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[B#] SKALP “elafin &, ¥ 7+ _7F F2H LA IS5 X 1T protease inhibitor
{(serine protease inhibitor) & L THET 21 bhdbb 53, — 4 Tl transglutaminase 48
1LY REZHIIANR O BRI R B C E BRI SN T W B, ME SEEERIC AT B8, #
D4y RIEERR I AT H 5, AFEO HIIER I BT 2 SKALP, “elafin ®EEIC H17 5 8§ I
TOREWYZBEMMABENCHIAT s Licd b, [Hik] EWERELERICE T 3 SKALP
elafin DEIE 2T~ 7, 6PloREREZBOLEBRME * HEBE, FiEEHRL, BET
Lowicryl KITM #igIc B L, AR L b ES X €/, RN 20T, 8D
Fr& immunogold iz & 2 S0IEEBICHE L 7o, GREW] SRFMEAE ML o REic & 0 S HEE i
IZBWT SKALP “elafin (&, 70 JHllH o S/ M BE L. ARMOMIAA~T S h 3
& BERIERER . A v Fvy ) v LR, IR BUREERT Mo h L -
too E 1 RDAREIKE O SKALP /elalin D& B EEOMITE NI HaEkicEbd o s 2 &
biRE Nt (Fim) BT SKALP Zelafin 25, S & LTHMD S BB S
NaTEMRENI, TOFEWIE, SKALP “elafin 3, FEMEHTRHUEBRER & LT
DOEfEb I3 b DD, BBV T3 protease inhibitor & L T O EEMSRIMICHT V3 &
LWOIbNDONDHREXRT 26D TH 5,

ET=Elafin, a secretory protein, is cross-linked into the cornified cell envelopes from the
inside of psoriatic keratinocytes.

AU=lizuka Hajime (Asahikawa Medical College. Department of Dermatology)

AB=T[Purpose] FElafin is a serine protleinase inhibitor highly expressed in psoriatic
epidermal keratinocytes, but expressed scarcely, if any, in normal skin. In addition to the
proteinase inhibiting domain, elafin contains multiple transglutaminase substrate domains
and has been identified as a constituent of the epidermal cornified cell envelope. It also
contains a signal peptide sequence, and previous Immunoelectron microscopy studies
detected elafin in lamellar granules and also in the intercellular spaces. It has not been
explained, however, how and when elafin molecules stored in the granules are cross-linked
mto the CE. In order to elucidate this issue, we performed pre-and post-embedding
immunoelectron microscopy of elafin and involucrin, another CE constituent, using

psoriatic epidermis. [Methods] Samples of psoriatic involved epidermis (6cases) were



analyzed by immunocelectron microscopy. Tissue samples were cryoprotected, rapidly
frozen in liquid propane at-190C, subjected to cryosubstlitution in methanol, and embedded
in Lowicryl K11M or HM20 resin, Immunostaining was performed using anti-human elafin
rabbit serum. [Results] Post-embedding double electron microscopy revealed that elafin
was within the secretory lamellar granules and released into the intercellular spaces when
CE was not formed. In the cells with involucrin-positive CE, elafin immunoclabels were
localized diffusely within the cells and also along the CE. Pre-embedding immunoelectron
microscopy of purified CE from psoriatic scale samples detected involucrin and elafin
co-localizing on the cytoplasmic side of the CE. [Conclusion] These [indings strongly
suggest that elafin containing granules are disintegrated upon the initiation of CE
formation, and that elafin is ¢ross-linked onto the involucrin-positive CE rom the inside of
keratinocytes. [t seems that psoriatic keratinocytes utilize elafin as a major component of

CE, consislteni with the previously proposed “precursor availabiiity hypothesis”.
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Koichiro Nakamura (Fukushima Medical University)

Summary

Psoriasis (Ps) is an inflammatory cell-mediated autoimmune disease, which shows
increased levels of proinflammatory cytokines such as TNF-a and IL-12. We investigated
the frequency of genotype at each SNP site of TNF-a gene in Japanese, No significant
association between the genotype of each SNP site and susceptibility 1o Ps was observed.
We next examined the the frequency of genotype at each SNP site of IL.-12 gene in
Japanese. We reported that [L-12 p4( SNP was relatively, but not significantly, increased

in Ps partients. This suggest that [L-12p40 may, partially play a part in determining
Thl,/Th2 balance.



F1 WA, CREHICE T 5 TNF-a s 2T

SNP Genotype PsV* Control""

site (n =56) (n =55) X P
-308 G/G 54(96.4) 53{96.4) 0.000337 0.985
ASG 20 3.6) 20 3.6) 0.324 0.569

ASA 0C 0.0 0C 0.0)

-238 ASA 0¢ 0.0} 0C 0.0)
A/SG 2( 3.6 1( 1.8)
G/GC 54(96.4) 54(98.2)

"PsV:Psoriasis Vulgaris, **Control:Healthy controls

F2 @BEA EREHCBD D L2 0T ERIRT

SNP site Genotype PsV~ Controls** P

1188 ASA 25(43.9) 17(27.9) 0.052
A/C 19(33.3) 26(42.6)
cr/C 13(22.8) 18(29.5)
Total 57(100) 61(100)
allele A £9(60.5) 60(49.2)
C 45(39.5) 62(50.8)
Total 1141000 122(1000

*PsV:Psoriasis Vulgaris, **Control:Healthy controls
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A  multi-center study of generalized pustular psoriasis in Fukushima
Prefecture and single nucleotide polymorphisms in the promoter of TNF-a
gene in psoriasis

Fumiko Kaneko, Akike Nishibu, Noritaka Oyama, Akl Yamaguchi, Michiko Tojo,

Koichiro Nakamura (Fukushima Medical University)

Summary

A multi-center study for investigating generalized pustular psoriasis (GPP) was
carried out in Fukushima Prefecture. Through the questionnaires, 24 cases of patients with
GPP were picked up. The numbers of GPP patients with,/without a preceeding lesion of
psoriasis were 1014 respectively. The major inducing factors were indicated some
infection and an administration of systemic corticosteroid. Regarding the treatments
except topical application, etretinate, cyclosporine, corticosteroid and PUVA were mainly
administered, and there was no severe side effect. Etretinate was the most frequently
administered to GPP patients and its efficacy was evaluated well. Generally, tumor
necrosis factor (TNF)- a is considered to play an important-pathogenetic role in psoriasis.
Some polymorphisms of TNF-a gene promoter region may be associated with pathogene-
sis In Caucasians. We investigated single nucleotide polymorphisms between nt-400 and
nt-69 of the TNF-a gene promoter in Japanense psoriasis patients, including 2 of GPP
and 6 of GPP with arthritis, The results revealed that one male patient with GPP
complicated with arthritis had TNF-308A (G to A conversion at nt-308), suggesting that
TNF-a gene promoter polymorphism in the region examined is less associated with the

pathogenesis of psoriasis in Japanese patients.
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Although precise pathogenesis of generalized pustular psoriasis (GPP) is unknown,
immunological mechanisms are thought to be important because many patients exhibit
upper respiratory infection, including tonsillitis, before the onset of GPP. To make clear
the role of the tonsil in the pathogenesis of GPP, we analyzed the immunological function
of mononuclear cells derived from the tonsil of patients with chronic tonsillitis and
compare to peripheral blood mononuclear cell from the same patients. The results showed
mononuclear cells derived from tonsils exhibited unique responses in the expressions of cell
surface marker and the production of cytokines when stimulated mitogen, compared to

mononuclear cells derived from peripheral blood.
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