Bk 0721

H7-72 PDZ FE A & Na" {RIF M ALER I 5K SMCTs DOFE AL
RS IR i 105~ D B 788

LW WE, AR

IR R R

B B OERWEICBIDIRBEGA L, BB TO Na" BIAZEV 735805, 70 Na' ikt
TR BRBUA R IC IV AIBANICHLB B L O =aF VBN E R L, T O A& OB E AR EF AL T,
urate/anion exchanger (ZXVIREEDSHUAEIND, B IREENT L AR —45— URAT1 13X, FLERZEDOHIRINT =2 & A HAIE
ELUTIRIEBWRINATTY . Bl LR EOE ) VAR W% Na (KAEPEIZ RS (2B iATe 43 F SMCTI (Sodium
—dependent monocarboxylate transporter 1) 23 [FEES4172, 4 1% SMCTI1 C EEﬁ#‘.ﬁb) PDZ €F — 7% RO EMD, BT
PRAMEE VLRI C, PDZ #2778 %S LC URAT1 & SMCTI1 23 ERIC) 7 SHu, PREBER S /) T REN = hE LT
17 fb Na™ {KAFVER RS D53 1 IR LR D AT REMEZ TRIL 7, 22TV b A = ARSI LD R 17 4
FEZZ T T2 B (0524) 128D . ZOFLERZ I LT [Na AP ME IR B8 70 AR D FEREA BERL . 55— BefELL T
SMCT-PDZK 1 #& & O miirehF 2t M I A Tz,

SMCT1 @ C KIlds% <A &L, ENE ik cDNA library (2% L CE#RE Two-hybrid screening 21TV, PDZK1 2324k
FESNDHIEEMERLT-, SMCT LDOfEA 7 PDZK1 55 = PDZ KA DR TALHZ LMD, URAT1-PDZK1-SMCT &
V) ZEEHERPIERIND /R A R LT, ZOAZ)—= 7 Fid TREICE 4 13 [FIRFIZ RING domain Z£F-23#13H PDZ
43’8 PDZRN3 D [RIEIZALEILT-, PDZRN3 (% URAT1-PDZK1-SMCT ® =F OE ATV RS D Na' K17
PEPRBRERTE 73 T AR ) O BIEMEDS RIS ATz, ABFZE CIIELERZ N LTe Na IR PE R BR TR DHE O IA 2 Fe#& B 1)
LU, ZOHEfFB ML LU CAMFZEHIINIZ, SMCT-PDZRN3 &6 O / A1V AR FREE 33 2 B DO fR IR A3k A 7,

F9° SMCT1 C K% PDZRN3 O —-2D PDZ KA DI LENEFER T D0 E AL T D728, Hi—0 PDZ K AA
U T2IFEFFD vector construct ZERLL . BERE Two-hybrid VEZATVY, KA | EfEETHT LA MR LT, Fit  CEIAN T
D JAEZMERR T 572D PDZRN3 N Kbiiids LN C KIfIKkfT X7 FREGHL ., ZhAaTUREL THOWD 45 L
THL PDZRN3 ARV —F VHUREAER L 7o, ARPUARE O 508/ b P e 5120 . PDZRN3 BN R E DO Rt
Z4To7203, R cDNA 733%/1 (Clontech £1) & Fi\ V7= RT-PCR 75 ClE B sz & Lo L 7M1 Z mRNA FEH A2 RO I=H0
O, Bl T? immunoreactivity |3+ ZIFBEES 2 o7, IHIZ PDZRN3 FEELD SMCT1 SidsfE P LT 35 88%
W FLAEAENE HEK293 ~0 SMCTI1 & PDZRN3 $EFBUZLVFRFILIZ23, SMCT1 kG EIZ 5 -2 D58 Tl s ans
STz, ZIHDOZEIT PDZRN3 (XBEFD PDZ X RV B LW N R 5T a2 RIB L TODLEDEB 2 B, SR DSH5
FERT DS BL T D,

