BAZBNFEMEE MBS EatREBBORMEERE)
SRS E

HAEE S, SEORCHIATA
BroEsHEE - B

BHoEd % - LGRS
RAREF

RALRFERFREFRIIERZERNFZTE  #R
FAERZERZGREZR AR ERE0E  #HER
RAARFRFREFZR AR RERNFTE  KRE¥ERE

MRES

BWEE, ROBELZEME THREER T, AMEMLEILRE, pZRER, &E
g - BEAIO 3N SEEND, AATIHEEBHELZBRWVLT, —RAL —RERE
BRE CORAMEDRVVERTH D, HRANZIFZDRWNWEEZZ LN TWAD, &
RADKBY REFE T D A& 132, RAMENMENZDIZB RN TIZFDHEENE
BLUHIELSBZON TS, EITHRERER & S5 858 - ERAE ClE, &
el b LEmEFRTICETEOERREEZ S 20, BEO QL DK TFREL
<, HEAFE ECHELRDZ LB,

B OREIIRATH D08, LD THFRAE =BT 5B RGERDOE
W o BEMENTEREIND LD o TE, 6 O HRGE R OEBEOE i
ITAASRCANBEZIEZEINIAE D RNE S, MH00 NEESCELRFIE &
ZHoTHRELTWAZENBEEENTND, LLARRE, FMREEFB
SOREITE L B SNOOBH VIR THY ., FMITE OFRHATH S, £-EAR
NZBITHDRIEHEELGAFHETHY, BRANCBITOIERZRETHILERD S,

B ERE OEFEHAE, BLEERREZB IR ) OB B — il EE
DEZWERBI /) Z Lid, WELRFREE THDH, £ 2T, Tk 26 FEIITEHD
PWEELRET A LICEREE S, DAL EEEHEREELZERE L,
TNOESZ M ATEICE D& | Ak 27T FEITIL, BEROEFHEDT-DIZ, &F
DFEEBERIZT V7 — FNRABEEZIT 77,

FERIBIEE - BT & Lz, EERRICIE
23" - BT OBE 2 RETT D729

(. BN - SIETIEER A DS RIS
A. BIREEH EENnD EBESh D KRRl =

C BIEERDTHTH 2 1EHKOR R
FREBAC LY fHTe = & 2 ARRFZED B
ET%, ANTE W EDBIEHE R
NIRRT DIRRBIE - MRIZEDSE,
HARANTOBEEEDOZESR, BlioiE =%
WETLHZLEERE LT,

B. #FZEHE

Rk 26 FFREIZRE LTIl OZW
FVE BHEEHELE, BRI E D
Lz, EEOEEERERICT V7 —
NAEEIT o 72, T DS KEEITE

RKELTT v 7r— hasft Lz, B
EH X, BEZERCEN., 258, B
B ER (RTaA REEBR) &2
Wrahi-BEHTH D, EF~DT
r—brEFEERE LEMETHSHDT,
fRERE ~DEEIXRFIZ 720,

C. R

2ET 113 MR D KRR ER 56
T v N ERREAE L, 62 FERR ) S E]
K fEi- (BN 54.9%) . BE=4E
MR, B8, EERRER L2k



SNTZEBEEIL. FNEh 1881 4.
814, 8184 CTh-oT-, —fiakdH7=V
DOFEL, BB, B EROVEE
FEHIT.FNEN30.44.1.34.14.2
ZHThHolz, EHEOBETIE., BT
R BREER, AR, KR,
PARE, BEEEDIRICHRENZ, &
BECIERIRE, BHEER, SR, HFE
BT L ULEDOHRENE SN, AO
100 FABH-0IZHET S &, BT
FRBRO 714 £ &bH% <, KD
THIARE & ZHIRIZ 50 4L EoRE
FeREINTZ, AR 100 T AHTD
DOERE, B8, EIREEREEHE
ITFNFNEET18.64.0.74.8.7
G ERE N,

D. %
AEOFE TIX, REFREEER %
T ARENSEE L, 62 sk b EE
BT, EE-CIEERE Bk O bt
& < Z DEAIX, RERBEIZHE
NENBZ EFEL VW EREEN
4=, A EIOFHE T OEEE-OE kR
BERADEHIFESLEEINTND
EEZD, BEREED EEDERE
FiL, ERREERA SN Z 8%
WEHEE SN DR, L—P LB E
A DT % 5% T D HEEICIL. KER
FREZERILAAZZ2 L TWAHTHA
Vo TNHEERLRD E, SEIOHFHED
B EOBRENPBEL TS L H
s2Inb,

E. &

g% 26 FEEEICERE LIoiBEE D2 E
Y EEEHIELYEE, WRAZEE T
o, RERREEERZ K E LS
FREZITo 7, BEHROERIE R ORKR
RTIE, AR THLERE, 7
L EEEAEATC, BR B — 7 =R
fRAT. 24 ) A— 7 T AR Y
DRI - T FEAT DT DAL TR,

3Rz IE, BARNTOREFNDOEREH S
BT RO NS EEEZ D,

F. @FRakRE#R
L

G. WFFRE
1. TR
1.Watanabe M, Noma H, Kurai J, Sano H,

Kitano H, Saito R, Kimura Y, Aiba S,
Oshimura M, Shimizu E: Variation in
the Effect of Particulate Matter on
Pulmonary Function in Schoolchildren
in Western Japan and Its Relation with
Interleukin-8. Int J Environ Res Public
Health2015 Nov 9;12(11):14229-43.

. Azmahani A, Nakamura Y, Ozawa Y,

McNamara KM, Fujimura T, Haga T,
Hashimoto A, Aiba S, Sasano H:
Androgen receptor,
androgen-producing enzymes and their
transcription factors in extramammary
Paget disease. Hum Pathol. 2015
Nov;46(11):1662-9

3. Kimura Y, Fujimura C, Ito Y,

Takahashi T, Nakajima Y, Ohmiya Y,
Aiba S: Optimization of the IL-8 Luc
assay as an in vitro test for skin

sensitization. Toxicol In Vitro. 2015
Oct;29(7):1816-30.

. Watanabe M, Noma H, Kurai J, Sano H,

Saito R, Abe S, Kimura Y, Aiba S,
Oshimura M, Yamasaki A, Shimizu E:
Decreased pulmonary function in
school children in Western Japan after
exposures to Asian desert dusts and its
association with interleukin-8. Biomed
Res Int. 2015;2015:583293. doi:
10.1155/2015/583293. Epub 2015 Apr
28.

. Kambayashi Y, Fujimura T, Furudate

S, Asano M, Kakizaki A, Aiba S: The
Possible Interaction between Receptor
Activator of Nuclear Factor Kappa-B
Ligand Expressed by Extramammary
Paget Cells and its Ligand on Dermal
Macrophages. J Invest Dermatol. 2015
Oct;135(10):2547-50.

6. Tono H, Fujimura T, Iwama E,

Kusakari Y, Furudate S, Kambayashi
Y, Haga T, Hashimoto A, Aiba S:



Merkel Cell Carcinoma Concomitant
with Invasive Bowen's Disease:
Immunohistochemical Investigation of
Tumor-Infiltrating Leukocytes. Case
Rep Dermatol. 2015 Jan 14;7(1):1-6.

. Fyjimura T, Kambayashi Y, Furudate

9.Yu Z, Ono C, Aiba 8, Kikuchi Y, Sora I,
Matsuoka H, Tomita H: Therapeutic
concentration of lithium stimulates
complement C3 production in dendritic
cells and microglia wvia GSK-3
inhibition. Glia. 2015 Feb;63(2):257-70.

S, Kakizaki A, Haga T, Hashimoto A,
Aiba S: Immunomodulatory effects of
peplomycin on immunosuppressive and

H. FEFTEHED HRE - BEIRDL

A
cytotoxic cells in the lesional skin of (T%:ﬂ:?g,—‘s‘ )
cutaneous squamous cell carcinoma. }iﬁ L‘ RTUS
Dermatology. 2015;230(3):250-5.

8. Watabe A, Yamasaki K, Hashimoto A, 9. EFIERLE

Aiba S:Retrospective evaluation of 2L
conservative treatment for 140 ingrown

toenails with a novel taping procedure. 3. F D
Acta Derm Venereol. 2015 2L
Sep;95(7):822-5.

