KxXc—19

FEZMREDREEX REARERNE) ARBAREBESE
VR 2 446 H 1 HIALE

RIS : 16201
EER - ABHE (C)
P HAR : 2009~2011
REEE S ¢ 21592074
MEFEEL (X)) 9OTS5F IM—de |l tadZERnFI—h—& LI-MEMEERXD
R MEDRF
ZERRES (EX)  Uroplakin ITI-delta 4 as a new molecular marker for interstitial
cystitis
HRAKE
B ZE1T (KAKEHI YOSHIYUKI)
FINKZE - EZEH - &%
MEBEES : 20214273

WFER R OBE (Fi30) -

PRIE bRz A AR A T IR FRCEEIE Barrier 45 7 & U CREDCREIE DR 2 |- BB 2
BT~ LT AB uroplakin D45 FFEO—>TdH 5 uroplakin 11T (LLF UPIII) @ exon 4 /K
< splicing variant T& % uroplakin III-delta 4 (LA N UPIII-d4) oD 8] M4 bk 5%
(interstitial cystitis, BAF IC) IZBIF2WEmMEREHALMHCL, Zr~—F—& L
TOHRAMEEZA LT 5 B CTARIZEIRHE Sz, BRE MR & ekl o ek
1T % mRNA L)L TOMEMTld, UPIIL & & 12 UPIII-d4 D@L 2 H /-, UPIII-d4 I3
E BRI I B L TV R o T2 MR o 7L 28 L 7 1C SRR Z e N AREE AT 7R
B & IR AU T TR 2 & IRBIRICH BICRBLS & o7, £ 2T, UPIII-d4
BRIV A2 L CEEEED T v b, BLX O~ 7 AFUEZER L. Zodns UPITI-d4
RFrAMERE L, BHEREOFE -T2~ T AT ) 7 a—FAFERERHNT, X7 L~YLTO
RN 2 AT o T2e FDOFER BEPEAER Y~ 7L TITRE ORI 26/46 (57%) . 1EEH 43%,
FEEIET 80% & 1TV HEEEM IC ICHABICERICEIABA LN, LrL, EEMR IC A&
SEREL L 72RO CiE, RIROFIBEAN B 3L o 72 72 O F AR I e 2 o
ANEEL RN b, o7 o IR T ADRREENH o7, WRIZ, IC BEFRFO
HIBERIRL A2 B2 HL L. RT-PCR ¥£% AT UPTI1-d4 mRNA O & 3772, RT-PCR DL D RRED>
SEFMESRIT 8/33 LKMo T2, BHHEGIITIEER 5 B, FERE 3 & de L AT TH R
ot

PLEOFER NS UPITI-d4 OFRBUIIFEEA 1C IR L7=2BR TIER W2 ERH LN -
72 UPIII-d4 |% IC OBWi~—A— L L THHTH S RN EWA, M2 ~DI5H
DL BB 1C TIXBRRMEOTTREENE W2 LICEETAOVNERSD L LEZ N, R T
JNZ X D IHMREEHIZ W O O 7= DI121%, ZWIREZ I LI LR ST 0ERD D,

WRFERCR O (330 -

Interstitial cystitis (IC) is a chronic bladder disorder affecting approximately one million
people in the United States, of whom some 90% are women. IC is characterized by urinary
frequency, urinary urgency, bladder discomfort or bladder pain in the absence of any
identifiable cause, such as bacterial infection. Due to lacking in a reliably objective
diagnostic test, IC remains a diagnosis based on symptoms and exclusion criteria.

The apical surface of mammalian urothelium is covered by numerous rigid-appearing
plaques that contribute to the permeability barrier. Uroplakins (UPs) Ia, Ib, II, and III
consist of these plaques by forming heterodimer pairs (UPIa/UPII and UPIb/UPIII).
UPIII-delta 4 (UP3d4) is a splicing variant of UPIII that can be distinguished from UPIII
by lacking exon 4. The whole cDNA fragment for human UP3d4 was molecularly cloned by
us from a cDNA library constructed from bladder mucosa samples of a patient with
vesicoureteral reflux. We investigated gene expression profile of UPs including UP3d4 in
bladder mucosa of patients with IC. One of the major findings of the study was that UP3d4
gene was significantly up-regulated in IC samples. What was more striking was that
up-regulation of UP3d4 was specifically observed in non-ulcerative type IC bladder



samples.

The next step of this study project is to investigate protein expression of UP3d4 in bladder
urothelial cells of IC patients. For this purpose, we have raised murine monoclonal
antibodies against purified UP3d4 protein which was produced by the recombinant DNA
technique. Protein expression of UP3d4 was evaluable in 46 IC patients while 27 were not
due to epithelial exfoliation. UP3d4 was immunohistochemically positive in 29 of 46
samples (63%). The positive rate was 80% (20/ 25) in non-ulcer type and 43% (9/ 21) in ulcer
type IC (p=0.014). UP3d4 was not detected in any of non-IC bladder mucosa. Patients with
positive UP3d4 staining was younger than those with negative staining (mean age: 51.5 vs
62.0, p=0.029). UP3d4 mRNA expression was identified in urine sediment cells from 24%
(8/33) IC patients; 18% (3/17) in non-ulcer type and 31% (5/16) ulcer type.

In conclusion, a high UP3d4 protein expression was demonstrated in urothelium of IC,
especially non-ulcer type IC. Detection of UP3d4 mRNA was feasible for urine sediment
cells. Further exploration is warranted to investigate the potential role of UP3d4 in

pathogenesis and diagnosis of IC.
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