1. AREW P 15 X PR R UL 700 | LoD PR LI & b~ afn Hh R

ERR O R EFIL, JRBFLEERZ RIL TODT20 EDI RN, Z 2 ChRIEEHEMAR T 138 R B2 e - Y JEL oD JiR
PRIEGIZAHZ =0 TT BRIt E D, ENBIRTIE A&, REEHEITHES BRI MIE D AR E7e D Y,
PREZ LIV | Z{8)< urate/anion exchanger DFLEIC LY & IR HEEE DOV —7 TIXZNHORRREICE 503 IS
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BIREENT v AR —4— (Urate transporter 1: URAT1) &5
FRIEITAFIL . ZHDSBIRAE & eI urate/anion
exchanger TV, URATI JBAR F-Z8 BAVR FEME R AR
B MIED—RER DI LA ME LTz Y, RIBH DR IREE
PEIEERIT 90%LL | Toho7-8 B gD JR i BN D KT
5378 URATI (ZE01 T4, URATI (i H R s &2 B
BAnL PRSI 2, £ CABIRIEE S URATI
D C Kuhcsz A~ UTHIFH L7ZBERE Two-hybrid 5%
ERE g cDNA T4 7 F)—IZ6 L TITV, #ifPN PDZ 7&
B PDZKI Z[RETHIECHKEILE P, PDZKI 1%
URATI C Kiicé5 PDZ £F —7 (T-Q-F) & LizZ
NEMFAERIZEY URATI SHEATHIE, F-U-o
% PDZK1 O PDZ RALL DHIBLRAA 1,2, 4 LFEAT
HZERbnoT, URAT ZE 5B PDZK1 D&
TEAEATOE . B JRIEHETE PEA I NS DT L3
BGMNT/2Y . ZAUE PDZK1 OFEHLIZEY URAT1 Ol
5 B CORBMENINEE-T-Z 8035, URATL 43 1O
TORBLOLEIZID  RNT EOFREREETEEA 8L
BINTEbDEEZHNT Y,

B IRAIE (23T DIREEED AT, TE SRR SR A

BTO Na” FUIAZREY L 7 TNAZEDRTREN TNV Y,

ZDOREFEE LT Na I IFMETE T ViR L BRIUA RS 12
D, ARNICERE LA B LN =aF VA E O
REEFIAL T, JREE A A A Bl s AR )N R e % B
AT VO BEREIE B MR E S LT, Frx OFFZES L
—7ZED 2002 FIZ[RIES IV IRER FaA A A Hadinss
R URAT1 (XD JRERHIEIL, TS =T /e & O
Fa N O ZHELE DS a1 & DY E AR D FAEIZ LV TR
=2, 2004 42 O FLEEE Na R TFPE IR AN [CHDIA
T H HLF7 > 2K — &% — SMCT ( Sodium-dependent
monocarboxylate transporter) 73 [f] & S 7z Y, & 1%
SMCT C KA PDZK1 LA 52 L2 PRk Two—hybrid
EICTOHERLIZZE XD O BT R A e
(7% PDZK1 4 LT=& ~ B M AAEHIZL D URATI
& SMCT (2K DRSSy A R =y R L CTHE
L. fERD DR S CET MR ME B BN LA 1 R
PR A 9% Na (A7 R i 5 B D fig B
DIEMBETHILT, FZTIIVR YA = AR LY
YRk 17 AREES T T84 (0524) 1280 ZoFLEEA T
U7z INa (R PR IR BB M 25 73 T HE 5 IR ) D FEiEZ B AR L

—E¢PEELC SMCT-PDZK1 HfA OfiRi A RiTsehFZEH
F'Eﬁlj\? Ao,

SMCT1 @ C RimkldZ AL, ENElE cDNA
library |Zxf L CE#%1): Two-hybrid screening 247V Y, PDZK1
NEHRESNDIEEMER LI, SMCT1 LDOFEE D
PDZK1 % = PDZ KA DR TAELHZ LN, URATI
-PDZK1-SMCT1 &) =FE ARSI D TRE R
RUTz, ZOART)—=2 7 i TRAIZF 2 1ZIFIRFIZ RING
domain Z > PDZ %> 7<2'E PDZRN3 DIa]E 12k,
IhL 7=, PDZRN3 (% URAT1-PDZK1-SMCT1 ® =F D1
A IRIZEV IR E D TNa R AME IR i s 43 1514 )
EO BN RS VT, ARFSETITFLERZ T LT Na'
IRATYE IR Bt A D fE A Fofé BN &L, 2 D YE(RE:
BEELTHRL 19 FEEOIFZEHIHINIZ, SMCT1-PDZRN3
FE G DE /I VAR R E )T DO iR I 2 3 A
77