%5 3Lk

1. Crawford, G. H., M. T. Pelle, and W. D. James. 2004. Rosacea: 1.
Etiology, pathogenesis, and subtype classification. J Am Acad
Dermatol 51: 327-341; quiz 342-324.

2. Yamasaki, K., A. Di Nardo, A. Bardan, M. Murakami, T. Ohtake, A.
Coda, R. A. Dorschner, C. Bonnart, P. Descargues, A. Hovnanian, V. B.
Morhenn, and R. L. Gallo. 2007. Increased serine protease activity and
cathelicidin promotes skin inflammation in rosacea. Nat Med 13:
975-980.

3. Yamasaki, K., K. Kanada, D. T. Macleod, A. W. Borkowski, S.
Morizane, T. Nakatsuji, A. L. Cogen, and R. L. Gallo. 2011. TLR2
expression is increased in rosacea and stimulates enhanced serine
protease production by keratinocytes. o/ Invest Dermatol 131: 688-697.

4. Spoendlin, dJ., J. J. Voegel, S. S. Jick, and C. R. Meier. 2012. A study on
the epidemiology of rosacea in the U.K. The British journal of
dermatology 167 598-605.

5. Berg, M., and S. Liden. 1989. An epidemiological study of rosacea.
Acta Derm Venereol 69: 419-423.



[IV]
RBEOTITIZET 5 —EXR



RRC

FRREL

HSCH A NIVE

FRanh

Numata S, Teye K, Krol RP,
Karashima T, Fukuda S, Matsu-
da M, Ishii N, Furumura M,
Ohata C1, Saminathan SD, Ar-
iffin R, Pramono ZA, Leong KF,
Hamada T, Hashimoto T

Mutation study for 9 genes in 23
unrelated patients with autosomal
recessive congenital ichthyosis in
Japan and Malaysia.

J Dermatol Sci

78 (1):82-85, 2015

Pemphigus herpetiformis with IgG

Koga H, Tsuruta D, Hash-
imoto T

garis: Successful disease con-
trol with cyclosporine.

On HR, Hashimoto T, Kim SC autoantibodies to desmoglein 1 and | Br J Dermatol 172(4):1144-1146, 2015
desmocollin 1.
Production of numerous auto-
Hashimoto T antibodies in paraneoplastic | Br J Dermatol | 172(4):849-850, 2015
pemphigus.
Ishida S, Takahashi K, Ka- | - 3¢ of subepidermal auto-
naoka M, Okawa T, Tateishi | Toune bulous disease wit
C Vasubochi A Tehii N. 1, | Psoriasis vulgaris reacting to | J Dermatol 42(4):391-393, 2015
X, Hashimoto T ’ Aihara B’/.[ both BP180 C-terminal domain
) mEEEEEE and laminin gamma-1.
L. - Pemphigoid with antibodies to
Imanishi A, Tateishi C, |4, .. "1 BP180 and BP230,
Imanishi H, Sowa-Osako J . . o
’ ’ | associated with psoriasis vul- | J Dermatol 42(4):394-397, 2015

Hirakawa Y, Oiso N, Ishii
N, Koga H, Tatebayashi M,
Uchida S, Matsuda H,
Hashimoto T, Kawada A

Mucous Membrane Pemphi-
goid with Immunoglobulin G
Autoantibodies to the 120-kDa
Ectodomain of Type XVII Col-
lagen (BP180/Linear IgA Der-
matosis Antigen) in a Patient
with Idiopathic Thrombocyto-
penic Purpura.

Acta Derm Ve-
nereol

95(4):493-494, 2015

Kanwar AJ, Vinay K, Var-
ma S, Koga H, Ishii N,
Hashimoto T

Anti-desmoglein anti-
body-negative paraneoplastic
pemphigus successfully treated
with rituximab.

Int J Dermatol

54(5):576-579, 2015

Matsuda H, Oiso N, Ishii N,
Sato M, Tatebayashi M,
Hashimoto T, Kawada A

Bullous pemphigoid in infancy

showing epitope-spreading
phenomenon: recovery with
topical therapy.

Acta Derm

Venereol

95(5):610-611, 2015

PriBmann W, Prifmann J,
Koga H, Recke A, Iwata H,
Juhl D, Goérg S, Henschler
R13, Hashimoto T, Schmidt
E, Zillikens D, Ibrahim SM,
Ludwig RJ

Prevalence of pemphigus and
pemphigoid autoantibodies in
the general population.

Orphanet dJ
Rare Dis

10(1):63, 2015

Vorobyev A, Ujiie H, Recke
A, Buijsrogge JdJ, Jonkman
MF, Iwata H, Hashimoto T,
Kim SC, Kim JH, Groves R,
Samavedam U, Gupta Y,
Schmidt E, Zillikens D,
Shimizu H, Ludwig RJ

Autoantibodies to multiple
epitopes on the
non-collagenous-1 domain of
type VII collagen induce blis-
ters.

J Invest Der-
matol 1

135(6):1565-1573, 2015




Minagawa A, Arakura F,

An immunogenetic study of
bullous pemphigoid with mu-

Koga H, Tokuda Y, Koga H, ; X .| Eur J Dermatol | 25(2):186-188, 2015
. cosal involvement in two sib
Hashimoto T, Okuyama R | ;.
ings.
Takayama N, Nakazono S, | Pemphigoid gestationis with
Kumagai J, Chiorean R, | IgG autoantibodies to both the 1 an.
Sitaru C, Ishii N, Hashimo- | 120 kDa LAD-1 and the BP180 Eur J Dermatol | 25(2):190-192, 2015
to T, Namiki T NC16a domain.
Kaipe H, Carlson LM, Erk- | Immunogenicity of decidual
ers T, Nava S, Molldén P, | stromal cells in an epidermoly-
Gustafsson B, Qian H, Li X, | sis bullosa patient and in al- | Stem Cells Dev | 24(12):1471-1482, 2015
Hashimoto T, Sadeghi B, | logeneic hematopoietic stem
Alheim M, Ringden O cell transplantation patients.
Anti-laminin  yl pemphigoid
Akasaka E, Nakano H, | associated with ulcerative coli-
Korekawa A, Fukui T, |tis and psoriasis vulgaris 0.
Kaneko T, Koga H, Hash- | showing autoantibodies to Eur J Dermatol | 25(2):198-199, 2015
imoto T, Sawamura D laminin y1, type XVII collagen
and laminin-332.
Mosa T, Oico N, ot | 5050 o burvanied
Tatebayashi M, Matsuda H, ous pemphis = Y1 J Dermatol 42(6):657-658, 2015
. anti-BP230 IgG autoantibod
Hashimoto T, Kawada A ies
Ohata C, Ishil N, Koga H, Coexistence of autoimmune
FlikUdé})S’ rI]‘;f‘telShl C, Tsl\l/}- bullous diseases and psoriasis: %errﬁxiol Acad 73(1):50-55, 2015
ruta LU, urumura ’ | a series of 145 cases.
Hashimoto T
Kato K, Koike K, Kobayashi | Bullous pemphigoid after al-
C, Lijima S, Hashimoto T, | logeneic hemaopoietic stem cell | Pediat Int 57(3):480-483, 2015
Tsuchida M transplantation.
Bullous pemphigoid associated
Okahashi K, Oiso N, Ishii | with psoriasis: a possible ex-
N, Uchida S, Matsuda H, | ample of an inverse intramo- | J Dermatol 42(7):758-759, 2015
Hashimoto T, Kawada A lecular epitope-spreading phe-
nomenon.
Gawaz A, Metzler G, Hert] | Lreatment of Al o nicch Der
M H h.’ o T. S h’ll M ti-Laminin-y1-Pemphigoid with matol Ges 13(7):696-697, 2015
- HASHINOLO 2. SehaLier mycophenolate mofetil.
Ishii N, Teye K, Fukuda S,
Uehara R, Hachiya T, Koga
H, Tsuchisaka A, Numata 5, Anti-desmocollin autoantibod-
Ohyama B, Tateishi C,|: . classical hi Br J Dermatol | 173(1):59-68, 2015
Teuruta D, Furumura M. ies in non-classical pemphigus.
Hattori S, Kawakami T,
Ohata C, Hashimoto T
Tsuchisaka A, Kaneko §, Presence of autoimmune regu-
Imaocka K, Ota M, Kishimo- 1 d b guf
to K, Tomaru U, Kasahara ator anc¢. ~ absence 0
. ’ desmoglein 1 in thymoma as- | Br J Dermatol | 173(1):268-271, 2015
M, Ohata C, Furumura M, . . A
. . sociated with a pemphigus fo-
Takamori S, Morita E, liaceus patient
Hashimoto T P '
Ueo D, Ishii N, Hamada T, | Desmocollin-specific antibodies
Teye K, Hashimoito T, | in a patient with Hailey-Hailey | Br J Deramtol | 173(1):307-309, 2015

HatanoY, Fujiwara S

disease.

