated Th17
cytokine levels as determined by a drug
lymphocyte stimulation test

DO 10.1111/).1365-2133.2010.09705.x

Mapam, We present the first case of acute generalized exan-
thematous pustulosis (AGEP) with a positive drug lymphacyte
stimulation test (DLST) for clopidogrel and elevated interleukin
(IL)-17A and IL-17F in the culwre supernatant, which suggests
that Th]7 may be involved in the pathogenesis of AGEP.
Treaument with clopidogre! was initiated in a 75-year-old
man after insertion ol a stent following myocardial infarction,
Seven days later, he developed extending erythema with
numerous small, nonfollicular pustules on the forearms
(Fig. 1a), trunk and face which was accompanied by a fever
(381 °C). Laboratory investigations showed marked leucocy-
tosis (1229 % 10°L7')  with a newrophil coumt of
109 x 10° L' and an eosinophil count of 0-13 x 10° L™,
The C-reactive protein level was elevated at 66 mg L™ and
the estimated glomerular filration rate was decreased at
46 mL min~' per 173 m?, yet liver function tests were nor-
mal. The patient had a medical history of psoriasis vulgaris,
which had been well controlled with a potent topical steroid.
Skin biopsy from the right forcarm demonstrated the presence
of a subcorneal infilirate of neutrophils, spongiosis, and
ocdema of the papillary dermis with an infilrate of lympho-
cytes and eosinophils. Psoriatic changes such as acanthosis and
parakeratosis were absent (Fig. Ib). Based on the clinical and
histological findings, AGEP," possibly due to clopidogrel, was
diagnosed. Although he was also taking other drugs, the tem-
poral relationship with clopidogrel suggested this to be the
cause. For accurate diagnosis of AGEF, the European study of
severe cutaneous adverse teactions” suggests the use of a vali-
dation scorc 1o determine its presence. Based on this system,
our case scored 12712 points, representing a definite case of
drug-induced AGEP. Therefore, clopidogrel treatment was dis-
continued. The temperature returned to normal (360 °C)
7 days later, and the skin eruption healed by desquamation,
followed by full recovery within 11 days afier discontinuation
of clopidogrel treatment. To identify the responsible drug,
after informed consent was obtained we performed a DLST,
which yielded a positive result for clopidogrel at 1/10 000
dilution (clopidogrel, 4215 c.p.m.; comrol, 1016 c.p.m.), but
was negative for other drugs. As a control, a DLST performed
using lymphocytes from healthy donors was negative for
clopidogrel. In addition, the levels in culture supernatanis of

© 2010 The Authors
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Fig 1. (a) Ocedematous erythema with numerous nonfollicular

pustules on the forearms. (b) Histology showed a subcorneal infilrate
of neutrophils, spongiosis, and oedema of the papillary dermis with
an infiltrate of lymphocytes and eosinophils (haematoxylin and eosin)

IL-17A and IL-17F, which are produced by Th17 cells, were
elevated (IL-17A: clopidogrel, 237-8 pg mL™'; contral, not
detected; and IL-17F: clopidogrel, 1873 pg mL™"; control,
not detected). On the other hand, the serum IL-17A level was
below the detection limit (< 60 pg mL™'), and the serum
IL-17F level was elevated (clopidogrel, 265-0 pg mL™'; con-
trol, 1202 pg mL™").

© 2010 The Authors
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AGEP is a rare and severe skin eruption, of which 90% of
cases are induced by drugs such as antibiotics, calcium chan-
nel blockers, carbamazepine, antimycotics, nonsteroidal anti-
inflammatory drugs and paracetamol,’ but clopidogrel has not
previously been reported as a cause of AGEP.

The mechanism of AGEP is not fully understood, but drug-
specific CD4+ T cells have been considered to be involved in
neutrophil-rich inflammatory responses and to orchestrate the
immune reaction directly by the production of IL-8, a chemo-
attractant for neutrophils.” On the other hand, it has also been
liypothesized that AGEP might be induced indirectly via the
production of IL-17, which that induces IL-8 production;”
however, this has not yet been proven. In this report, we have
presented the first case of AGEP with a positive DIST for clopi-
dogrel, and elevated IL-17A and IL-17F in the culture superna-
tant. Although it is limited to a single case, our study suggests
that Th17 may be involved in the pathogenesis of AGEP.
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