TR e
L BEREa 1—58 TBaEvoiE
Fradiiby | BV BHBTENBD
& | 500mg/AMEDTELBLY | 500mg/BLLT
SRR | ZTREHEL) i
TRIGREEE 55 BoaTEn3L L

EO ARREMR & IR MR DZF]

MERFEIRGIDEZH 1=

MRIGESRICENBHREICTRDAHNSD. #I(C
T TOBMERNE<, Nige 6 ICBMED L
2HRDSND. —MICABKNMMERERDISEE
(&, SBRSBENRREBLEINETHS. MR
29 5ERERBICSRY.

. MPRDEE

PRIEED DIRIMER 5B/ HPF AR & EEE
5. ROEFMFRMROBIERL SRS (R
EBHIREEND. RABKETEIRPICHR
ToIRMER CBMFI S THBB(CHND &I
UBmL f-fRmmE) ONELY OV ERBAL T
D. CORBIFNESOEOM, TAJ0E

VTEBEICRSD. LIchH ST, B - WKRSBSAER
LS OB M B M P A ARAERE G THEBYE
(LB, COFE, RICHRMEKFHREL .

2. [MREBEDZEDED TS

£ PEHEPICIBENMEC TOBBLOBE T,
BHENCARBENFEEDD, JERBRAMEMER
ROPOERN AT (RO . FROIERAHE - Smk
O - A S ORI P RMIRER
EARONE, RERABA, REE - BEMEAR
RENBRENESAERS. RPOMBROBI0
PHERARDSHEE, BEOEREEETD.
BEOZYCE, BEREEGEUDETEER
ZURC B, SSICHBHERELREI DB
2%,

WEMNLARBRORE Y RO VvH—RE,

junier @ No. 474 2008.7



(O FRE(D E:ﬁmi e

ﬁmwmﬁ =

ql‘UEDSQEﬁ : vg,s

HA BRRES (MR) ﬂO)"’D’EI—fF

BBRRESEOTREMEEERL,
ELTRREEDD. ARNMERDHDHBEE,
SHERSBREFEDERILETHS (EB)".
—MICMERBIBRBEOSRICHLC> TR, TR
SREN\EETTIEHERORHREZEH0EL
o188, MREIRFIOAF (G EHEEREERTC
EBBRID, MO TRRER EBES NICERE
TERREZSDIBEBREEZTL, CORRBR

BIRICEORYBE CERETRARR I L

AEEETHS. LHL, URSHEBOMRH
BTHS ERBETEY, RBDICRBIBE
ROABRNMRENBEL B (s TEREE
ABLTHED, THIEETEILERNTE
570, #(C, RBRARHESEEHSEICS
<, BEOBRES THEAIRMMRG THRICRS
EMBENREENENBEEHEIENS
+AEBHBBETHE. &, BBPHIKO
BETREOBMEBBIESNENTRYY,
REGHBIEE DSBS, NESREL TOR

BHRETHS.

BRREZPO

(2 &l

1

2)

3)

4)

LU%%%EL\ INUE X : SERSMER - ZEROZHIC.
BAEBER No.3972 1 1-8, 2000.

Yamagata K, Takahashi H, Tomida C, et al :
Prognosis of asymptomatic hematuria and/ or
proteinuriainmen. Nephron 91 : 34-42, 2002.

Yamagata K, Iseki K, Nitta K, et al : Chronic kidney
disease perspectives in Japan and the importance of
urinalysis screening. Clin Exp Nephrol 12 : 1-8,
2008.

Konta T, HaoZ, AbkoH, etal : Prevalence and risk
factor analysis of microalbuminuria in Japanese
general population : the Takahata study. Kidney Int
70 : 751-756, 2006.

*k DURA 2 B7 FINA R dokdkokok

*HBP VT
ﬁﬁﬁ’[‘igfd)ﬁﬁﬁfdt' Hﬁﬁ%fﬂ%ﬁt%é%

MEORSERT S UBICRPP VT SV HBE S
@O TWA S &N TLS., —RICRHRIE
SECREGRMT, ROPPLTIVHEEI0~
300 mg/BtDiZt%. HBENERPPIN TV ELL
PFE=VABBICHEL PV TIVOLPFIVH
ELTEMEL, 30mg/g - CriltbA2T3HE%
BBPIVTSVRBMELTOS.
MBPNTIVREABESEEDT—H—EBD
f, DB FOMILI-RREFTHS. B
RASHORMCHOTR, BESORHERREOL
HIZ, EHNIC (3HAICBRE RPPITIY
HtBANMT S CENBENS. B TREOE
BECHOVTELBEEORERIT—H—ELTH
B7 T IVEOAESEDESNTLS.
gEAEGUDHPYPRETIE, BACHENRES
OBMEHEL?, ERALSOEBCHLHEP
VTSV TOEGBENAD S, RKOEBICHENRK
EOBMEELZZENMOBNTLSY. DHIET

T OREBLUSOEBTORBP VT IVEROBVIC

2NTIE, SEOESBIRIIVDETHS.

junior @ No. 474 2008.7



FFE BiC

I Zf~NO770—-F
1. WRIRER

LLER  #B5A

=

=

=]

RIAEA T X 2 BT BH O MR 25902 & 18P (chronic kidney disease, CKD) M S#E
BHRBEEN, TORYMBR L EHRVERBLBEE 2 > T3, CKDOB#O—TH & L TORMEL,
FEERRAEDO LI TLRAROHEAELAKECTH Y, BARIIEREETORRET CH 2720 C
&<bm%ﬁﬁm%ﬁmﬁ@m%?%é.Eﬁﬁu%@?ﬁ%?&h.mﬁﬁﬁ@ﬁﬁa%wﬁﬁmﬁ
M (BEAREM, MEARZLY), REOHHEES 208812, SHKOEEZMS FCOERNYT 7

O—FELTELOTEETHS.

Key words @ #IR, F|AMR, mME, SR

EC oI

HAED 2006 FEDOFH BN EABEIZIF6
TA, BETBERII26 FAICTTB LU, i
FER1ITAND DENBEOINNGD 2. BIE
HOWINIE LD DI 5 22 WiARIL T 2 1L B
DLERBIZER 1KAZB2 TBY, BIRHR
BEOYEARE~OMIT 2T 5 = & I3 ERHE
HHNCDHEELFEE 2o TS, S hETD
FESETAT A O B R OAETE 1205 b T3 2 Bk 6E
ETOFBEATFTHY, KIBEARLICESTHE
WP 2B E ShTWa, BFEQEHBEEDE
KL, BRBOBHER TCRYERE~D
ETMHIANRELE o TETWE I EHS, B
REBORMBER L 2O EDOLEMI TR I N

bE ZBE RIN DA HEAFEAS
A AR S FH AT FERHR ARSI B A R I e R 2
53 EF

(5)

(HA£EE 97 :913~920, 2008)

TETWw5S, T, BHEREDDH S DK
A2 FE 2 LA O & 2 2 (cardiovascu-
lar disease, CVD) THEL:T 5 FIASEE BIZS W
EVI) ayFrIRERELHLPICRD, it
TR 7 BT BEOBEMB A T o T, 2006 FEIiZiX
KDIGO (Kidney Disease-Improving Global Out-
comes) DS HEFAY 2 BEE & L CCKDX # o B2
#3208 LTV 50 (CKDIXEHEE D 2 W 2R Bk
8B & (GFR) 60ml/min/1.73m? i A5 3 7 H LA
EffRd AGEG L ERINTY D). BHEIE
HDLDOTHWBEBETNVNTI YRESELEBRD
Effldstage I & LTHEHEN, BEARBETH
L EIEEREBERTORKREATF LI L EHE
\ZCVDD A4 A M EE LR DEHRE T TH 5.