Akasaka E, Kayo SJ,
Nakano H, Ishii N, Hash-
imoto T, Sawamura D

Diaminodiphenyl Sufone
-Induced Hemolytic Anemia
and Alopecia in a Case of Lin-
ear IgA Bullous Dermatosis.

Case Rep Der-
matol

7(2):183-186, 2015




Iino Y, Kano T, Adachi F,

A case of bullous pemphigoid
associated  with  psoriasis
vulgaris showing Hailey-Hailey

Suggki M, Nishikawa R, | disease-like . histopathological (]])em]fl:fol Acad 29(8):1646-1648, 2015
Ishii N, Ohata C, Furumura | changes in regenerated Venereol
M, Hamada T, Hashimoto T | epidermis without genomic
mutation in ATP2C1 or
ATP2A2 gene.
Vinay K, Kanwar AdJ, Mittal | Intralesional Rituximab in the J Derma-
A, Dogra S, Minz RW, | Treatment of Refractory Oral ¢ 151(8):878-882, 2015
Hashimoto T Pemphigus Vulgaris. ol
1asnimoto 1 pnigu g
Yan Y, Furumura M, Gouya | Shikonin promotes skin cell
T, Iwanaga A, Teye K, Nu- | proliferation and exerts an- Chin Med J 128(16):2228-2233, 201
mata S, Karashima T, Li X, | ti-inflammatory effect via pro- 5
Hashimoto T teasome inhibition in vitro.
Sueki H, Sato Y, Ohtoshi S,
Nakada T, Yoshimura A, | A case of subepidermal blis-
Tateishi C, Borza DB, Fader | tering disease with autoanti- Acta Derm
W, Ghohestani RF, Hirako | bodies to multiple laminin Venereol 95(7):826-829, 2015

Y, Koga H, Ishii N, Tsuchi-
saka A, Qian H, Li X,
Hashimoto T

subunits developing membra-
nous glomerulonephropathy.

Hashimoto T, Ishii
mitsu T

N, De-

Response to the Letter to the
Editor by Muro et al. The
mechanisms for pathogenicity
of autoantibodies to
desmogleins.

Acta Derm Ve-
nereol

95(7):872-874, 2015

Nomenclature for diseases with

Hashimoto T, Nishikawa T IgA anti-keratinocyte cell sur- | Br J Dermatol | 173(3):868-869, 2015
face autoantibodies.
Li X, Tsuchisaka A, Qian H,
Teye K, Ishii N, Sogame R, | Linear IgA/IgG bullous derma-
Harada K, Nakagomi D, | tosis reacts with multiple lam- | Eur J Dermatol | 25(5):418-423, 2015
Shimada S, Tateishi C, | inins and integrins.
Hirako Y, Hashimoto T
Shimada H, Shono T, Sakai
T, Ishikawa K, Takeo N, | Lichen planus pemphigoides
Hatano Y, Ishii N, Hash- concorr.litanywith ?ectal ade- Eur J Dermatol | 25(5):501-503, 2015
imoto T, Inomata M, | nocarcinoma: fortuitous or a
Tojigamori M, Ichimada M, | true association?
Kitano S, Fujiwara S
Development of mucous mem-
brane pemphigois with anti-
Okada R, Yamaguchi Y, | bodies to the B3 subunit of
Sawaki H, Hashimoto T, | laminin 332 and bronchiolitis | Eur J Dermatol | 25(5):505-506, 2015
Aihara M obliterans in a patient with
chronic graft-versus-host dis-
ease.
Jakubowska B, Kowalewski | Mucous membrane pemphigoid
C, Ishii N, Hashimoto T, | with severe stricture of the
Fraczek M, Ka- | esophagus mediated by IgG | EurdJ Dermatol | 25(5):510-512, 2015
linska-Bienias A, Sobocki | and IgA autoantibodies to
J4, Wozniak K LAD-1.
Bullous pemphigoid with IgG
Yamashita H, Ansai S, | autoantibodies to BP180
Ueno T, Kawana S, Koga H, | C-terminal domain and | Eur J Dermatol | 25(5):515-516, 2015

Ishii N, Hashimoto T

desmocollin 3 associated with
transverse colon cancer.




Iijima S, Okazaki Y,
Watanabe S, Tsuruta D,
Tateishi C, Ishii N, Ohata
C, Hashimoto T

A case of concurrence of an-
ti-lJaminin gamma-1 pemphi-
goid and scabies.

J Dermatol

42(10):1024-1026, 2015

Matsuda M, Hamada T,
Numata S, Teye k, Ishii N,
Ohata C, Furumura M,
Nakama T, Hashimoto T

A three-dimensional in vitro
culture model of Hailey-Hailey
disease.

Exp Dermatol

24(10):788-789, 2015

Hirano T, Higuchi Y, Yuki
H, Hirata S, Nosaka K, Ishii
N, Hashimoto T, Mitsuya H,
Okuno Y

Rituximab Monotherapy and
Rituximab-Containing Chem-
otherapy Were Effective for
Paraneoplastic Pemphigus Ac-
companying Follicular Lym-
phoma, but not for Subsequent
Bronchiolitis Obliterans.

J Clin
Hematop

Exp

55(2):83-88, 2015

Goto-Hamano H, Ito K, Sa-
kamoto-Kimura K, Terui T,
Ohyama B, Hashimoto T,

Autoantibodies Against Multi-
ple Epitopes in Bpl80 and
Laminin Gamma-1 in Subepi-
dermal Blistering Skin Disease

Indian J Der-
matol

60(5):521, 2015

Hara H Associated  with  Psoriatic
Erythroderma.
Lazié-Mosler E, Jukié IL,
Murat-Susi¢ S, Husar K, | Inflammatory  epidermolysis .
Skerlev M, Bukvié Mokos Z, | bullosa acquisita  in a | J Dermatol 42(11):1098-1100, 2015
Ishii N, Hashimoto T, | 4-year-old girl.
Marinovié B
Takahashi H, Sato K, Tak- q . .
. .. ubepidermal autoimmune
agi A, lkawa 5, Ishii N, blistering lesion in a case of
Hashimoto T, erms folle oo o | I Dermatol 42(11):1125-1126, 2015
Ishida-Yamamoto A, lizuka psoriasis successiully treate
H with cyclosporin.
A case of mucous membrane
Murata S, Sumikawa Y, | pemphigoid with immuno-
Takahashi H, Ota M, | globulin G antibodies to the
Kusatake XK, Niithara H, | beta 3 subunit of laminin-332 . i
Koga H, Hashimoto T | showing clinically Ste- | I Dermatol 42(11):1126-1128, 2015
Morita E vens-Johnson  syndrome-like
generalized blistering mucocu-
taneous lesions.
Atypical bullous pemphigoid
Ivars M, Hashimoto T, Ishii | with extensive cutaneous and
N, Bernad I, Lecumberri R, | mucosal erosions associated | J Dermatol 42(11):1128-1129, 2015
Espafia A with chronic lymphocytic leu-
: kaemia.
Uchiyama M, Mitsuhashi Y, | Anti-BP180-type oral mucous | Indian dJ
Tsuboi R, Ishii N, Hayaka- | membrane pemphigoid reactive | Dermatol .
wa T, Yasukochi A, Hash- | to both NC16a and C-terminal | Venereol 81(6):637-639, 2015
imoto T domains. Leprol
Ohzono A, Sogame R, Li X,
Teye K, Tsuchisaka A, Nu- | Clinical and immunological
mata S, Koga H, Kawakami | findings in 104 cases of para- | BrJ Dermatol | 173(6):1447-1452, 2015
T, Tsuruta D, Ishii N, | neoplastic pemphigus. :

Hashimoto T

Hashimoto T, Fukuda A,
Himejima A, Morita S,
Daisuke T, Koga H, Krol RP,
Ishii N

Ten cases of severe oral lichen
planus showing granular C3
deposition in oral mucosal
basement membrane zone.