2. MRAE
2.1 PDZRN3 & SMCT1 EDAV /O BERIFEEERAD
AT

URAT1/PDZK1/SMCT1 =X ALEND Na kA7
PEIRBRE BRI 5, #il-/e PDZ #2737
'E PDZRN3 DB OMEMAZBHEL, H—BELL T
SMCTI1-PDZRN3 & DE /7 V R FRgE 25 5%
Ratpatlic,
2. 1.1 SMCT1-PDZRN3 #HE {EF D fiZEA
2.1.1.1 SMCT1 C Xif PDZ EF—7® PDZRN3

EAE~NDEE

SMCT1 C R¥iD 7 /Bl G-T-R-L THY, Type 1
PDZ EF —7IIHHsb, EZTIORKED 3 T
FIED R FAR (A3) & 2 EHTORE A MET I DT
T = U EHAE FLK (T608A, L610A) Z1ERKL . PDZRN3 4=
BTV AR 2 —LOfEG AR Two-hybrid assay”%
FAW TR LT,
2.1.1. 2 PDZRN3 E— PDZ FAL>® SMCT1 C XK

HEDFEETOT7 AL DB

ARFZETIL SMCT1 C K4ins PDZRN3 O -5 PDZ
RALL DIBHLENEFEE T DD EOINTT DD, Hil-
\Z PDZRN3 O H.—® PDZ KA 721 % FFD vector
construct z FV T, BERE Two-hybrid EIZEDFEE R AL
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ZHRFELT,
2.1.1. 3 thOFEMRBEEREAENS D RAR—4
—& PDZRN3 #5 & DRESR

Fex 1FBEIZ PDZKI 23Uz RAR S R A7
T DHIREENT o AR —4—D URAT1 BLOVEHEEEN T A
R—2—D OATA LAE ST DI LA MEL TS, 22T,
ZHO C KuiEns PDZK1 OFFE[AEERIZ URAT1 X° OAT4
D C KA B T DDNEIMNERFLT-,
2. 1. 2 #ikk PDZRN3 HilADYERL

L BATON DRI A L OV L E R~ D
FIHD7=%, ek PDZRN3 ML N Kbl 513 LN C K
SRBCAHIER 53 DT R BREE S D — & AW T, FURAT T
REGRRL, ZUIxt T 273K 7a—F ViR
L7,
2. 1. 3 PDZRN3 BigRNBEDHER

PDZRN3 %3, URAT1/PDZK1/SMCT1 =#FIZLVERS
D INa IR AL IR BB 25  THA IR ICx L, 8T 5
ZLEDOFEHD—>LL T, PDZRN3 Dff]—F 7 k7 A
CINIR B AR T D720 ENB R AN, fik
K PDZRN3 Hiikz = o filife e ¥ 2177,
2. 2 SMCT EfzF—BREMMEEZ AT/ ALK

UEREIEIZ 5 2 5 PDZRN3 $hR Dkt

URAT1 LT SMCT 72 &l x4 DHE—BIsF7210 TiX
Z DO EDHESL TEIR -T2, B RANE O FLERE
T2 Na"KFIE IR B E M2 . URAT1/SMCT 3881
MRREVOTAER R E AW CTRETT A2 HIEL, &
DEF—EEPEEL T SMCT-PDZRN3 F5& DT/ A/VR
k| o9 DR AR 35,
2. 2. 1 PDZRN3 & cDNA ELERRRARY4—

VAN UNMERL

Fx X EST 72— % AL, BEIC PDZRN3 &E% 5
o — BRI AR TCHHS T, EZCTlRHII/IR—2%
pcDNA3.1 (27 /a—=7L, pcDNA3.1-PDZRN3 =
VARG I NEAERC LT,
2. 2. 2 PDZRNB3 overexpression 1Z&3E/HILRY

BRI EE~NDEE

2. 2. 1 THERRL7=~_I ¥ —% Lipofection {524V
HEK293 Ml A 4%, S5IZ[ARHZ SMCT1 s 135 A
AT, ZTOF L DT ) J1)ViR Bl IE 2 b i
~_5 9,

3. ARKHER
3.1 PDZRN3 & SMCT1 DA/ ERIHEEERAD
fiEHT
3. 1. 1 SMCT1-PDZRN3 t8EE R DfizEA
3.1.1.1 EF SMCT1 C Xifi PDZ EF—7®
PDZRN3 fa&~DEE

th SMCT1 C REGDHHED 3 73/ ERFEED KB R
K (A3) . BLRO 2 EFTOREG VT I BEOT T = E i
ZEBAK (T608A, L610A) A ~& PDZRN3 R 7L A7
K —LOFEETEORE R Fig. 1 (TR T,