EHR, MROVWTFILBESTERLIZES
BB B THL e b, MRIIEAET
MEDFERIZEMTHSH E L BIZCVDA N> b
M)A ZHEDHERNH LICHER CHELZBRETH
AH. ARTIE, WEREAYK (AR, MR) &+

BRI F97% B55 - FHR206 57108



914

DTFE, RREEDOA =X EZOWME,
B E DEEIZ OV TR,

1. REBDIEE

REPLHEBRICBWTIE, FICRERME S
XoTEHAR, MROFEMAZ V- rx
NTV5. REBETOERRSSHE 123764
A (BHA41012 A LHE82752 N\) @ bR
REZBED-DIL, ﬁaﬁmﬁﬁ%ﬁsi%%ﬁss
A (16%), Z¥521 A (0.6%), ZBEIR+ MR
BEPEIX B E 248 A (06%), ik 399 A (05%),
MR DB G B 3424 A (8.3%) %otk 15,443
A (187%) THo7-2. {OBTE 2k— I HF
FCTESIFOBREROBEEA A 5 &, ihHIE (Tseki
5 2003 4E) DxF% 106,177 AT 53%, K
(Konta & 2006 4E) ® 2,321 #1T 44% T - 7-.

MiRIZ, BEHEEZHEBELLEICZ L Aa0NS.
KR H L HIROBIRED (045 56260 A) o
FITCTid, BEdbbe/fiHic 22 MR
DBPEENE 20 AR T 0.94%, 30 4% T 1.68%, 40
AT 3.95%, 50 8T 3.64%, 60 ML T 3.94%
TH Y, 40 BA T TIIIMESICPE- TR L 729,
e HTIE) & BF%E CBERF O MR O SERER 22
IPHBLL (Iseki® 1996 4F) Dxt& 107,192 A CTHE
" 35%, &H123% THo7-. ’

IR DRIRIEDL (W5 56,260 N) THRIFR
WDdH 72805 N (BEIRD KBS 177 A,
MR - B REGHER) 150 A, LR D 2RS4 5] 478
M 2T 2 ZRIBREZIT - 722, BEHFEOKRE
HEPITITRE R, SR MUY, Rk
AZETNEN1%~2% B 7. BBHIZ 65%
DRVER SIEREE & BUT 2 W AR,
IgAHE 53.4%, FFIgA MR BRI 25 15.1 %,
BRPETE 11.0%, #8251k 82%, BLIRAER{ATE
1LIE 55% THh - 7-.

—J7, \EHER+ MRFIE RBRET, R
ANT4T7%, BYERIIIREINR13% THor-. =
SITHEB T 67.3% AVB M IR L 2E X

AEAMELME Ho7% 255 - FH20%55A8108

(6)

WEERBITEI TIE, €0 844% ASIgABEL S
WrE -,

MR EIRFITIE, R CREEREAAT9.4%,
TDEDZRVETILTE, BERTIRA L BHF s
N7z, BREREDORD O Nx - I EIERE
MR D#IFEA T 6.3 F DREBEE I RTR
AHEL, 106% ICH I EAREZ RO o0
REBHHBE T T 5 BEROEREIL 750% A%
IgABSETH o 7.

2. EARDEBZ 3ESE (1)

EHROBMICBWTIZ S FAHEGR -
WEEROEHVFEECTH D, MR CHEE
By D FRE [ 1 T S EE MR 1 5
FROTTREMED S 2 700, REREHRRS & behf
DIRRZ 3 5. BRPRERFOREEI YT,
REER OB RO A RBEBEOBE, ALY
IS 2 VIR INRARSEPAS (I
i A

MNBEERYFEDLNLHE, EEEBROE
VLB 2S, FEEDIAIC L > TEIYE, B
P, WREBARICHOESI S, BREHRIL,
AIREME & RSSO S D, RS
FRIGHRERBAREFEEDOREIC L ) Z 0B ME A
THEL THFOREARBICERT 2 RETH
%. EETIZ—H 10kgll kb o MBEE 5%
REZ BB T 525, REEPEMRIE 150mg?
R, R GRERERN) o EiEET 1~
3mg/dITa % 7%, MHILITIE 100% DIUTAE PR A
HETHRNESNS =DREHIZA LAV, L
PL, 2 T70—EHERETIRERBOEE K
THEL LM LERINL Ehzvdorinky
RELTRDOONE., RREREBEIZZISTFO
B TEH DR % HIFRT 5 charge barrier & 4
TDKRE SIZX Y HIBRT % size barrier & v 3 [iE
BEXHY, INooENRARE 273, &
HRGEERBRICHFET BT VBB IO 542
) 71 2 HEEMEICHEE L TH Y charge barrierd



915

® 1. EEROECDESR

EBNERR
RIIMERR
BMUWERR, REFEE
RNERR
1. BR4EAR Bence Jones EX : BEE K&
ANEJOE VR | MEREE, BimEEm
SAJOE VR ERERSE, TES4J0EVRE
2. BtEBR ‘ : ‘
RIREMZEQR
RERE ERPMARRR U w MEDES

FTRMR DT O—CERE, REERIAIRETE(DE
(nephrin, podocin, CD2AP, a-actini 4, laminin B2 O£H)

BERAMEE, BMYEE (nephrin OFERETOHRE)
- B _ERZRAOEE
= b3 RUPBEGETFERER(CEDERABREE LI
CRREEEEEECKLHELR :
‘Alport FERE (VEOS—4 > o 8HDEE)
Goodpasture fEIRE FIARBREEEBRIBDEFL)
- SREREEEMR charge barrier (DS
(LB 2 DO —UERE
FRHMIEUERR BEEE% Fanconi fE#E, SEEOE
3. BRMEQR
BEUTORE, &0, B8

e e
‘ i
RERES BIRED
ERQR xU
st
l TR
//”
RIFHER|+ |- [+ [~
=
gy | BERSER | + =1 L

(Awars]

E1. gERER (BERKR) ~0O770-F

REEZ 5 Twb. —7, IRk EEMIL (po- BEHOREFRARO MBI EE 2RE 2 77
docyte) Rzl AZ#HALTWAHRY v MEE®D LTwad Ewn) bz TnaY RERFREE
size barrier& L COEEAAS PR -TET A B OARREUEARE Z 72T HREZE]LIC
BY, 21 v FEEA R L TYv 5 podocyteBiE B, RBICX2BESMIIE—T2J{HEE

(7) BAAFSSNE Fo7# H52 - TH20E5H8108



916

=1 ¥
ZER(H) *_*==ﬂ_f_
EARZ2+ —0 =8
EER IR S 8
MER(+) g
MmeR= 2 + o —H— .
BME GAEH) &8
BRA GRS Pun —
BT ;i -0— it
1.0 2.0 3.0
B

2. 10FE/M0EhIccKD ®tage 311 E(GFR<60) & 3EREF
2 +Ll FOESR, EEFR+HIRIBEESLORLBLFIRTFTSHD.