Eur J Derma-
tol,

25(6):539-547, 2015




Makino T, Hara H, Mizawa
M, Seki Y, Hayashi M, Ishii
N, Hashimoto T, Shimizu T

Detection of IgG antibodies to
desmoglein 3 and desmocollins
2 and 3 in mucosal domi-
nant-type pemphigus vulgaris
with severe pharyngalgia and
hyperemia of the bulbar con-
junctiva.

Eur J Dermatol

25(6):619-620, 2015

Ohata C, Ishii N, Niizeki H,
Shimomura Y, Furumura
M, Inoko H, Mitsunaga S,
Saiki M, Shigeta M, Fuji-
wara S, Yamakawa K, Ko-
bayashi S, Kamata M, Ina-
ba M, Ito T, Uhara H,
Watanabe R, Ohtoshi S,
Ohashi T, Tanaka T, Suzuki
M, Sitaru C, Karpati S,
Zone JJ, Hashimoto T

Unique characteristics in Jap-
anese dermatitis herpetiformis.

Br J Dermatol

174 (1):180-183, 2016

Geller S, Gat A, Harel A,
Mashiah J, Zeeli T, Eming
R, Ishii N, Hertl M, Hash-
imoto T, Sprecher E

Childhood Pemphigus Foli-
aceus with Exclusive Immuno-
globulin G Autoantibodies to
Desmocollins.

Pediatr
matol

Der-

33(1):e10-3, 2016

Tsuchisaka A, Numata S,
Teye K, Natsuaki Y, Kawa-
kami T, Takeda Y, Wang W,
Ishikawa K, Goto M, Koga
H, Socgame R, Ishii N,
Takamori S, Hoshino T,
Brandt O, Pas Hendri, Fu-
jiwara S, Hashimoto T

Epiplakin is a paraneoplastic
pemphigus autoantigen and
related to bronchiolitis oblit-
erans in Japanese patients.

J Invest Der-
matol

136(2):399-408, 2016

Concha-Garzon MJ, Pé-
rez-Gala S, Solano-Lépez G,
Fraga J, Ishii N, Hashimoto
T, Daudén E

Ketoprofen-induced lamina
lucida-type linear IgA bullous
dermatosis.

J Eur Acad
Dermatol Ve-
nereol

30(2):350-352, 2016

Hong W1J, Hashimoto T, Kim
SC

A Case of Pemphigus Herpetiformis
with Only Immunoglobulin G An-
ti-Desmocollin 3 Antibodies

Ann Dermatol

28(1):102-106, 2016

Kalinska-Bienias A, Ka-
lowska M, Kwiek B, Jaku-

Efficacy and safety of perile-
sional/intralesional triamecino-

bowska B, Ishii N, Hash- 1 Sl ¢ oral Br J Dermatol | 174(2):436-438, 2016
imoto T Kowalewski C. | lone injections of oral mucous
i%/'nc?zniak ’K * | membrane pemphigoid.
‘Reply to: Clinical and immu-
Hashimoto T, Ohzono A, | nological findings in 104 cases BrJ Dermatol | 174(2):461-462, 2016

Ishii N

of paraneoplastic pemphigus”
reply from the authors.

Ise Y, Suga Y, Okumura K,
Negi O, Ishii, N, Hashimoto
T

A case report of erythematous
variety of bullous pemphigoid
and literature surveillance.

Acta Derm Ve-
nereol

96: 412-413, 2016

Inoue-Nishimoto T, Hana-

IgG/IgA Pemphigus represent-
ing  Pemphigus  vegetans

fusa T, Hirchata A, Ma- d by low titers of TeG and J Eur Acad | 2015 Apr 10. doi:10.11
buchi-Kiyohara E, Mizogu- }faxse t.g d.W o q g1' 5 | Dermatol Ve | 11/jdv.13158. [Epub ah
chi N, Matsumoto K, Ishii | & &7 POCIES 10 CESMOBICIN S | 1 oreol ead of print]
N, Hashimoto T, Tkegami R and IgA antibodies to desmo
T collin 3.

Causative drug detection by
Tomida E, Kato Y, Ozawa H, | drug-induced lymphocyte 2015 Aug 12. doi:
Hasegawa H, Ishii N, | stimulation test in | BrJ Dermatol | 10.1111/bjd.14069.
Hashimoto T, Akiyama M drug-induced  linear  IgA [Epub ahead of print]

bullous dermatosis.




Kamiya, K, Aoyama Y, Wa-
kashima C, Kudo T,

Atypical pemphigus with IgG
autoantibodies against

2015 Sep 2. doi: 10.11

Nakajima K, Sano 8, Ishii | o 0 "o™ 0 ecmecollin | @ Dermatol 11/1346-8138.13086. [E
N, Teye K, Hashimoto T, 3 & pub ahead of print]
Iwatsuki K, Tokura Y )
g:f;iii DA ’ K?l;n(;g[lmgh iﬁ Four cases of mucous mem- 2015 Sep 4. dois 10.11
B. M ’, : Sg H ’h' yt brane pemphigoid with clinical | Int J Dermatol | 11/ijd.12884. [Epub ah
rIII}a , orita o, DASIMOL0 | foatures of oral lichen planus. ead of print]
B A case with
Sato-Shibuya M, Dainichi T, | Brunsting-Perry-like localized ..
Egawa G, Honda T, Otsuka | subepidermal  blister  for- 2015 Sep_ 12. doi: 10.1
. ? . . . . J Dermatol 111/1346-8138.13084.
A, Hashimoto T, Miyachi Y, | mations and IgG antibodies [Epub ahead of print]
Kabashima K against unidentified basement P pri
membrane zone antigen.
Two novel missense mutations
I(_)Iyama N, Matsuda M, of STS gene underlie X-linked | J FEur Acad | 2015 Sep 21. doi: 10.1
amada T, Numata S, Teye . - o i i g
. recessive ichthyosis: under- | Dermatol Ve- | 111/jdv.13231. [Epub a
K, Hashimoto T, Hasegawa . . )
M standing of the mutational 1 | nereol head of print]
and structural spectrum.
Paraneoplastic pemphigus as-
Namba C, Tohyama . M, sociated with fatal bronchiolitis 2015 Oct 28. doi:
Hanakawa Y, Murakami M, . .
. obliterans and intractable mu- 10.1111/1346-
Shirakata Y, Matsu moto T, L . J Dermatol
g K. Tshii N. Hash. cosal erosions: Treatment with 8138.13160. [Epub
SUEmOor: S > sl AN, Lasl | evelosporine in  addition to ahead of print]
imoto T, Sayama K steroid, rituximab and IVIG.
Mk N Demiu 1| 2o persneonlaeic s
Umemoto N, Nagashima K, . . - 2015 Oct 28. doi: 10.1
N goid with IgG anti-BP180 )
akamura T, Kakura M, i . . g J Dermatol 111/1346-8138.13170.
C-terminal domain antibodies .
Nakamura S, Yamada T, . . e [Epub ahead of print]
Ishii . associated with psoriasis and
shii N, Hashimoto T ) ; .
SEESRSe primary macroglobulinemia.
Arakawa M, Ohata C, Tsu- A 4 prol d ¢
ruta D, Ishii N, Sogame R, efr?vflli'eo?g ngt(;l’giierliscassu(c)~ 2015 Nov 2. doi:
Nakama T, Yasumoto S, pempuig g . .. | BrJ Dermatol | 10.1111/bjd.14265.
L. cessfully treated with combi .
Yokoyama Y, Takeishi E, | ~.. "5 apies [Epub ahead of print]
Hashimoto T ’
Izaki S, Ito K, Ishii N, . .
Hashimoto T, Fujita H, Te- %)nfi?ntllz hnegr IgA/IgG Eur J Dermatol 2035 fNOV. 6]' [Epub ah
WT ullous dermatosis. ead of print
Anti-BP180 mucous membrane
Irie H, Damach1 T, Fujita M, pemphlgmd assgt?lated with J FEur Acad | 2015 Nov 30. doi
Endo Y, Fujisawa A, Tani- | acquired hemophilia A in a pa- i .
i . . Dermatol Ve- | 10.1111/jdv.13525.
oka M, Ishii N, Hashimoto | tient who suffered from nereol [Epub ahead of print]
T, Kabashima K, Miyachi Y | life-threatening mucosal pub ahead ol prin
breeding.
Anti-BP180-type mucous
Imanishi A, Imanishi H, | membrane pemphigoid immu-
Hiroyasu S, Ozawa T, Koga | noglobulin G shows heteroge- | Med Mol Mor- | 2015 Dec 10. [Epub
H, Ishii N, Kitajima Y, | neity of internalization of | phol ahead of print]
Hashimoto T, Tsuruta D BP180/collagen  XVII  into
keratinocyte cytoplasm.
Yamate T, Shono T, Shi-
mada H, Ishikawa K, | Blistering disease associated 2015 Dec 12. doi:
HatanoY, Kohno K, Yama- | with diffuse large B cell lym- J Dermatol 10.1111/1346-
moto, T, Fujimoto W, Ya- | phoma but without autoanti- 8138.13198. [Epub

