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Development of a new murine system to degrade target proteins rapidly

Sawamura, Daisuke
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We think of a mouse system in which not gene but protein is destroyed. In this stu
dy, we tried to eliminate BP180 in keratinocytes. First, we generated an expression vector BP180 with reso
Iving TAG driven by K14 promoter. TIR gene was introduced to keratinocyte and a keratinocyte line which ex
press TIR gene permanently was established. Expression of TIR gene was examined by western blot and immuno
fluorescence. Next, we introduced TAG-BP180 construct to those cells and add auxin to culture medium. We f
ound decrease of BP180 expression. This study suggest that this system may provide new diagnosis methods a
nd new treatments for junctional epidermolysis and bullous pemphigoid.



KO

TIR1
Cr—xvv

TR1 \\ A @\
S TAG‘['HJI] ()TAG
teqrn &
llll)» ub |
Tos R

ZTAG -

—-
Qmma% BERET i%%%ﬂiﬂﬂ/

EEMETOFRIERT LA

TAG

TIR1 TAG

TIR1
TAG

BP180

SERCA

BP180 BP180
TIR1 TAG

BP180

BP180 TIR1
TAG BP180

BP180KO
BP180 TIR1  TAG-BP180
TAG-BP180
SERCA2
TIR1 TAG-SERCA2

TIR1 TAG-SERCA2

SERCA2
TAG-SERCA2
TAG-SERCA2

(1) BP180
BP180

(2) TAG-BP180 BP180  cDNA
BP180 N
TAG TAG-BP180
BP180 N
signal sequence N
TAG N

TAG-BP180 K14

(3) BP180 TIRL
TAG BP180
BP180

(4) BP180
BP180

SERCA2
SERCA2  cDNA
N C
TAG TAG-SERCA2
TAG-SERCA2 K14

) TAG

K14 SERCA2

(6) TAG-SERCA2 TIR

TAG-SERCA2 TIR

(7) SERCA2
TAG-SERCA2



BP180

(1) BP180
BP180
RT-PCR
(2) TAG-BP180
BP180
(3) BP180 TIRL
TAG BP180
BP180
(4) BP180
BP180
BP180 40%
(5) TAG SERCA2
SERCA2  CDNA
N c TAG
TAG-SERCA2 K14
(6) TAG-SERCA2 TIR
TAG-SERCA2 TIR
(7) SERCA2
SERCA2
19

Shinkuma S, Sawamura D, Fujita Y,
Kawasaki H, Nakamura H, Inoie M,
Nishie W, Shimizu H. Long-term

follow-up of cultured epidermal

autograft in a patient with recessive

dystrophic epidermolysis bullosa.
Acta Derm Venereol.
2014;94(1):98-99.

doi: 10.2340/00015555-1592.
Tarutani M, Shiga T, Nakajima K,

Nakano H, Sawamura D, Sano S.

Dystrophic epidermolysis bullosa
pruriginosa in a mother and daughter
successfully treated by low dose
cyclosporine. Eur J Dermatol. 2013
Sep-0ct;23(5):727-729.
doi:10.1684/ejd.2013.2126.

Nakajima K, Kaneko T, Aizu T, Nakano

H, Matsuzaki Y, Sawamura D.

Signet-ring cutaneous squamous cell
carcinoma arising on the back of the
finger. Case Rep Dermatol.
2013;5(2):215-218.

doi :10.1159/000354536.

Minakawa S, Nakano H, Nakajima K,
Matsuzaki Y, Takiyoshi N, Akasaka E,
Rokunohe D, Sawamura D. Mutational
analysis on 16 Japanese population
cases with epidermolysis bullosa
simplex. J Dermatol Sci.
2013 ;72(3):330-332.
doi:10.1016/j - jdermsci.2013.08.001.
Nakagawa K, Minakawa S, Sawamura D.
EPR spectroscopic investigation of
psoriatic finger nails. Skin
Res Technol. 2013;19(4):450-453.
doi:10.1111/srt.12068.

Uchiyama K, Nakanishi G, Fujimoto N,

Nakano H, Sawamura D, Tanaka T.

Expression of a mutated allele,
non-reduced by aging, in a Japanese
family with localized epidermolysis
bullosa simplex due to a novel
mutation, p.Argl69Gly, of keratin 5

gene. Eur J Dermatol.



2013;23(2):267-269.
doi:10.1684/ejd.2013.1995.

Sayyahfar S, Chavoshzadeh Z, Khaledi
M, Madadi F, Yeganeh MH, Sawamura D,
Nakano H, Rezaei N. Congenital
insensitivity to pain with anhidrosis

presenting with palmoplantar

keratoderma. Pediatr Dermatol .

2013;30(6) : 754-756
doi:10.1111/j.1525-1470.2012.01833.
X.

Matsuzaki Y, Ota K, Sato K, Nara S,

Yagushi T, Nakano H, Sawamura D. Deep

pseudocystic dermatophytosis caused
by Trichophyton rubrum in a patient
with myastheniagravis. Acta
Derm Venereol. 2013;93(3):358-9.
doi:10.2340/00015555-1452.

Yajima M, Kitoh A, Nakano H, Sawamura

D, Miyachi Y, Kabashima K Dominant

dystrophic epidermolysis bullosa

pruriginosa with the G2287R mutation.
Eur J Dermatol.

2012;22(5):685-7.

doi: 10.1684/ejd.2012.1799.

11
112
2013 6
14-16
26
2013 9 11 JAL
24
111
2012 6 1-3

DebRA Japan(NPO )5
in
2012.7.21-22.

1
Kouichi Nakagawa, Daisuke Sawamura

Psoriasis vulgaris investigated by
electron paramagnetic resonance.
Psoriasis: Types, Triggers and
Treatment Strategies. Phillip B.Smith,
Nathan C.Johnson, Nova Science
Publishers, Inc. NY USA. 2013;143-164.

@

Sawamura, Daisuke
@

Mastuzaki, Yasushi
©)

Nakano, Hajime