LTERIBZEDZ W, T2, IgABELZE XY
XY LA RVEOREE T AA=X
Ll ERIEZABRLZRLEZ . 1H1g2 @8R 5%E
FRIZARBRAEREFEO T REMEATR V23, T D5
CEFERPLETH S,
RATEHEBKRIE, FEY, BJIEH, Fanconi
JEMREE, EE&R O, A FIvARE) 2k
HEEEORICED LN, 7T I JBRIR, B
R, RHEEET Y F—V AR EORMEREE®
T 5 ENE . BRLEOKRMICBELD
FEARIX, RAEOTVTI Y HRINEEIC X
LEENREVEVDRLTWS., RMEHEE
RTIX, REBDERKBZITHDETNVNTI ¥
REXROLRRAEEBREEE» RL Y, al
2rayuadis, RBIroFaF Yy Ed
ESFEA3IGTD1LUEEZED S,
ERHEARIEE 2 ECTEA S/ -EAN
FRABE OBIIEER 8 2 7-overflowBIZEBHR T
5. BFitEERROERIX, RERLMERE
ZENPOCEFNPES THDZ LS. BEME
HEHRIZ, BELUTORE, &A, BEEX LI
550 TEEREAEIEIL V. ROMERIE
MmiR, BmMRRZES2oTWNBEI ENEL,

BFEAMZERMSE 2974 E55- FH20E5H108

(8)

(iR 2 & Y & %5 IA)
WIREHBIRBES LR L 2 5.
3. ERRDTFE

1) BEARIBH#EEERTOMRIL L -2BREFT
HD.

IRIRVEL H 373t [X DB A2 % 323 L 7z 50,501
AND ) BLRRRE 2D 72 772 A 10 ER ORI
] X AFZEY T, MR D & B HEH o B sEE L
(MiFZ L 7F = 2mg/dlLL L) 13752 7245,
BERO ARtk & 272 14.7%, TER + MR
T 233% ICEREBEAIA LN, KRFO
40 WLl Lo —flk RIS 2553 123,764 A DRI
XPF7E2 i 10 E# ICCKDR B 3 ML |k
(GFR 60 ki) (THEFTL 72 D 19411 AT,
BLMOFHMETFIZ 2+ M EoFAREEHR +
MR T, BARBUEEZD 2 U LOBBRETH -
7z, MR OB ZEZE 106171 A0 17 FEH D
BEFAE TR, KBRS L 22fGEEIIRE
HEEF I CE_BETREABEE OBMET 1.9
&%, KHET24ETh-7-. EBEHRDOBETAS
L 17 SEM DS O XK EA LD BB
KIIREH3I+PUET16%,2+T7% THYHR



EANSZWIZEERENBET LR T2o7229. F
Sy FITBITLBEZLHE 8592 N) kXL
L7234 42 sE M 0 BEFRFE (PREVENTHIZE)
TIIGFROETIZx+ A2 H|AR, MR, EHEE
BEOEEY L TWS, AMEAREZRED
7-# TDeGFR (#HGFR) DK T MR EE,
EREEERLS LA->THEY, HROBALAETF
HODAZ ) —=r 7 LTIE, REHIFRER
ETOEREFME VERA TS EHE L.
BB O ZEEA R Tl IgARE X SEAERMED I 8%
FRTERSNWHEOHICEEARZIEETH S
S EWNE VD, ETHITREARFEET—H
2eLl EDOREEADHFEND S L TFHEAREFICT
Hans WRFEEEECTHETTLF 70—
PREERZ &3 E%w. —F, #BER
Bl 70— CRERE, BETE TIXZ0mRY
BENRFRLEETLD, RAROEELZD
TFEOMHBILZ v,

ZheD|mENS, HREBRKRTIX 2+ (721
05g/gZ7 V7 F =) ELOEAR, EHE1+
PLE & BR 1+ Ll EDOEPHIBREMEICET
BONLAT L, BEREEH BRI LEC
By,

2) EARIPTFEET I ELOMEEEDREREES
TUXRIPEE 3.

BRI BEZE 01432 A (B 30764 A,

Tt 60,668 N) DLIMEA N> FEREEE L
10 fEMORTE EBFENIC X B &, BREEED
GFR=60 O#F Tix, EERVHFAET 5 L.LIME
FEDOMA EREEAE M 14 5, L2014 -5
7. BRREET O SHGFR<60 - JREHEMR
TiE, BREEY -  REHEEHORICHEA~LM
BEIROHNfEEEAHBYE 1515, Ktk 16f5& 1=
AERBDOIZN, SHIZEAKR%R2 GG L/-GFR<
60 - REHBEOE TIX, M EREIFHIME
WCEME221F, LTHE40FEETTLERELA(XSI).
7 A AEES (AHA) & T, CVD
(LMEEB) OFHREBELET L L TRARIE
EHENTEBY, CVDEEICIIMRREIZX 2RE

(9)

917

AR O N TWb. BERIZARELES
BEEOL-MEEELRBLTWEZ L, ¥
BiEEESBME, SFEYAF IMAE, M
BEEFEEzNM LTS OfEREATFEZ EASE
TWHEEZLNTWS.

4. MRDEZ BFEE

MR%Z &E7:L 9 5EBEHRISTRLA=(3E2).
BEAR CIXIMIR % 2% H e a3, BERERT
BHEICMREA RS SN BEEEITIE, Rirtkoi
ErEZ D HUEMROERERE L EERS
Ty b Zvh—HR (TITRBERE LEER
WARIC X B AEEEIROEE) BWETFLND.
FEARR T H MRER T 3 FIARICIIRASRED B
AWEGIZEFEEEMRTH Y, MREZEEET
BIgABIER EORBRAREPLHFMERE R ED
WEEMEATE & 5. EEEE IR TREED B
DIFAREA» SHEFE L TV B D DTHITEKE
PRI R, AlporthEBEfE, FE M 2L BRE e 7 &A%
£z oMb, RILER R TERRMER (dysmor-
phic RBC) & % WidARIMERFAFEDTED & iz
BT REESIMR A EED IS O THIED L O
FHEROBEZ EMICITS. :
ERZH CIIEEERELZ S —RRELE R,
TR TREFRO»ZEBIITE, &Ha, 0¥
By, EREERE EREE L OWRARDN
BEEDH L. T/, REREWES TIXRXE
ARMMEREZ & 723 2 &A% .
5 MERDOFE
FORUE H 37 it X o B 2 & < # L 72 50,501
ADH BRRIREHE % 58 72 772 AD 10 £ Dy
6] % WF3ES T, MR O A BiEE OB HRERLA
(27 Ao 7278, FHBEREY 95% ICEBR D
7. COEARBEEFICHT E2BEROBRT
12, 2DE L PIgABIRETH o 7= [gATETIE,
MR DFREEIIEAETFHREHMLEZNL DD,

BARATSEME $H97% W55 - FH20FE 5108



918

EBE(+)GFR
<60

£8R(+)GFR
z60.