maguchi M, Aoyama,Y, Ishii
N, Hashimoto T, Fujiwara S

bodies.

ahead of print]




Teye K, Suga Y, Numata S,
Soejima M, Ishii N, Krol RP,

Ohata C, Matsuda M,
Honma M,
Ishida-Yamamoto A,
Hamada T, Koda Y,

Hashimoto T

A founder deletion of
corneodesmosin gene is
prevalent in Japanese patients
with peeling skin disease:
identification of 2 new cases.

J Dermatol Sci

2016 Jan 29. pii: S092
3-1811(16)30012-3. doi:
10.1016/;.jdermsci.201
6.01.012. [Epub ahead
of print]

Hashimoto T, Hirako Y,
Tsuruta D

B4 integrin in hereditary and
acquired mucocutaneous dis-
eases.

Exp Dermatol

2016 Feb 2. doi:
10.1111/exd.12961.

[Epub ahead of print]

Witte M, Koga H, Hashimoto T,
Ludwig RJ, Bieber K

Discovering potential drug-targets
for personalized treatment of
autoimmune disorders - what we
learn from Epidermolysis bullosa
acquisita

Expert Opin Ther
Tar

2016 Feb 19:1-14. [Epub
ahead of print]

Hashimoto T, Tsuruta D,
Yasukochi A, Imanishi H,
Sekine  H, Fujita T,

2016 Feb 25. doi: 10.2

Wanibuchi H, GI M, Karpati | Granular C3 dermatosis. %S::ereol Derm 340/00015555-2379. [E
S, Sitaru C, Zone JdJ, Endo pub ahead of print]
D, Abe S, Nighino T, Koji T,
Ishii N
glaiy:kawr;t T, gz%;rf’ HE- Clinical and immunological
Ha}srhiguch,i M Kawakami profiles  of ant'i-B.P280-type
T, Li X, Tsuchisaka A, | "ullous  pemphigoid: — Re-
Ohara K, Sogame R, Koga sé:-rlctlop 1 (g §p1t0§esBP to Eur J Dermatol | 2015 in press
H Hamada T. Ohata C terminal domain o 230
Flilrumura M fshii N Fuj shown by novel ELISAs of
kano H S’himozato’ K BP230-domain specific recom-
Hashimo t’o T ’ | binant proteins.
A case of paraneoplastic pem-
. higus associated with Cas- . .
Oh SJ, Lee SE, Hashimoto b , . . 2016 in press, DOI: 1
T, Kim SC E— tlemfftns disease yeactmg w1tlf Br J Dermatol 0.1111/bjd.14293
multiple autoantigens includ
ing laminin y1.
Otsuka Y, Ueno T, Kaneko A ¢ lasti
A Tto M Osada S case ol paraneop astic .
F{masaka v ’ Teye K Ishii pemphigus with IgG and IgA | J Dermatol 2016 in press
. ’ tibodies to various antigens.
N, Hashimoto T, Kawana S an
Collaboration between
dermatologists and dentists in
Hashimoto T autoimmune bullous diseases | Br J Dermatol | 2016 in press
and IgA  antibodies in
pemphigus.
Li X, Qian H, Sogame R,
Hirako Y, Tsuruta D, Ishii Integrin B4 is a major target
,I]\Il’n Izio%zufétg?cgflifgoﬁ; antigen in pure ocular mucous | Eur J Dermatol | 2016 in press
A, Sotozono C, Kinoshita S, membrane pemphigoid.
Hashimoto T
Tkawa T, Tada Y, Ohnishi T, | 2, case of bullous pemphigoid
Miyagaki T, Watanabe R, Wlﬂ.l . IgG. antrLAD-l Acta Derm .
. . antibodies without evident 2016 in press
Ishii N, Hashimoto T, h d nophi] | Yenereol
Watanabe S gryt ema an eosinophi
infiltration.




Nishikawa R, Takahashi H,
Matsuda M, Imaoka K, Ogawa
M, Teye K, Tsuchisaka A, Koga
H, Komorowski L, Probst C,

Anti-early endosome antigen 1
autoantibodies were detected in a

Hachiya T, Fritzler M, Ishii N, | pemphigus-like patient but not in Exp Dermatol 2016 in press
Ohata C, Furumura M, Krol P. | the majority of pemphigus diseases
R, Muro Y, Morita E,
Hashimoto T
Inoue T, Yagami A, Iwata Y, Mucous membrane pemphigoid
Ishii N, Hashimoto T, : ) PEMPRIEOIE | 1 b rmatol 2016 in press
reactive only with BP230
Matsunaga K
Clinical and immunological studies
including newly developed BP180
Yasukochi A, Teye K, Ishii N, C-terminal domain ELISA for 332\ Derm .
. Japanese cases diagnosed as 2016 1n press
Hashimoto T . Venereol
——— anti-BP180-type mucous membrane
pemphigoid by tentative criteria at
Kurume University
An autoimmune bullous dermatosis
Yamase A, Kono K, Ishii N, Wlth chmca}, histopathological, and .
. . immunological features of bullous | Br J Dermatol 2016 in press
Hashimoto T, Saeki H N . .
e pemphigoid and  epidermolysis
bullosa acquisita in an adult
Adachi A, Komine M, Suzuki | Oral Colchicine Monotherapy for
M, Murata S, Hirano T, Ishii N, | Epidermolysis Bullosa Acquisita: | J Dematol 2016 in press
Hashimoto T, Ohtsuko M Mechanism of Action and Efficacy
Numata S, Teye K, Krol RP., | A compound synonymous mutation
Okamatsu Y, Hashikawa K, | c.474G>A with p-Arg578X
Matsuda M, Fortugno P, Di | mutation in SPINKS5 causes splicing | Exp Dermatol 2016 in press
Zenzo G, Castiglia D, Zambruno | disorder and mild phenotype in
G, Hamada T, Hashimoto T Netherton syndrome
Vinay K,. Kanwar AJ, Sawatkar | Clinical and immunological study
GU, Dogra S, Minz RW, Ishii N, | of mucous membrane pemphigoid | Int J Dermatol 2016 in press
Hashimoto T in a cohort of Indian patients
Human DNA repair disorders in
o dermatology: A historical . .
Moriwaki S . J Derm Sci 1n press
perspective, current concepts and
new insight.
Nlmomlya Y, Kokunai Y, X-linked dominant protoporphyria: .
Tanizaki H , Nakano H, J Dermatol 1n press
S The first reported Japanese case.
Moriwaki S
Kono M, Matsumoto F, Suzuki
Y, Suganuma M, Saitsu H , Ito | Dyschromatosis symmetrica
Y, Fujiwara S, Moriwaki S, | hereditaria and Aicardi-Goutiéres J Invest Dermatol | i
Matsumoto K , Suzuki T, , | syndrome 6 are phenotypic variants 10 press

Tomita Y, Sugiura K, Akiyama
M

caused by ADAR1 mutations.