AEBFE R CREN=I0T, C RO 3 FROZE BARIC
FU T, PDZRN3 EDFER N RDIIZZED S, SMCTI &
PDZRN3 LD#EAIZIE SMCT C K> PDZ &F — 7708
BETHOLILPHERS N,
3. 1. 1. 2 PDZRN3 B— PDZ KA/>® SMCT1C X

IHEDFEETAT7AILDFEEA

PDZRN3 |3 =20 PDZ KA > %273, SMCT1 C K
573 PDZRN3 O~ DD PDZ KA DHIBLENEFEATD
WAL T D72, PDZRN3 OHL—0 PDZ KAA 72
\F % 55D vector construct % FV T, fi#RE Two-hybrid 5%
1To70, #E5R% Fig. 2 1”7,

YL EOFER I, SMCT1 & PDZRN3 EDFEAIZITZED
%— PDZ RAL L INEETHHZED RS,
3.1. 1. 3 tOBELGIRMEERBIEFS D RKR—4

—& PDZRN3 #5& DR

PDZK1 DAL, SMCTI1 721 T, JREEN TV AR
—%—@ URAT1 BIOHEHERENT L AR —52—0D OAT4
HEATHIEEAREL TS Y, PDZRN3 728, > —>
DIT VAR —2— GG T DB LN T D720,
URAT1 35X OAT4 C RSz +FF > & PDZRN3
7L ALUT=, BERE Two-hybrid 551772, 5 H% Fig. 3
Rtz e S

VL EOFERLD, PDZRN3 X OAT4 LA T H5H0D,
URAT1 CIEE ARG A9, PDZRN3 A3 REEH D62 5
FTHELTH, AT SMCTI Az LMt 0
THHIEDREIINT,
3. 1. 2 ¥k PDZRNS3 HilADIERL

th PDZRN3 #lfaN N Kigfds ELDRFDGDVDPD
LKC (4 - 18) BX TV C Kihmlls HGTKSPDGTRVYNS
(1046 - 1059) 53 DT X/ BEELS | D% VT, B
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C terminal

hSMCT1-CTwt N G T
hSMCT1-CTA3 N G*

hSMCT1-L610A N G T
hSMCT1-T608A N G A

LEU  GFP
R L* + +
R A* - -
R L* - -

Fig. 1. Interaction between SMCT1 C-term mutants and PDZRN3

PDZ1

hSMCT1-CTwt
hSMCT1-CTA3

SNG TRL* +
SNG* -

PDZz2

Fig. 2. Interaction between SMCT1 C-term and PDZRN3 single PDZ domains

C terminal
hURAT1-CTwt VLKSTQF*
hOAT4-CTwt TVESTSL*

LEU GFP

+ +

Fig. 3. Interaction of PDZRN3 to URAT1 and OAT4 C-termini

RIFREGHL, UK 203 R 7a—F L4t
AR,
3. 1. 3 PDZRN3 BlgHNBEDHER

INa I AF MR BTG 25 70 TG IR I ZTERR T 5, =5 D
%7378 URAT1/PDZK1/SMCT1 & PDZRN3 723[F]—%
T AR BT oG E R D720, b
NE G &R BN, FTE N PDZRN3 HiiR% V- il
WU AT T2, T O A Fig. 4 (1T,

R PDZRN3 O N Kl S5 T 250 Tl YL A MEDSTRD

Fig. 4. Intrarenal localization of human PDZRN3

BV TZ, C KGRk 3 D5 UATIL, Fig. 4 (TR
FONTRERIRREE T 2 D JE PO AL IRABE (G E DT
RERDT, LB DZOYEMEISMAE I diffuse
IZRRDBNTE, = DDX 7378 URAT1/PDZK1/SMCTI
NEIFETDERETIZ 2> T2b DD | [/l—DiUt
NEIRAME A PDZRN3 HIFET H RO,
ZEEEEREABAEH T2 AR RIBS LT,
3. 2 SMCT EfzF—@HRRMIEZAL-E/NILR
VEgEIEIZ 5 2 5 PDZRN3 £ R D&t
3. 2. 1 PDZRN3 £F cDNA MZLERIEANY4—
VANSOMERK

i ALT= EST 7m0 — /23 £i15H PDZRN3 425 cDNA
Bl 4% pcDNA3.l ([~ 7m—=_71L, pcDNA3.1
-PDZRN3 2 ANT 7 N AERR L=,
3. 2. 2 PDZRNS3 overexpression [Z&3E/HILHRY