EHK(-) GFR
.<60

FARK(-) GFR
=60

EBFR(+)
GFR<60

FEHEFR(+)
GFR<60

EBR(-)GFR
=60

ZEAR(-)GFR
=60

0 1

=

xR

® 3. ZRROEECKDDMETEOHENGERE
ERROFEICK DDLMEFEOBROIEINT S.

HEAROHEIIFREFRLEFLTVWL I L
A BT 519, MRS THERREEL 2 A~
72D TRTEAPICEAREZED TV

11 R B g 1% R AR LARE o 20 TR PESE AR
THL, TOXRFIBEREBREEL ST L
INTH5 —FH EHBETE, SEEEMEID
RIZBWTHERICREBEESREEFRVWZEN
IEOHELDHRENEZ LG HERD
VETH L.

e T MR % F538 S 7z B R I2 B\ THEl{RK
B2 EDI-HERECLYVRBREOREL MR
FL, EErdhiIzodEABICEAR
HE T cIRZ COEBBRETIW. L2rL,
1 (8] D 18] {5 > A T I FR 23R B9 5 B O M i
THEAZEZHFETER V., Lo T, #HB
v 2 R B B R R I ER AV MR 72 EASHBL L 7=
EERIZBLTERBELZS TS IO ICHEEL,

BEATISEME 5974 H53 - FHR2055RK10H

(10)

(SCHk 9 & b &5 1H)

40 7% LA b o> S BV I PR T 1 PR B R B O ]
REVED R 22 D THERT 5. MR EMBGES]
2%, FERBSPEBEROEMEL o 2HEITE
B FI R~ DRI & HERE & O HMEY L
HEEZ LI DY,

6. —RMEBORER O (FBRHBEME
BE, /NS TOFAM BE)

PERR S HETE O b R OB W~ — & — 135
BE7 V7 vROMEATHY, ACEI(7T ¥ I F
Ty rERBERER) RARB (T ¥ VAT
v YIS ARREPEE) O & RAE 7 IS
THIH D B VIIHETIETH 5. REBEEIC K
LZREANEETH - TH, HRHE, SIMER
EERBFELTWAEEIZIE, METLVTI VRO

HlE A EY D 55 (BT RBOBEIESL) . &A



919

K2 MRZEECTERE

1. ARIREEMER
— RGBSR

IgA BiE, 2B, BMEAREER SBEFSRREE

TIREARRGESE

ANCA BERB®, Goodpasture fEEE, IL—FAEY, EHIHEEEN

BEERIRERSR

Alport fEfR3Y. SFRERER

2. FERERFEMR
SAETE

BERER, bR, BiiRK, B

BaRY

BESO. REEL. Bito

E5

BE. RES BEE RS

MERELSE

Ty hISvh—Rg BEE BERERIE BRiREE

T At

SRUBPOE, HEH KBE M8

LBEDRBEMEZITo T A L REERE
MOBETBELTLIV, EUHRARTETS
X TR o T L TCREREHITONH 232
DIRIBEDOTHEETHS. R7TVTI YERIEZSE
mEEEESE (FEbE) PAFFYvy v
FO—2 129 CKDIZBWT H REISIICHEH
T, T I RIGCIMAER O L7 fak K
FTHLIELHLNER-TWAEI ERD,
PE PRV BAE AL DCKDZRICB W T AR TV
7TIVEASRBETROONEZENETNT
W HETNVTI YRERD S BEHEETI,
RPFTNVNTIY, RPEbFRA720) 2,
VBl S — 5 vk EofllEx @ iaicite (%
REZEL3INABE) BEEOEITIEZVIZ
A3 %.

7, ABRRECIIEAREERETZAVTVS
720, BHEICHELTWAT VT I YOIz
uﬁLTméﬁmm,iﬁﬁ%%E@E%ﬁv
ruarzua7) rimAEIZFED 5 itbBence Jones
EHREOFMBEBO L2 VWEHOKRBIZIZAN %2
W, XoT, BRKETHEARBEOBESTD
MBS LTS u— VL y FiEEZ ED A
BICL s HABLBEERZFMIT 2 LENH 5.

R

(11)

Hhhic

BRICEDBAZ ) —= v V3 EXEBAEERE
DPL DR 6T, LA XY b OEFE L
IEMIPLDEETDH S, 2007 F HAEFTHESHT
Pl ), [CKDRBMAT A F IOk S hie.
ACE-I® ARBZ: & D JR# F 8 A% B R E F A
B GAMMZ% D, CKDORBRERIZL ) ENEE
DA, CVDA XY b OIHIAEFEINS. &
JRER (BBER, MIR) %R 7-EFIZCKDZ#
HA Vi &E2BEICEYLbrkdbh b,

X ®

1) Uhlig K, et al : Grading evidence and recommendations
for clinical practice guidelines in nephrology. A position
statement from Kidney Disease Improving Global Out-
comes (KDIGO). Kidney Int 70 : 2058-2065, 2006,
Yamagata K, et al:Risk factors for chronic kidney disease
in a community-based population :a 10-year follow-up
study. Kidney Int 71 : 159-166, 2007.

Yamagata K, et al: A long-term follow-up study of asymp-
tomatic hematuria and/or proteinuria in adults. Clin
Nephrol 45 : 281-288, 1596.

AR # A w BRSO & ERAE O
£ 49:77-81, 2007

IR

2)

3)

4)

BAARMFESHE F97% H5%5 - TR2055F10R



920

5) YamagataK etal:Pro gnosis of asymptomatic hematuria J Am Soc Nephrol 17 : 2582-2590, 2006.
and/or proteinuria in men. High prevalence of IgA neph- 8) HAEMELME : CKDE#HAN 4 F. HIESH, 2007,
ropathy among proteinuric patients found in mass 9) Irie F, et al: The relationships of proteinuria, serum cre-

screening. Nephron 91 : 34-42, 2002. atinine, glomerular filtration rate with cardiovascular
6) IsekiK et al: Proteinuria and the risk of developing end- disease mortality in Japanese general population. Kidney
stage renal disease. Kidney Int 63 : 1468-1474, 2003. Int 71 : 1264-1271, 2006.
7) Halbesma N, et al : Macroalbuminuria is a better risk 10) Usui J, et al: Heterogeneity of prognosis in adult IgA
marker than low estimated GFR to identify individuals nephropathy, especially with mild proteinuria or mild

at risk for accelerated GFR loss in population screening. histological features. Intern Med 40 : 679680, 2001.