Kuwabara A, Tsugawa N,
Uegjima Y, Ogawa J, Otao N,

High prevalence of vitamin D
deficiency in  patients  with

European Journal

Yamada N, Tanaka K, Masaki xeroderma pigmetosum  (XP)- A of Clinical | 69:693-6, 2015
T, Nishigori C, Moriwaki S 1@ pig . Nutrition
Okano T under strict sun-protection.
Tofuku Y, Nobeyama Y Xeroderma ' pigmentosum
Kamide K, Moriwaki S, Hidemi complementation group F: report of J Dermatol 42:897-9, 2015
Nakagawa T a case and review of Japanese
patients.
Munemoto S, Osawa S, | A case of generalized eruptive T Dermatol 42:1018-9, 2015

Kurokawa T, Moriwaki S

keratoacanthioma.




Kurisu Y, Tsuji M, Yasuda E,

Immunohistochemical findings and
differential diagnosis of

Fujiwara M, Moriwaki S papi}lary—type cutaneous Avermcous Oncol Lett in press
E— carcinoma of the neck: A case
report.
Polycystic kidney disease with
Yoneda K, Nakai K, steatocytoma multiplex: Evidences Acta Derm
Demitsu T and Kubota for a distruptive Venereol 95: 353-354, 2015
Y effect of mutated polycystin-1
on keratin 17 polymerisation.
Cellulitis-like skin eruption
Koura-Nishiura A, ofpurulent tenosynovitis caused by | Acta Derm . i
Yoneda K and Kubota Y Streptococcus  dysgalactiae subsp. | Venereol 95: 501-502, 2015
equisimilis.
Matsuda M, Hamada T, Numata
S, Teye k, Ishii N, Ohata C, | A three-dimensional in vitro culture . }
Furumura M., Nakama T, | model of Hailey-Hailey disease. Exp Dermatol 24 : 788-789, 2015
Hashimoto T
A case of bullous pemphigoid
. . associated with psoriasis vulgaris
lino Y’ Ka'no. T, AdaChl.. F, showing Hailey-Hailey disease-like | J  Eur  Acad
Suzuki M, Nishikawa R, Ishii N, | .. . . .
Ohata C, Furumura M, Hamada hlstopathologlcal. changes ~in Dermatol 29:1646-1648, 2015
T Hashimoto T regeneyated .epld.errms without | Venereol
’ genomicmutation in ATP2C1 or
ATP2A2 gene.
Ohata C, Ishii N, Niizeki H,
Shimomura Y, Furumura M,
Inoko H, Mitsunaga S, Saiki M,
Shigeta M,  Fujiwara S,
Yamakawa K, Kobayashi S, | Unique characteristics in Japanese Br  Dermatol 10.1111/bjd.13965,
Kamata M, Inaba M, Ito T, | dermatitis herpetiformis. 2015
Uhara H, Watanabe R, Ohtoshi
S, Ohashi T, Tanaka T, Suzuki
M, Sitaru C, Karpati S, Zone JJ,
Hashimoto T
1(\)121221 (;,Tlshu N, Furumura M , I;Aed%e))}(lzii;oi?volvement in bullous J Cutan Pathol 41:763-4, 2014
Ohata C, Ishii N, Koga H, | Coexistence of autoimmune bullous I Am  Acad
Fukuda S, Tateishi C, Tsuruta D, | diseases (AIBDs) and psoriasis: A Dermatol 41:705-8, 2014

Furumura M, Hashimoto T

series of 145 cases.

Arakawa M, Ohata C, Tsuruta
D, Ishii N, Sogame R, Nakama

A severe and prolonged case of

™. Yosumio 5. Yokiyama v, | PETDNECH Gstons ecsshl | BrJDemmol | i press
Takeishi E, Hashimoto T pIes.

Comparative  Study of Direct
Ohata C, Ohyama B, Nagata H, | Immunofluorescence in Discoid | Am J Derma 4:185-9, 2014

Furumura M , Nakama T

Lupus Erythematosus and Bullous
Pemphigoid.

topathol

Ohata C, Imamura T, Nakama T

Cutaneous Metastasis of Cecal
Carcinoma With Epidermotropism.

Dermatol Surg

2014 Aug 11 doi:
102340/00015555-1934
[Epub ahead of print]

Ohata C, Nii S, Furumura M,

Vesicles and pustules on the fingers

Nakama T as an initial manifestation of | J Dermatol 94: 231-232, 2014
eosinophilic pustular folliculitis.

Ohata C, Matsuda M, Hamada Loss of heterozygosity in a case of

T, Shintani T, Muto I, Nagata H, J Dermatol 94:601-603, 2014

Furumura M, Nakama T

glomuvenous malformations.

Ohata C, Ohyama B, Nagata H,
Saruta H, Furumura M , Nakama
T

Successful treatment with
adalimumab in a patient with
psoriasis vulgaris after

infliximab-related liver injury.

J J Expt Derm
Res

24:174-179, 2014




Ohata C, Ohyama B, Ono F,
Karashima T, Hamada T, Ishii
N, Natsuaki Y, Saruta H, Gohara
M, Tani N, Furumura M,
Nakama T

Opinions of Japanese patients with
psoriasis regarding treatment with
biological agents.

J J Expt Derm
Res

117:483-496, 2014

Effectiveness of a

Hayama K K ’ Takapo Y, Tamura heparinoid-containing moisturiser to Australas ! 56: 36-9, 2015

J, Tagami H, Terui T . . Dermatol

— treat senile xerosis.
Identification of a novel mutation,
¢.686delAins18
‘ . | (p.Asp229Glyfs*22), in the LIPH
Tto T, Shimomura ¥, Hayashi R, gene as a compound heterozygote | J Dermatol 42:752-753, 2015

Tokura Y

with ¢.736T>A (p.Cys246Ser) in
autosomal recessive woolly hair
/hypotrichosis.

Hayashi R, Inoue A, Suga Y,
Aoki J, Shimomura Y

Analysis of unique mutations in the
LPAR6 gene identified in a
Japanese family with autosomal
recessive woolly hair
/hypotrichosis: Establishment of a
useful assay system for LPAG6.

J Dermatol Sci

78:197-205, 2015

Watanabe M, Noma H, Kurai J,
Sano H, Kitano H, Saito R,
Kimura Y, Aiba S, Oshimura M,
Shimizu E

Variation in the Effect of Particulate
Matter on Pulmonary Function in
Schoolchildren in Western Japan
and Its Relation with Interleukin-8.

Int J Environ Res
Public Health

2015 Nov
9;12(11):14229-43

Azmahani A, Nakamura Y,
Ozawa Y, McNamara KM,
Fujimura T, Haga T, Hashimoto
A, Aiba S, Sasano H

Androgen receptor,
androgen-producing enzymes and
their  transcription  factors in
extramammary Paget disease.

Hum Pathol

2015
Nov;46(11):1662-9

Kimura Y, Fujimura C, Ito Y,
Takahashi T, Nakajima Y,
Ohmiya Y, Aiba S

Optimization of the IL-8 Luc assay
as an in vitro test for skin
sensitization.

Toxicol In Vitro

2015
Oct;29(7):1816-30

Watanabe M, Noma H, Kurai J,
Sano H, Saito R, Abe S, Kimura
Y, Aiba S, Oshimura M,
Yamasaki A, Shimizu E

Decreased pulmonary function in
school children in Western Japan
after exposures to Asian desert dusts
and its association with
interleukin-8.

Biomed Res Int

2015;2015:583293. doi:
10.1155/2015/583293.
Epub 2015 Apr 28

Kambayashi Y, Fujimura T,
Furudate S, Asano M, Kakizaki
A, Aiba S

The Possible Interaction between
Receptor Activator of Nuclear
Factor Kappa-B Ligand Expressed
by Extramammary Paget Cells and
its Ligand on Dermal Macrophages.

J Invest Dermatol

2015
Oct;135(10):2547-50

Tono H, Fujimura T, Iwama E,
Kusakari Y, Furudate S,
Kambayashi Y, Haga T,
Hashimoto A, Aiba S

Merkel Cell Carcinoma
Concomitant with Invasive Bowen's
Disease: Immunohistochemical

Investigation of Tumor-Infiltrating
Leukocytes.