FREEETENDEE

2. 2. 1 THERRLT=~_V % —% Lipofection {EIZLY
HEK293 it A%, SHIZ[AREIZ PDZRN3 Es 75
ANEATN, ZDH L DE ) TV FlasiE 2R b
FHARD, FERE Fig. 51T

Fig. 5 (2735912, PDZRN3 (2X% SMCTI #ginsiE
B R IRBO el oTz,
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uptake({pmol/mgprotein/2min)

0.8

0.6

04
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pcDNASL  SMCT SMCTIPDZRN3 PDZRN3

Fig. 5. The effect of PDZRN3 coexpression on transiently
-expressed hNSMCT1 on HEK293 cells

4. &8

PIRTZ OB 330 D IREE D BUA A2 1%, RIEEA9Z PR A
BT Na" BIAREY 7L CNABZER RSN TV Y,
ZOREFFEL T Na {KIFETE VAR BRIGA A% I L
0, FRENICERE LB B LN =aF Ui mE OB E
REEFIAL T, JREE FaA A A Bl s AR )N R e % B
AT LVOREREEL R M E STV, 2002 4RO JREE/F
AT AR LR URAT1 OIRE 2 126, Na i EvEE
J BV IR v Bk W 2% K SMCT ( Sodium-dependent
monocarboxylate transporter) D [FEE ¥ 1%, Na (K 1FME R %
T EAEAE O 70 TR P ORI R E R TR E 5 2 70 b
S Z5, IOITEMRAME ICIB T DRI EEZEIZAN
T2BRIZ, 2D ZODI T AR —F—45 -5, ZhERAY 7R
FEREW I 222k D720 I, TSR AN & R 2
W CHERERVICIE B 45721 T L BRI B T BRI AF
TEL TS, EVIRGERDE LA T T/ RE Two-hybrid 75T,
F 41X SMCT C KA PDZK1 EAEA 352 L aiead LT
O ZEL D BAALRANE B PRI #5175 PDZK1 2/ L
T2 R ERIFAAEIZED URATI & SMCT 1I2X55R
FEHR Ly T EA RN L=y N L TIETET D288, Na*
IRAFVE IR BRI A B D o T F Th O L B LT
(Fig. 6), T2 T/ /b VAU ARFGEM LD AL 17
FENZBZ T =B A4 (0524) 1I2X0 . ZOHEEZ N LT-Na"
IRAFME IR RS 5y TG IR O FEEE HIR L, 55— B
ELC SMCT-PDZKI f&EA O & miRCAFZE M NICA T

RERIK
51

FRE&

Fig. 6. Model of sodium-dependent urate transport at the apical

membrane of the renal proximal tubules

Sl, ZDOHFRTORMFEL T, #Hiz72 PDZ ¥ R0E
PDZRN3 78 SMCTI1 #E&2 G ThHZENE TN
%, PDZRN3 (X URAT1-PDZK1-SMCT1 O =HDHEEE
(ZEDTERLE VD TNa KA E PR ER IS S 135 148 £ DB
BPEDRIBES T, TNEZIT AR CIEALERZ L
72 Na &AL R BEtm e O i &2 B L. T D% —E:
fEELCD SMCT-PDZRN3 f& A D A1V AR FEIEIC
POREIVAY -7 iy (451 B

SMCT-PDZRNS3 #t &%, SMCT1 C K> PDZ €F—
7L, PDZRN3 D —PDZ KA INEE ThH -7z (Figs. 1,
2), BBRZRWNZ 82, =FH G 1K URAT1-PDZK1-SMCTI
ZIRCL | PREBGED BBy T URATI LITREAL
7207z (Fig. 3). ZORERIT, ZFE G EEOE X
" PDZRN3 OEBEEIZE 2D ETEETHS,
URATI-PDZK1-SMCT &) ZH AR Na” (k17
PR PR ARG SR | 1, RIS 240 B4 F-0 URATI
IZX AL ZNZ PDZ FHAEAERN RIZSHARTIFL, &
DOFHER T L7 DR RE DL~V Tl Z 521 5 A HE
PaI B9 5, 37005 Fig. 7 1289 X512, PDZRN3 A3
SMCT1 C KisDfEH % PDZKI EHia 35 T,
PDZK1 EDfEANT T4 PDZRN3 LiEA 5L, A
~OWNELBEZY M FI23 8195 SMCT1 &
WAL, BIWTIEZZ N T FLERRIE S 35
T, BEE) ) DA T OB REBIEB AR T 950 TR0
MEHERS D, TN ESBEIZANDE, SMCT1 &
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PDZK1(+)/PDZRN3(-)

PDZRN3(+)/PDZK1(-)

Ubiquitin-depedent
proteolysis?