HEAMEEEE 978 =52 FH2055H108 (12)



433

Original Article

Slower Decline of Glomerular Filtration Rate
in the Japanese General Population:
A Longitudinal 10-Year Follow-Up Study

Enyu IMAIY, Masaru HORIO?, Kunihiro YAMAGATA?, Kunitoshi ISEKI®,
Shigeko HARA?, Nobuyuki URA®, Yutaka KIYOHARA?, Hirofumi MAKINOY,
Akira HISHIDA®, and Seiichi MATSUQ!'®

The prevalence of stage 3 to 5 chronic kidney disease (CKD) in Japan (18.7%) is considerably higher than
that in the United States (4.5%). This study investigated in the Japanese general population whether this
higher prevalence of CKD might reflect to a progressive decline of renal function, and in turn to the
increased risk of end-stage renal disease. A decline in renal function over 10 years was examined in 120,727
individuals aged 40 years or older who participated in the annual health examination program of the two
periods over 10 years, 1988-1993 and 1998-2003. Renal function was assessed with estimated glomerular
filtration rate (GFR) using the abbreviated Modification of Diet in Renal Disease (MDRD) Study equation
modified by a Japanese coefficient. The rate of GFR decline in the participants was 0.36 mL/min/1.73 m%¥year
on average. In the male population aged 50-79, the mean rate of GFR decline was significantly higher in the
presence of hypertension than in its absence. The rate of GFR decline was more than two times higher in
participants with proteinuria than in those without proteinuria in both sexes. The rate was significantly
higher in participants with an initial GFR <50 mL/min/1.73 m? among the groups younger than age 70 and
in participants with an initial GFR <40 mL/min/1.73 m? in the group with age 70-79. Based on the slow rate
of GFR decline, we concluded that the decline in renal function progresses slowly in the Japanese general
population. Hypertension, proteinuria and lower GFR were found to be significant risk factors for a faster
decline of GFR. (Hypertens Res 2008; 31: 433-441)

Key Words: glomerular filtration rate, Modification of Diet in Renal Disease, equation, Japanese

new patients with end-stage renal disease (ESRD) has been
increasing during the last three decades. In 2005, a total of

Introductio iy
¥l 36,063 ESRD patients were introduced to dialysis therapy,
A cuwrrent epidemic of chronic kidney disease (CKD) is a most of whom were elderly (mean age of 66) (7).
major health problem worldwide. In Japan, the number of Previously, we have confirmed that an accurate glomerular
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Table 1. Study Participants

Prefecture of health-check program  Period of 10-year comparison Sex n Total program participants (%)
Okinawa 1993 and 2003 Male 11,324 38
Female 18,349 42
Ibaraki 1993 and 2003 Male 25,262 38
Female 60,723 45
Hokkaido 1991 and 2001 Male 395 46
Female 572 49
Tokyo 1992 and 2001 Male 1,928 26
- Female 622 24
Fukuoka 1988 and 1998 Male 605 N/A
Female 951 N/A
Total Male 39,510
Female 81,217

Total 120,727

N/A, not available.

filtration rate (GFR) is estimated from serum creatinine value
for Japanese using the abbreviated Modification of Diet in
Renal Disease (MDRD) Study equation modified by a Japa-
nese-coefficient (2). When CKD was defined by GFR <60
mL/min/1.73 m? (CKD stage 3), prevalence of CKD in the
Japanese general population was predicted to be 18.7%
{(about 19 million) based on a nationwide epidemiological
study in 527,594 individuals aged 20 years and older
(211,034 males and 316,560 females) who participated in a
community-based, company-based or hospital-based annual
health examination program conducted in 2000-2004 (3).
The prevalence of CKD is higher in Japanese population
(19%) than in both Norwegian population of Nord-Trondelag
county and US population (both about 10%). The prevalences
of stage 3 and 4 CKD (GFR: 60-31 and 30-15 mL/min/1.73
m?) were also higher in the Japanese general population than
in populations of the countries the above (for Japan: 18.5%
and 0.20% in 2000-2004 (3); for the US: 3.7% and 0.13% in
1999-2000 (4); and for Nord-Trondelag county, Norway:
4.2% and 0.16% in 1995-1997 (35), respectively). Eriksen ef
al. (6) reported in a longitudinal study that the mean change in
the estimated rate of GFR decline over 10 years was 1.03 mL/
min/1.73 m%/year, and the renal function declined progres-
sively in a relatively small population of patients in a hospital
of Tromso, Norway. We predicted that the large Japanese
population with lower GFR may have progressive decline in
the renal function. In that case, we may have a large number
of ESRD patients in Japan in the near future. Thus, the present
study investigated the rate of decline in GFR in the Japanese
general population over a period of 10 years using the data on
serum creatinine, blood pressure and urinalysis of participants
aged 40 years and older of the annual Japanese health exami-
nation program. The rate of GFR decline was estimated from
a set of serum creatinine values obtained 10 years apart in
120,727 participants of the Japanese health examination pro-
gram which was conducted over two periods, 1988-1993 and

1998-2003, in five prefectures.

Hypertension and proteinuria was evaluated as risk factors
for accelerated decline of renal function in the study popula-
tion, since these conditions are known to exacerbate CKD
progression to end-stage renal disease.

Methods

Study Population

In this study, we obtained the data on 290,268 individuals
(107,145 males and, 183,123 females) aged 40 years and
older who participated in the annual health examination pro-
gram of 5 different prefectures of Japan (Hokkaido, Ibaraki,
Tokyo, Fukuoka, and Okinawa) during the period between
1988 and 1993 (Table 1). Of those, 120,727 adult participants
(41% of the total; 39,510 males and 81,217 females) who had
two serum creatinine values measured at an interval of 10
years were included in the present study. When proteinuria
was defined as a urinary protein level of 1+ or more (about
>30 mg/dL) in the dipstick test using a spontaneously and

- freshly voided urine sample, 2,054 patients (1.7%) had pro-

teinuria among 117,865 participants whose urinary protein
was measured. When hypertension was defined as a mean
blood pressure of 106 mmHg or more measured in the sitting
position, 16,722 patients (13.9%) had hypertension among
120,727 participants whose blood pressure was measured. All
the participants were kept anonymous and the study was con-
ducted according to the Japanese law of privacy protection.

Calibration of Serum Creatinine Values

Although the Jaffe method was generally used for creatinine
assay before 2000, the enzymatic method is currently used in
many laboratories in Japan. In the present study, creatinine
was measured by the Jaffe method in the earlier annual health
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Fig. 1. Difference in the rate of decline in GFR between
male and female participants in each age group. The rates of
decline in GFR were calculated from 39,510 males and
81,217 females. Data are shown as the means+SEM.
*»<0.001 vs. male.

examination program and was measured by the enzymatic
method in the later program. The mean creatinine values of
the general population measured by the Jaffe method were
higher than those obtained by the enzymatic method, but the
degree of difference between the two measurements was
roughly constant across the age groups. We previously con-
ducted a nationwide epidemiological study to predict the
prevalence of CKD in the Japanese general population, based
on a survey of participants in an annual health examination
program run by community, company and hospital (3). The
serum creatinine values of each laboratory were calibrated in
the central laboratory. To use the surveyed serum creatinine
values from different laboratories in different years in the
present study, the values were aligned to the gender-specific
and age-specific mean creatinine values in the previous study
noted above and calibrated to the values of the central labora-
tory measured by the Jaffe method. We calculated the mean
creatinine value for the subjects with age ranging from 40 to
79 years in each laboratory by either method. The mean dif-
ference in creatinine values was corrected in each laboratory
on a year- and gender-basis.

GFR Estimation with the Japanese-Coefficient—
Modified MDRD Study Equation

The GFR of each participant was calculated from the serum
creatinine value (S-Cr) and the age using the Japanese-coeffi-
cient-modified MDRD Study equation as follows.