Case Rep
Dermatol

2015 Jan 14;7(1):1-6

Fujimura T, Kambayashi Y,
Furudate S, Kakizaki A, Haga T,
Hashimoto A, Aiba S

Immunomodulatory  effects  of
peplomycin on immunosuppressive
and cytotoxic cells in the lesional
skin of cutaneous squamous cell
carcinoma.

Dermatology

2015;230(3):250-5

Watabe A, Yamasaki K,
Hashimoto A, Aiba S

Retrospective evaluation of
conservative treatment for 140
ingrown toenails with a novel taping
procedure.

Acta Derm
Venereol

2015 Sep;95(7):822-5

Yu Z, Ono C, Aiba S, Kikuchi
Y, Sora I, Matsuoka H, Tomita
H

Therapeutic ~ concentration  of
lithium stimulates complement C3
production in dendritic cells and
microglia via GSK-3 inhibition.

Glia

2015 Feb;63(2):257-70




Fnxe

HRESD WL A LA FEFREE & H, OEFFES
ik B B BB DRH O R AR RRRE | 520110170
FACIE L AKEIE T DEELERIR B 121(3) 1281 (201
A g, KE#HE CREMEREE O B CHURMENT & BT | 78 B AR ER 5) '
LN HETE
HHEEY, Teye Kwesi, Kr | Peeling skin disease (23317 5CDSN .
ol Rafal, WEHMZE, K| BEFEIO6RETFOFEESNE ?fff/ﬁ U] 36(2) 177 2015)
EtAh, FE K BA B | RKROFRE TR
AHIA, KE#EE, KIU | CLEIMEZRWHT ZAE 7 LA VHh - :
XiE, KT A | FIEOERORR R 17(@):1792015)
& HEE, EHANER, AR | REBRCHREMTICLOMRICET | BARER M 195 (4) 963 (2015)
i, A & % FPARIE S TR - O AR A B
KH T, E#EEA, L A
§%y¥§7§§;{iﬁxﬁgﬁ Duhrmg%ﬁﬁ/}lﬁt)izf%’%@l{ﬂ %Kﬁ%%‘{’%ﬁ% é)25 (4) 916(201
4 FRER[E
Lo B 7% CHDIRNERIBER S MB Derma 228:1-8, 2015
Lkt o — TR RS Y v TR oy TETIS. 20
ey SRR DERBY — B CAIEERER | VB Derma 2907 27754, 20
S — RO B zlonthly Book Derm 236:89—95, 201
AHE— BRVERLRIE L % DIERRE R B AR E T = 257-262, 2015
— ' RSN . _
Bl WREE | emmummonmy s koo | IRREAESE 2020182, 2
IR FEBRINEEA, BIRR, | /NRICRE L NEMEERBEED | B AR R EFR % ENflch
i E— 2 % SRS
AR E— JARBEE FELOREED /NRRE ElR
7Ly hElavEa—FLd T
Frbfth, FZFEMT. FHE | A CBREREEY—E 2 EZAVTAR
=, BHARE. RHEBRE, & | T FE—MERERER c‘:%@f%n%%‘ 78 B AR R 77: 59-65, 2015
PSS é:#@?“éik%%)ﬂ?‘ﬁﬁ@?ﬁ%@@#ﬁ
%‘—';J-
ﬁtﬁﬁ%juzig%\fggg HHOREILREREIT 5D ‘
. MIEAE. RS 7 ﬁ)ﬂ%ﬁﬂh B oBR% L Zz0F AEOR | 1 HEARER FlIRl
.tﬁﬁ% KHEPHE, EHER | T
, EROBATRS U — X AW | st
RIBTEE 2N & 2 BRI, NBAREFZRMES | 2015578:51-8
T, BEEEE, DT | e - e : e
., ABEMAF, AHERZ, ?.;\‘%fg%%ﬁé VAT P OBRED | sem p ym 2015;43:175-80

A &




otk 1B, KLERE, tEE
= NE O, SRR, B
BERT. PMERES, E%
S, BA VA, REBEZ. BRE R (LR BT A FT74 | BAKER FEM | 125, 2211-225
WPEESX, BHAKK, FHl | v 2014 FER 3 7, 2015
wmE, SHERK, TEEE
T BHIEAE, EEEE, E
L

EEREDO-ODEK Ny 7 A 8| . : 69: 154-156, 2
HE - (=] 4
ot I AT v 015
it WL REMERSEI R D FIE A B = X 5 LR | J Environ Dermato | 91 207-211, 20
JEEHE I 1 Cutan Allergol 15
EMK, B 1B ERERRS L B 2 ik BRERSRR - T U | 6: 956-260,
e S — DB &5 = 3 RN : -
A, PRI TF %i)‘%ﬁ? LLR—DB L IpE] #E BEs b g 750151667 1673,




2. ZEMHEITAE)

Fnse
EEAL B4 £4 EE L FATH G&fTHL) | H, AETES
MR — EEScaidid BUBRHTHE / — K %§ﬁ~\ BWLIGEAE | FIRLE
%
LA = (= = B
Bl | EBECE TP TIORR20 | RO o | nrEwm | A
AT 4 TN
B F | Bt KRB . lavLvaF
e ot a2 TR | Derma Dream IEE WLy L L | P36-39,2016
v
AR DOT F | AR FEDKAT | . -z Ay —H
R — LD o _
2R BT Pliaearnih @ BB e p45-50, 2015
BME— | e g H O RIRIR S ER p837-8, 2015
b E— SRR L & EmDEH HEEE F il
RE— fo?%gff 3 ?fg%EBM&'% =B o S p356-9, 2015
1 MR B ;gﬁ T AN 1947, 2015
PRl B — s AT ' gfi@&ﬁé\}ifﬂ*ﬁ SO p59-60, 2015
BlE— | EEbmsEE | R SO p161-4, 2015
R B
S E s zem, . | AXYTT AR - .
Rl — Eiﬁ?%ifg%? ¥ —RBBET X iz&j”/l/t p4d-45, 2015
FAN HESNET 5
(26, M, B,
BERET, KDB | AX 7T <A A — .
i E— BEVNERDLE N | F—RBREET X X 3& AL p46-47, 2015
~NEDEDREE| AL (35%A) -
BHYETN?
THEETIC L 5T
MAFRIZONE, | AF T T AR e .
HHE— B RHARNE | F—RHBBET X }zéﬁﬂ/‘/t P56-57, 2015
T, BEEGTEY | 2 (35A) -
1B 0 ETH?
KIRERKF K
AR R = - 2016.01. 01
M%ﬂ CS?%I = %ﬂ?%&% (;F%l%)
ER 26 A A . s
REBNE | B EREamEgs | DRLRRE | BARERES |y g0
AT+ —hb KKz
2 ] b 2] =Y N . . ‘
SHER B R Y  am o hOEP Y e mE | EEvr—Ta | 56,2015




[V]
W FER R DO TIATH - Bkl



@ CrossMark

Epiplakin Is a Paraneoplastic Pemphigus
Autoantigen and Related to Bronchiolitis
Obliterans in Japanese Patients

Atsunari Tsuchisaka', Sanae Numata', Kwesi Teye', Yohei Natsuaki', Tamihiro Kawakami?,

Yoshito Takeda®’, Wenging Wang”, Kazushi Ishikawa®, Mizuki Goto”, Hiroshi Koga', Ryosuke Sogame',
Norito Ishii', Shinzo Takamori®, Tomoaki Hoshino®, Oliver Brandt’, Hendri H. Pas®, Sakuhei Fujiwara®
and Takashi Hashimoto'

