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Antimicrobial peptide, Cathelicidin in psoriasis, infectious disease, and
metabolic syndrome
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In cultured human keratinocKtes, the addition of representative
damage-associated molecular patterns (DAMPs), together with the antimicrobial peptide LL-37, induced
proinflammatory cytokines that are important in the pathogenesis of psoriasis. These inductions

were inhibited by scavenger receptor (SR) inhibition. This indicates that LL-37 binds to these DAMPs
and is taken up by the SR into the cells followed by inducing inflammation.

Immunostaining of tissue specimens from psoriasis patients showed that IL-36y was observed in the

epidermis only in cases with LL-37-positive cells in_the dermis, implying that LL-37 may stimulate
IL-36y production from epidermal keratinocytes in vivo.

DAMPs/PAMPs



2-5 10
(IL)-17, 1L-12/23

C
2(2), 000062, 2013)
LL-37
SR
1)
LL-37
DAMPS/PAMPs
LL-37

DAMPs/PAMPs SR

LL-37 SR

(TNF)

(Nutr Diabetes 2(12), €54, 2012, J Am Heart Assoc

(LL-37)

DAMPs/PAMPs LDL

¥
L EABEOEERE _J(RIERLAORHE)
<> EfewoL

AN )T AT 4
O O DAMPs WV (LL-37)

9@ AN DY —RBRE
L STL=ERYA AR HE
O S

O v PAMPs/DAMPs

D =3 RN E
T ARR) O FEIREE

Hi: MBOREREFHEINLIREFHRF




LL-37 DAMPs/PAMPs
(SR)

protein, heat shock protein

, high mobility group box 1

(NHEK) (3T3-
L1) (pDC) LL-37 DAMPS/PAMPs
SR LL-37 proximity ligation assay (PLA)
LL-37 DAMPs/PAMPs
(IL-1pB, IL-6, IL-8, IL-36y, TNFa,
B ) PCR ELISA
LL-37 DAMPs/PAMPs DAMPs/PAMPs
LL-37
CD40, CD80, CD86, MHC class II
LL-37 IL-36y
(MoDC)
Damage-associated molecular patterns (DAMPS)
(SR) dsRNA, dsDNA high mobility group box 1 protein(HMGB1)
LL-37 (NHEK) (IL)-6, IL-36y
(IFN)B (TNF)
( 2
SR fucoidan SR - SN
SiRNA ( 3 g N —
(MoDC) dsRNA F - LLsreh
LL-37 §™
dsDNA  LL-37 % 19
LL-37 u 0-
DAMPs SR °Q0e“°§>

NHEK 6h poly (I:C)
1000

-
=3
13

IL-6 Fold induction (IGAPDH)
- 23

o
a

ctrl LL-37 2.5uM

. chrl

=1 poly (I:C) 0.3ug/ml
=3 poly (1:C) Tug/ml
=3 Fucoidan 10ug/mi

poly (I:C) 0.3ug/ml
mm + Fucoidan

10ug/ml

poly (I:C) Tug/ml
=1 + Fucoidan

10ug/ml

IL-6 Fold induction (/GAPDH)

-
=]
=1

-
=]

-

e
o

NHEK 6h HMGB1

LL-37 2.5uM

mm ctrl
=3 HMGB1 1ug/ml
= Fucoidan 10ug/ml

HMGB1 1ug/ml +
Fucoidan 10ug/ml

LL-37




IL-36y LL-37 IL-
2o ( 4 LL-37
LL-37

= 5 1 E 8 (x20)

casel case? case3 cased

Toll (TLR) 7
fucoidan
( 9
SR DAMPs

Control

Fucoidan




Yumi Hagiya

Cathelicidin LL-37 facilitates damage-associated molecular patterns to be bioactive substances by intermediating between
scavenger receptors
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