GFR (mL/min/1.73 m?) = 0.881 x 186 x Age 0
x §-Cr=""* (if female x 0.742)

The rate of GFR decline over 10 years were calculated for
each group of participants with initial GFR of five categories
(30-39, 40-49, 50-59, 60-69, >70 mL/min/1.73 m2). When
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analyzed using two successive measurements, the values will,
on average, tend to be closer to the mean on the second mea-

‘surement (the so-called regression effect). When we com-

pared the rate of GFR decline in one GFR category with that
in another GFR category, the regression effect on the rate of
GFR decline was corrected by the following equation:

Corrected rate of decline in GFR = GFR; — GFR,
+ (1 — b) x (GFR, — mean GFR,)

Where GFR; is the initial GFR value of the subject, GFR; is
the final GFR value of the subject, mean GFR, is the mean of
the initial GFR values in the study population, and b is the
slope of the regression line in the study population (with final
GFR on the ¥ axis and initial GFR on the X axis).

Statistics

Data were expressed as the number of participants or percent-
age (%) of the study population. The rate of GFR decline was
expressed as the mean+SEM. The rates of GFR decline were
compared among three or more cases by Scheffé’s multiple
comparison method after analysis of variance (ANOVA) or
between two cases by Student’s ¢-test. Values of p<0.05 were
considered statistically significant.

Results

Prevalence of CKD (GFR <60 mL/min/1.73 m?) in
Participants in the Annual Health Examination
Program

Among the 120,727 participants (39,510 males and 81,217
females), 42.72%, 35.91%, 17.80%, 3.29%, 0.26% and
0.01% had initial values of GFR =70, 69-60, 59-50, 4940,
39-30, and <30 mL/min/1.73 m?, respectively. In the study
population, the prevalence of CKD stage 3 was 21.34% of the
total participants and that of CKD stage 4 and 5 together was
0.01% of the total participants.

Mean Rate of Decline in GFR

The rates of GFR decline over 10 years were similar among
the age groups: 0.35, 0.31, 0.37, and 0.42 mL/min/1.73 m?/
year in males, and 0.41, 0.31, 0.32 and 0.39 mL/min/1.73 m*/
year in females for the age groups of 40-49, 50-59, 60-69
and 70-79 years, respectively (Fig. 1). The overall rate of
GFR decline in the study population was 0.36 mL/min/1.73
m*/year.

Rate of GFR Decline in Hypertensive Patients

Hypertension ocecurred in 17.8% of males and 11.9% of
females in the study population. In the presence of hyperten-
sion, GFR declined with significantly higher rate; the rate was
higher in the group =106 mmHg than in the group <96
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Fig. 2. A: Difference in the rate of decline in GFR in male participants with a mean blood pressure of below 96 mmHg, 96 to
105 mmHg, or above 105 mmHg in each age group (w=39,510). B: Difference in the rate of decline in GFR in female partici-
pants with a mean blood pressure of below 96 mmHg, 96 to 105 mmHg, or above 105 mmHg in each age group (n=381,217).
Data are shown as the means £SEM. *p <0.05, **p<0.01 vs. BP <96 mmHg.

mmHg in the male groups aged 50 years and older (Fig. 2A).
In female, the rate of GFR decline was slightly higher but not
significantly in hypertensive patients than in normotensive
participants in the age groups older than 60 years (Fig. 2B).

The Rate of Decline in GFR in Patients with Pro-
teinuria

In the overall study population, proteinuria occurred in 2.6%
of the males and 1.3% of the females. Patients with pro-
teinuria had a twofold higher mean rate of GFR decline com-
pared with patients without proteinuria in all the age groups in
both males and females (Fig. 3), demonstrating that pro-
teinuria accelerated the rate of a decline in renal function and
was a strong risk factor for a decline in renal function.

The Impact of Initial GFR on the Rate of Decline in
GFR

Initial GFR influenced the rate of GFR decline in both sexes.
The lowest rate of GFR decline was in individuals with an ini-
tial GFR of 60-69 mL/min/1.73 m’. In the age group of 40—
49, the rates were 0.34+0.02 mL/min/1.73 m*/year in males
and 0.45+0.01 mL/min/1.73 m*year in females. When the
rate was used as a reference point, the rate of GFR decline sig-
nificantly increased in the group with an initial GFR of 30-39
mI_/min/1.73 m? and was 10-fold higher (3.28+0.72 mL/min/
year) in males and 4-fold higher (1.94+0.47 mL/min/year) in
females (Fig. 4A). The mean rates were significantly higher
in the groups with an initial GFR <50 mL/min/1.73 m®.

In the age group of 50-59, the rate of GFR decline was
higher in the group with an initial GFR of 30-39 mL/min/1.73

m?, 3 times higher (0.91£0.43 mL/min/year) in male and 6
times higher (1.34+0.24 mL/min/year) in female, compared
with the rate in the group of an initial GFR of 60—69 mL/min/
1.73 m? (0.31£0.01 mL/min/1.73 m?year in males and
0.24+0.01 mL/min/1.73 m?year in female) (Fig. 4B). The
mean rate of decline in GFR was greater in the group with an
initial GFR <50 mL/min/1.73 m’.

In the age group of 60-69, the rate of GFR decline
increased with decreased initial GFR. The significant increase
in the rate was 3 times higher in the group with initial value of
GFR 30-39 mL/min/1.73 m? (0.98+0.18 mL/min/year) in
male and 4 times higher (1.1840.13 mL/min/year) in female
compared with that in the group of GFR 60-69 mL/min/1.73
m? (0.31£0.01 mL/min/1.73 m*year in male and 0.26+0.01
mL/min/1.73 m?/year in female) as shown in Fig. 4C. The
mean rate of GFR decline was greater in those with an initial
GFR of <50 mL/min/1.73 m%

In the age group of 7079, the mean rate of GFR decline
also increased along with the decreased initial GFR. The rate
was higher (1.24£0.25 mL/min/year in males and 0.82+0.09
mL/min/year in females; both 3-fold increases) in those with
an initial GFR of 30-39 mL/min/1.73 m’® than in those with an
initial GFR of 60—69 mL/min/1.73 m* (0.36£0.03 mL/min/
1.73 m?/year in males and 0.29%0.02 mL/min/1.73 m*/year in
females) (Fig. 4D). The GFR reduction rate was accelerated
in those with an initial GFR of <40 mL/min/1.73 m’.

A simulation of the GFR decline in relation to age is shown
in Fig. 5. A significantly greater rate of GFR decline was
observed in subjects with an initial GFR of <50 mL/min/1.73
m? in the age group of younger than 70 years and in those with
an initial GFR <40 mL/min/1.73 m? in the age group of 70—
79.
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Fig. 3. A: Effects of proteinuria on the rate of decline in GFR were evaluated in male participants with proteinuria (n =985) or
without proteinuria (n=37,444). B: Effects of proteinuria on the rate of decline in GFR were evaluated in female participants
with proteinuria (n=1,069) or without proteinuria (n=78,367). Data are shown as the means +SEM. *p <0.0001 vs. no pro-

teinuria group.