All plakin family proteins are known to be autoantigens in paraneoplastic pemphigus (PNP). In this study, we
first examined whether PNP sera also react with epiplakin, another plakin protein, by various immunological
methods using 48 Japanese PNP sera. Immunofluorescence confirmed that cultured keratinocytes expressed
epiplakin. Epiplakin was detected by 72.9% of PNP sera by immunoprecipitation-immunoblotting with KU-8 cell
extract, but not by immunoblotting of either normal human epidermal extract or KU-8 cell extract. Epiplakin
was essentially not detected by 95 disease and normal control sera. Statistical analyses of various clinical and
immunological findings revealed a significant correlation of the presence of anti-epiplakin antibodies with both
bronchiolitis obliterans and mortality. No epiplakin-negative PNP case developed bronchiolitis obliterans.
However, although 29.4% of European patients with PNP had bronchiolitis obliterans, significant correlation
with anti-epiplakin autoantibodies was not observed. In further studies for lung, immunofiuorescence showed
the presence of epiplakin in normal human lung, particularly respiratory bronchiole, immunoprecipitation-
immunoblotting showed that PNP sera reacted with epiplakin in cultured lung cells, and mice injected with
polyclonal antibody specific to epiplakin histopathologically showed abnormal changes in small airway
epithelia. These results indicated that epiplakin is one of the major PNP autoantigens and is related to PNP-

related bronchiolitis obliterans.
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INTRODUCTION

Paraneoplastic pemphigus (PNP), or paraneoplastic autoim-
mune multiorgan syndrome (Nguyen et al., 2001), is an
autoimmune blistering skin disease with severe mucocuta-
neous lesions. PNP is commonly associated with
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hematological malignancies (Anhalt, 1997; Anhalt et al.,
1990). Histopathology shows acantholysis and apoptotic
cells in epidermis and interface changes (Anhalt, 1997;
Anhalt et al., 1990; Billet et al., 2006; Sehgal et al., 2009).

Prognosis of PNP is poor with approximately 68% mor-
tality (Leger et al., 2012). Particularly, all PNP cases with
chronic respiratory disease show fatal outcome (Nousari
et al.,, 1999; Takahashi et al., 2000). Severe inflammation
occurring in respiratory bronchioles leads to irreversible
fibrotic reaction, resembling bronchiolitis obliterans (BO). In
a previous study, BO occurred in 6% of 53 European patients
with PNP (Leger et al., 2012), whereas the prevalence was
25% in our recent study for 107 Japanese patients with PNP.
However, pathogenesis in PNP-related BO is currently
unknown.

PNP develops autoantibodies to various antigens, mainly
plakin family proteins. Immunoprecipitation (IP) first detected
the 250-kDa desmoplakin 1, the 230-kDa bullous pemphi-
goid 230 (BP230), the 210-kDa doublet of desmoplakin Il
and unknown protein, and the 190-kDa and 170-kDa un-
known proteins (Anhalt et al., 1990). Then, immunoblotting
(IB) of normal human epidermal extract showed that all PNP
sera reacted with the 210-kDa and 190-kDa doublet proteins
(Borradori et al., 1998; Hashimoto, 2001; Hashimoto et al.,
1995). Thereafter, the 210-kDa and 190-kDa proteins were
identified as envoplakin (EPL) and periplakin (PPL), respec-
tively (Kiyokawa et al., 1998). This reactivity is very useful for
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diagnosis of PNP (Joly et al., 2000; Mouquet et al., 2008; Poot
et al., 2013). Plectin, another plakin protein, was also found
to be PNP autoantigen (Proby et al., 1999). Thus, all known
plakin proteins are PNP autoantigens.

Non-plakin proteins are also detected by PNP sera. ELISAs
detected antibodies to desmoglein 3 (Dsg3) and/or Dsg1 in
PNP sera (Amagai et al., 1998; Brandt et al., 2012). We also
found that the unknown 170-kDa protein was alpha-2-
macroglobulin-like-1 (Numata et al., 2013; Schepens et al.,
2010), and BP180 was frequently reacted by PNP sera
(Tsuchisaka et al., 2014).

Epiplakin (EPPK) was originally identified as an auto-
antigen in a patient (Fujiwara et al., 1996), and is expressed
in entire epidermis, skin appendices, and other intestinal
epithelia (Fujiwara et al., 2001). Subsequent studies showed
that EPPK is a plakin protein with many repeats of plakin-
specific B-domain and linker-domain (Spazierer et al.,
2003; Takeo et al., 2003). EPPK connects intermediate fila-
ments (Spazierer et al., 2006, 2008; Wang et al., 2006).
Despite abundant expression of EPPK in stratified and simple
epithelia, gene-targeted mice showed no abnormality in
either phenotype or keratin filament organization, except for
mild delay of wound healing (Goto et al., 2006, Ishikawa
et al., 2010).

Because EPPK is a plakin protein, we speculated that EPPK
might also be a PNP autoantigen. In this study, we investi-
gated whether anti-EPPK antibodies were present in PNP sera
by various analyses. Immunoprecipitation-immunoblotting
(IP-IB) detected anti-EPPK autoantibodies in 35 of 48 PNP

sera. Statistical analysis indicated correlations of anti-EPPK
antibodies with PNP-related BO and mortality. Additional
studies indicated that EPPK is expressed in respiratory cells
and tissues and was reacted by PNP sera, suggesting that anti-
EPPK autoantibodies may develop BO.

RESULTS

Clinical and immunological parameters for all 48 Japanese
patients with PNP are summarized in Supplementary Table $1
online.

Immunohistochemistry (IHC) and immunofluorescence (IF)

of normal human skin, KU-8 cells, and rat bladder

By IHC and IF of normal human skin, rabbit polyclonal
antibody (pAb) for human EPPK (anti-EPPK pAb) (Figure 1a
and ), but not normal rabbit 1gG (Figure 1b and d), showed
cytoplasmic staining in entire epidermis. By IF, anti-EPPK pAb
(Figure 1e), but not normal rabbit 1gG (Figure 1), showed
perinuclear cytoplasmic staining in cultured KU-8 cells.
Finally, by IF using the rat bladder, anti-EPPK pAb (Figure 1g),
but not normal rabbit IgG (Figure 1h), showed cell surface
and cytoplasmic reactivity.

IB of normal human epidermal extract

We first attempted to detect anti-EPPK antibodies in 48
Japanese PNP sera by 1B of normal human epidermal extract.
Anti-EPPK  pAb detected approximately 500-kDa EPPK
(Supplementary Figure ST online). However, whereas all PNP
sera detected the 210-kDa EPL and 190-kDa PPL, neither
PNP nor normal sera reacted with EPPK.

IP-IB of KU-8 cell extract

1T1111111112222
345678 2 3
- ~500-kDa e -
§ T EPPK >
2 e 250D,
-kDa
% MWmarker* .
= c m =z PE BP  rmrmal
£ 53 PNP PV PF BP normal
- 2
5 52
- -
P = 0.0303 k *p =0.0241 | *» = 0.0333
100 100
160
0 e 90.0%
@ - 140
o ¥ 80 80
o & S 120
3 3 g
X o5 &0 2 6 55.5% E’W
Py -é o 80
B P N Px3 —
anti-mouse g ® s 2% 60
EPPK pAb normal rabbit IgG a - : ©
- 20 0% 20
5 : o 10/35 013 18/20 519 20
-
°
= EPPK(+) EPPK(-) EPPK({+) EPPK(-) EPPK(+) EPPK(-)
£ PNP PNP PNP PNP PNP PNP
i -
© BO Mortality Dsg3
(n=48) {n=29) (n=48)

Figure 1. EPPK detection in normal human skin and KU-8 cells. (a, b) IHC of normal human skin with anti-EPPK pAb and normal rabbit IgG. (c—h) IF of normal
human skin (c, d), KU-8 cells (e, f), and rat bladder (g, h). Bars = 50 um. (i) IP-IB of KU-8 cell extract for EPPK with anti-EPPK pAb (lane 1), no antibody (lane 2),
PNP (lanes 3—19), PV (lanes 20, 21), PF (lanes 22, 23), BP (lanes 24, 25), and normal sera (lanes 26—29). The positions of the approximately 500-kDa EPPK and
the 250-kDa molecular marker are shown on the left. (j—I) Statistical analyses for association of BO (j), mortality (k), and ELISA indices for Dsg3 (I). Asterisks (*)

indicate statistically significant differences between EPPK(+) PNP and EPPK(—

) PNP (P < 0.05). BO, bronchiolitis obliterans; BP, bullous pemphigoid; Dsg,

desmoglein; EPPK, epiplakin; IF, immunofluorescence; IHC, immunohistochemistry; IP-IB immunoprecipitation-immunoblotting; pAb, polyclonal antibody;

PNP, paraneoplastic pemphigus; PV, pemphigus vulgaris.
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