\\
v PP Lactate
QRATL

PDZRN3
R ) N3)
(PDZK1)
i I
PUrate

Transcriptional
repression?

Fig. 7. Role of PDZRN3 in the regulation of sodium-dependent urate transport unit at the apical membrane of the renal

proximal tubules
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FYaRE R Lo ThRENT (Fig. 4), BLALRME O
R BB I TR N7 > AR — 4 — URAT1, PDZ %
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D =ZFILEDEEERBIRSINDD LRI R 7R BT R
Y MZ PDZRN3 238D LT, VT Okk & 72 e e
I B DOBIR AL DA REMEA RIEL TWDH D Tlde
VINEE 2 BID,

5. §EDFEE

BRIV RFE L TG, EBUCESR ) -7 [
ELC URATI/SMCT1 O —ERBIANZ AV = Na' k7
PEPREEER L DB DT LD, LLTF O RIEA %O
PSS 2D,
1. URAT1/SMCT1/PDZK1 = BB T

AR 17 SRS T T B4 (0524) (28D HEEH IS
A FETIZ URATI & SMCTI % 3L% 814 % HEK293
-URAT1/SMCT!1 HfEDORINLEA T~ 7=, 200 BB
|Z pcDNA3.1/Hygro-PDZK1 % Lipofection {£IZ&LVE AL

Hygro fifPEZF] L C, URAT1/SMCT1/PDZK1 — B 5
HMIRA NI 95, URAT1/PDZKI/SMCT =& 231545
LEFRBARIEAOMENLIL, RO PDZRN3 DA FREt
THDHR T/, S HBOEFFERA~DRMHEE 2 2B
BHERQFETHLHEE 26N, 4 HEik L THRETL T
TETHD,
2. PDZRN3 overexpression (25 Na (K77 IR BEiliacs

RO

R 1 HTE ML =EH B PDZRN3 Eis T
ATV, EOFMIZLD RUAZR, Na* 7o\ LR EEH#S
TEVEEALE T2, ISR ML 2 BN L 7R RE IS
B DL ZE LD =G M D Z LA F§ ~ | URATI
-PDZK1-SMCT1 # & RO ZFE 325 PDZRN3 D&
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ROBEREM BN OMEINZ HEL TP a2 T EL T
Do
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Effect of the Interaction between a Novel PDZ Protein and Na'-Dependent
Lactate Transporter SMCT1 on Renal Urate Transport
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Summary

Urate is the major end product of purine degradation in humans because of the genetic silencing of hepatic
oxidative enzyme uricase. The kidney plays a dominant role in urate elimination. Therefore, it is important to
understand renal urate handling mechanism because the underexcretion of urate has been implicated in the
development of hyperuricemia that leads to gout. In 2002, we identified the urate-anion exchanger URATI
(SLC22A12) in the human kidney and found that defects in SLC22A12 lead to idiopathic renal hypouricemia.
URAT]1 is targeted by uricosuric and antiuricosuric agents that affect urate excretion. Using yeast two-hybrid
approach, we identified the multivalent PDZ domain-containing protein PDZK1 as an apparent partner of URAT1
in the kidney. Co-expression experiments demonstrated that URATI1 transport activities are increased by
PDZK1/URAT1 interactions. In 2004, Ganapathy and his colleagues identified that SLC5AS is a sodium-coupled
monocarboxylate transporter] (SMCT1). Through the Na'-coupled reabsorption of lactate, the counterion for
URAT1, the modulation of SMCT function may affect the URAT1-mediated urate transport. Because we found
that SMCT1 C-terminal that has PDZ motif binds to PDZK1, physical coupling between URAT1 and SMCT via
PDZK1 forms a single functional complex and mediates Na'-dependent reabsorption of urate in the renal proximal
tubules. In this study, we characterized the interaction of a novel PDZ protein PDZRN3 with SMCTT1 in the yeast
two-hybrid system. Localization of PDZRN3 was detected at the cytoplasmic region of the proximal tubules in
human kidney. The association of hSMCT1 with PDZRN3 did not enhanc SMCT1-mediated [*H] nicotinate
transport activity in HEK293 cells. Based on these results, we speculate that the interaction of PDZRN2 with
SMCT]1 is involved in the regulation of Na'-dependent urate transport.
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