Discussion

The rate of decline in GFR over 10 years in the Japanese gen-
eral population was estimated in a large-scale longitudinal
study of participants aged 40-79 years. The rate of GFR
decline was found to be 0.36 mL/min/1.73 m*/year. Acceler-
ated GFR decline occurred in the presence of proteinuria in
both sexes in any age, and in the presence of hypertension in
men with age 50 and older in marginal extent. The rate of
GFR decline over 10 years was affected by the initial GFR in
different manner in different age groups. Accelerated decline
in GFR occurred over the following 10 years when the initial
GFR was <30 mL/min/1.73 m* in the group with age younger
than 70, while accelerated GFR decline occurred with the ini-
tial GFR <40 mL/min/1.73 m? in the group with age 70-79.

The rate of GFR decline, 0.36 mL/min/1.73 m*/year, in the
present study was slower than the rates of 0.75—1.0 mL/min/
1.73 m?/year in the longitudinal studies of the United States
(7) and Norway (6). GFR declined at a similar rate in males
and females in any age groups. Iseki ef al. (8) reported that the
rate of GFR decline was 0.19 mL/min/1.73 m%years in Japa-
nese in a longitudinal study of the screenings between 1983
and 1993, although the GFR was estimated by the original 4-
variable MDRD Study equation without calibration of serum
creatinine values.

We found that hypertension and proteinuria affected the
rate of decline in renal function. In the presence of hyperten-
sion, the GFR decline significantly accelerated only in male
participants aged 50 years and older. Subjects with pro-
teinuria had an approximately two-fold higher rate of GFR
decline than those without proteinuria in both males and

females of all age groups. In comparison with the group hav-
ing an initial GFR of 60-69 mL/min/1.73 m’, the groups with
a lower initial GFR had a significantly higher rate of GFR
decline in all age groups, suggesting that the lower the GFR
the faster the decline of renal function. The initial GFR to pro-
duce significantly sharper decline in GFR was different in
each age group; the GFR was <50 mL/min/1.73 m’ in the age
groups 40—69, and it was <40 mL/min/1.73 m? in the older
group of age 70-79, suggesting that the decline in kidney
function starts accelerating at a lower GFR in the elderly. In
the present study, we demonstrated that a risk for fast decline
in renal function starts at relatively higher initial GFR in
younger patients than elderly patients. [t is a particular impor-
tance that the findings were made in the present longitudinal
study of 10-year follow-up with more than 120,000 partici-
pants who represented the Japanese general population. Fig-
ure 5 shows estimation of the GFR decline according to the
aging.

In contrast to our findings, many studies have demonstrated
that elderly subjects had a sharper decline in GFR than
younger subjects. The mean rate of GFR decline was found to
be 0.42 mL/min/1.73 m*/year in males and 0.39 mL/min/1.73
m?/year in females in the age group of 70-79 in Japanese,
whereas the rate was higher approximately 1 mL/min/year in
a normal elderly US population (9—/7). The results of small
study of the Baltimore Longitudinal Study on Aging also sup-
ported the findings, where an average GFR decline was 0.75
mL/min/year in men as evaluated with creatinine clearance
(7). Similarly, in a longitudinal community-based study of a
2-year follow up of the elderly Canadians, Hemmelgarn et al.
reported that the rate of GFR decline was 0.8 mL/min/1.73
m*/year in women and 1.4 mL/min/1.73 m?/year in men in age
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Fig. 5. Estimation of the decline in GFR. The predicted GFR is illustrated in males and females. Thick solid lines show individ-
uals who have an increased risk of sharp decline in GFR, potentially progressing to end-stage renal disease.

group 66 years or older (about age 76 on average) without
diabetes (/0). However, these studies had critical disadvan-
tages, because the study was conducted with a cross-sectional
“design (9) or with small number of subjects (7), and the loss
of kidney function was analyzed using dichotomous out-
comes (/0) or evaluated based on creatinine clearance (7).
Alternatively, GFR in the elderly individuals with longevity
may slowly decline according to the aging, while the elderly
with diseases may die early before the second measurement
of serum creatinine 10 years later, A prospective study is
required to answer the question,

In the present study, the highest rate of GFR decline was
found among the subjects with an initial GFR of 30-39 mL/
min/1.73 m?. The maximal rate was much higher in the age
group 4049 than in the age groups 50 and clder in both males
and females. We may be underestimating the rate of GFR
decline in study subjects with a lower initial GFR because
some of the study subjects may already be introduced to renal
replacement therapy by the time of the later health examina-
tion program of 10 years later and may be excluded from the
study.

Furthermore, patients with CKD had a significantly slower
decline of GFR in the Japanese cohort of our study than in the

US cohort of a previous study; the rate of GFR decline in the
MDRD Study was higher 7.8 mL/min/1.73 m*/year (2.6 mL/
min/1.73 m?*/4 months) in the patients with an average GFR of
38.6 mL/min/1.73 m?, and 4.0 mL/min/1.73 m?year in the
patients with the GFR of 18.5 mL/min/1.73 m? (/7). In a 25-
year follow-up study of a US population, Ishani ef al. reported
that men with high risk of heart disease and GFR <60 mL/
min/1.73 m? but without kidney disease had significantly
higher hazard ratio of 3.85 for a risk of ESRD (/2). Taken
together, these results indicate that a risk of progressive CKD
and ESRD can be associated with different GFR values in dif-
ferent ethnic populations.

In the present study, hypertension defined by a mean arte-
rial blood pressure 2 106 mmHg was a marginal risk factor for
faster decline in renal function in men but not in women. Sim-
ilar observation was reported in the Multiple Risk Factor
Intervention Trial (MRFIT) with a 16-year follow-up, where
hypertension was a risk for developing ESRD in men in the
US population (73). In a large community-based epidemio-
logical study of 98,759 subjects with a 17-year follow-up in
Okinawa, Japan, hypertension was the risk factor in both men
and women (I4). Furthermore, Yamagata er al. recently
reported that hypertension defined by a blood pressure of 140/

Fig. 4. The rate of decline in GFR was compared among the groups categorized with initial GFR. White columns indicate tenta-
tive values of decline rate because the individuals with higher initial eGFR were underestimated their GFR and may often be
reduced the value in the second measurement by the effect of regression to the means. A: Rate of decline in GFR in age group
40-49 in males and females. The average GFR at age 40-49 was 77+10 mL/min/1.73 m’ in male (n=9,331) and 74+11 mL/
min/l.73 m’ in females (n=21,533). B: Rate of decline in GFR in age group 50-59 in males and females. The average GFR at
age 50-39 was 72£11 mL/min/1.73 m? in males (n=10,555) and 69410 mL/min/1.73 m? in females (1 =27,293). C: Rate of
decline in GFR in age group 60—69 in males and females. The average GFR at age 60—69 was 77410 mL/min/1.73 n’ in males
(n=15,823) and 74111 mL/min/1.73 m* in females (n=26,746). D. Rate of decline in GFR in age group 70-79 in males and
Jemales. The average GFR at age 70-99 years old was 6411 mL/min/1.73 m? in males (n=3,801) and 61 +11 mL/min/1.73 m?
in females (n=5,645). Data are shown as the means +SEM. *p <0.01, **p <0.001 vs. initial GFR 60-69 mL/min/1.73 n?’.



440 Hypertens Res Vol. 31, No. 3 (2008)

90 mmHg or higher was an independent risk for developing
CKD in a 10-year follow-up study of a general population in
Japan (15). In a study of 504 African-American and 218 Cau-
casian men between 1976 and 1999, hypertension was a
strong risk factor for early decline in kidney function; hyper-
tensive patients (BP 2160/95 mmHg) had a 5 times greater
decline in GFR, (2.67 mL/min/1.73 m*/year) compared with
patients with blood pressure <140/90 mmHg (/6).

The effect of hypertension on the rate in GFR decline in the
elderly is controversial. In a longitudinal study, Eriksen et al.
(6) showed that creatinine clearance declined more rapidly
with age in hypertensive elderly than in normotensive elderly,
where the rate of GFR decline was 0.92£0.32 mL/min/year in
hypertensives, vs. 0.75+0.12 mL/min/year in normotensives.
In contrast, another cross-sectional study reported that values
of GFR measured by inulin clearance were not different
between elderly hypertensives and elderly normotensives
.

Being male has been reported to have a negative effect on
the progression of CKD (/8). Eriksen er al. reported that the
rate of GFR decline was lower in female than in male patients
with CKD 3 (male vs. female: 1.39 vs. 0.88 mL/min/1.73 m?%/
year) (6).

In hypertensive males whose mean blood pressure were
over 106 mmHg, GFR declined with significantly faster rate
at age 50 and older, while the rate of GFR decline was not
affected by the blood pressure at age 40-49. The systemic
vascular lesion caused by hypertension may influence the rate
of GFR decline after age 50 and older. A previous study
reported that the mean common carotid intima-media thick-
ness (IMT) increased in a linear manner with age in healthy
subject, and the increase was more significant in the subjects
with age 50 and older than in subjects with younger age (/9).
The carotid IMT was greater in patients with CKD than
healthy controls at age 50 and older; however, the IMT in the
patients was not different from that of healthy controls at age
40-49 (20). These results may support our results that the
impact of hypertension on renal function may become appar-
ent after age 50.

The prevalence of overt proteinuria was higher 2.6% in this
study compared to 1.4% in the NHANES III in male (2.6% vs.
1.4%), but the incidence was similar between the two studies
in female (1.3% vs. 1.5%) (2/). In studies on diabetic patients,
proteinuria including microalbuminuria has been shown to
increase a risk for progression of renal disease (22). A higher
risk for ESRD has also been demonstrated in patients with
proteinuria in two large cohort studies with long-term follow-
up. The hazard ratio of developing ESRD in patients with pro-
teinuria was 3.1 in a sub-analysis of the MRFIT study with a
25-year follow-up of a total of 12,866 men, and was 3.09 in a
study in Okinawa, Japan (23). Yamagata ef al. also presented
evidence that proteinuria is a risk factor for developing stage
3 CKD in the Japanese general population (/5).

When creatinine is measured by the enzymatic method,
estimated GFR (eGFR) is generally calculated by the isotope

dilution mass spectrometry (IDMS)-traceable creatinine
based 4-variable MDRD (IDMS-MDRD) Study equation
(24). In the present study, we did not use the IDMS-MDRD
Study equation with the Japanese Society of Nephrology—
Chronic Kidney Disease Initiatives (JSN-CKDI) coefficient,
although the modified equation is recommended for Japanese
by the Japanese Society of Nephrology (25). The creatinine
measurements in the participating laboratories were made by
the Jaffe method in early 1990s, and some laboratories
changed to the enzymatic method after 2000. Since most of
the serum creatinine values in the present study were mea-
sured by Jaffe method, it was necessary to use the modified
original MDRD Study equation with the Japanese coefficient
which was created using values measured by the Jaffe
method. The serum creatinine values measured by the enzy-
matic method were converted to the value obtained by the
Jaffe method.

Our study has the advantages of large sample size and 10-
year longitudinal follow-up. However, it also has several lim-
itations. First, the data of this study were derived from health
examination program run by community and hospital.
Approximately 40% of the total participants of the first health
examination program participated in the program 10 years
later. Since a set of serum creatinine measurements over 10
years was required for evaluation of the rate of GFR decline,
a survival bias may have been exist in the study. Additional
bias may have arisen from patients with serious diseases who
had already been examined in hospital visits and thus would
not have participated in the health examination program. Sec-
ond, although the two sets of creatinine values measured 10
years apart were measured in the same individuals in the same
laboratories, the values of the serum creatinine may have
drifted. We calibrated the value of serum creatinine for each
laboratory based on the values in the central laboratory each
year for either gender. Third, although we have adjusted the
effect of regression to means, residual effects may be present.
Fourth, systolic blood pressure is a stronger risk for ESRD
than diastolic blood pressure (/3).The risk of blood pressure
should therefore be analyzed separately for systolic and dias-
tolic blood pressure rather than by using the mean blood pres-
sure. However, these data were not available in the present
study.

In conclusion, the average rate of GFR decline in the Japa-
nese general population was 0.36 mL/min/1.73 m*/year, con-
siderably slower compared with that of the Caucasian general
population. Hypertension was a marginal risk factor for a
faster decline in renal function in men, and proteinuria was a
risk factor in both men and women. Patients younger than age
70 are at risk when they have GFR less than 50 mL/min/1.73
m?, while patients aged 70-79 are at risk when their GFR is
less than 40 mL/min/1.73 m% From the results, we are pro-
posing the current definition for CKD, a GFR less than 60
mL/min/1.73 m?, to be re-evaluated for the Japanese popula-
tion.
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Abstract There are racial differences in primary renal
diseases for end-stage renal disease (ESRD) and the inci-
dence and prevalence of cardiovascular disease (CVD). To
reduce the number of patients with both ESRD and CVD,
an effective screening method for CKD should be estab-
lished. In Japan, screening with the urine dip-stick test for
proteinuria has been used since 1972 targeting every child
and worker and since 1983 for every resident over 40 years
old. There are several reasons for continuing this screening
program. First, the positive rate of proteinuria is high in the
Japanese general population, especially subjects with nei-
ther hypertension nor diabetes. Most of these subjects have
no symptoms, and the only sign of renal disease is
asymptomatic urinary abnormalities. Second, the preva-
lence and incidence of glomerulonephritis, especially IgA
nephropathy, are high in the Japanese and Asian races, and
urinalysis is the only method for early detection of chronic
glomerulonephritis. Third, 10-year survival of the ESRD
patients due to glomerulonephritis was approximately
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twice that of ESRD patients due to diabetes and nephro-
sclerosis. Consequently, reducing the incidence of ESRD
due to glomerulonephritis is one of the best ways to reduce
the prevalence of ESRD. Furthermore, higher incidence of
ESRD in Asian races than in Caucasians was reported.
Proteinuria is known to be the best predictor for reducing
renal function, and the urine dip-stick test for proteinuria is
less expensive and is cost-effective. For an effective
screening strategy to reduce the ESRD population in Jap-
anese and Asians, universal screening with the urine dip-
stick test for proteinuria could be one solution,

Keywords CKD - CVD - Screening - Proteinuria -
Racial difference

Introduction

The estimated global maintenance dialysis population is just
over 1.5 million patients [1]. The size of this population has
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