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ThoTm, I AT LBETS [FEEDE D
B, TgA M %1% 5-9 % THeZ (25. 8%) T -
7=,

4 1% TIZMONS M2 T D 0%, IR\ TH R
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F1. AT LOEEANR

W2 Y AT L TOEROHER 2 A T LB

Diagnosis 0-47% 5-95% 10-147% 15-185% total
g ABYE 4(2.9) 62(21.9) 105(32.0) 273(47.1) 444(33.4)
MCNS 52(37.7) 57(20.1) 60(18.3) 73(12.6) 242(18.2)
l[gAME % 17(12.3) 73(25.8) 28(8.5) 12(2.1) 130(9.8)
Z DO MmER 0(0.0) 6(2.1) 2(0.6) 2(0.3) 10(0.8)
=T 2B 0(0.0) 4(1.4) 32(9.8) 40(6.9) 76(5.7)
Z D0 BRRESE 0(0.0) 0(0.0) 2(0.6) 0(0.0) 2(0.2)
SREEER 18(13.0) 15(5.3) 14(4.3) 19(3.3) 66(5.0)
RMEREEE A 3(2.2) 5(1.8) 14(4.3) 28(4.8) 50(3.8)
FSGS 11(8.0) 5(1.8) 12(3.7) 14(2.4) 42(3.2)
e B 5(3.6) 11(3.9) 2(0.6) 10(1.7) 28(2.1)
MPGN 3(2.2) 6(2.1) 7(2.1) 2(0.3) 18(1.4)
R E 6(4.4) 7(2.5) 4(1.2) 2(0.3) 19(1.4)
TMA 2(1.5) 2(0.7) 3(0.9) 4(0.7) 11(0.8)
CloBiE 2(1.5) 1(0.4) 1(0.3) 0(0.0) 4(0.3)
lgMBYE 1(0.7) 1(0.4) 0(0.0) 1(0.2) 3(0.2)
BEYOH BILEE 0(0.0) 0(0.0) 0(0.0) 2(0.3) 2(0.2)
7oA F=X 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.1)
FEPR A 14 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.1)
Z D1t 12(8.7) 18(6.4) 37(11.3) 88(15.2) 155(11.7)
RN 1(0.7) 2(0.7) 0(0.0) 3(0.5) 6(0.5)
Total 138(100.0) 283(100.0) 328(100.0) 580(100.0) 1329(100.0)
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# 2. [HY AT LOEFEENR
. . 0 - 4 years 5-9 years 10 - 14 years 15 - 18 years
Diagnosis (N = 371) (N = 727) (N = 920) (N = 1,508)
MCNS/MGA 177 (47.7) 150 (20.6) 192 (20.9) 254 (16.8)
FSGS 34 (9.2) 23(3.2) 28 (3.0) 44 (2.9)
MN 8(2.2) 25 (3.4) 20(2.2) 18(1.2)
MPGN 6 (1.6) 11(1.5) 25 (2.7) 13(0.9)
IgAN 28 (7.5) 199 (27.4) 327 (35.5) 719 (47.7)
AAVIGBM 1(0.3) 6(0.8) 15 (1.6) 9 (0.6)
IgAVas 29 (7.8) 160 (22.0) 68 (7.4) 45 (3.0)
LN 3(0.8) 10 (1.4) 62 (6.7) 85 (5.6)
NSc 1(0.3) 0 (0) 1(0.1) 5(0.3)
DMN 0(0) 1(0.1) 1(0.1) 0 (0)
ATN/TIN 4(1.1) 1(1.5) 19 (2.1) 24 (1.8)
Alp 18 (4.9) 20 (2.8) 13(1.4) 12 (0.8)
IRGN 2(0.5) 12 (1.7) 7(0.8) 9 (0.6)
T™MA 5(1.3) 2(0.3) 1(0.1) 2 (0.1)
TBMD 0(0) 3(0.4) 13(1.4) 20 (1.9)
AMYL 1(0.3) 0(0) 1(0.1) 0 (0)
others 54 (14.6) 94 (12.9) 127 (13.8) 240 (15.9)

Mote: data are expressed n (%).

MCHNS minimal change nephrotic syndrome; MGA, minor glomerular abnormalities; FSGS, focal segmental glomerulosclerosis; MN,
membranous glomerulonephritis; MPGN, membranoproliferative glomerulonephritis; IgAN, IgA nephropathy; AAVIGBM, ANCA
associated nephritis/Anti-GBM antibody nephritis; IgAVas, IgA vasculitis; LN, Lupus nephropathy; NSc, Nephrosclerosis; DMN,
Diabetic mellitus nephropathy; ATN/TIN, Acute tubular necrosis/tubulointerstitial nephritis; Alp, Alport syndrome; IRGN, infection
related glomerulonephritis; TMA, thrombotic microangiopathy, TEMD, thin basement membrane disease; AMYL, amyloidosis

# 3. EERWNROERMERE (IHV AT L)

-2008

2009-10

201112

201314

2015-16

207

dingnoss M = 188 M = 815 N = 820 M = 686 N = 697 N = 320 ¥ for tmad
MCNS/MGA 34 (18.1) 183 (22.5) 180 (22.0) 150 (21.9) 150 (21.5) 76 (23.8) NS
FSGS 14 (7.4) 30 (3.7 31(3.8) 22(3.2) 26 (37 6(1.9) 0.04
MN 2(1.1) 14(1.7) 17(2.1) 12(1.1) 16(2.3) 10 (3.1) NS
MPGMN 0 (0) 23 (2.8) 10(1.2) 13 (1.9) & (0.9) 3 (0.9) NS
IghN 73 (38.8) 297 (36.4) 296 (36.1) 248 (35.9) 261 (37 .4) 100 (31.3) NS
AAVIGBM 3{18) 8 (0.T) 8(1.1) 5(0.7) 5(0.7) 3(0.9) NS
IgAVas 12 (6.4) 50 {6.1) 66 (8.0) 71(10.3) 66 (9.5) 37 (11.6) 0.001
LN 6(3.2) 32(3.9) 51(6.2) 38 (5.5) 20(29) 13 (4.1) NS
NSc 00) 3(0.4) 1(0.1) 2(0.3) 1(0.1) 0(0) NS
DMN 0 {0) 2 (0.2) 0 (0) 0(0) 0(0) 0(0) NS
ATN/TIN 3(1.6) &6(0.7) 18(2.2) 13(1.9) 11 (1.6) 722) NS
Alp 6(32) g{1.1) 21(2.8) 10 (1.5) 10 (1.4) 7(2.2) NS
IRGN 0 (0) 4 (0.5) T(0.9) 4 (0.6) 12(1.7) 3 (0.9) 0.03
TMA 0 (0) 1{0.1) 3(0.4) 3(0.4) 2(03) 1(0.3) NS
TBMD 2{1.1) 14(1.7) 12 (1.5) 6 (0.9) 11 (1.6) 0(0) NS
AMYL 0 (0) 0 (0) 0 (0) 1(0.1) 1({01) 0(0) NS
33(17.6) 141 (17.3) 88 (12.0) 90 (13.1) 98 (14.2) 54 (16.9) NS

others
Note: data are expressed n (%). NS, nol significant.
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Aminoglycosides
Azithromycin
Chloramphenicol
Ketoconazole
Pentamidine

HL A L 23K

Tilarone
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Maprotiline
Paroxetine
Promazine
Sertraline
TCAs
Thioridazine

i =0 NN Nl | f== - 3

Pantoprazole

T - SEREA

Alverine
Loperamide
Mebeverine

Hla L A7 o — LK

Fenofibrate
Statins

AR VSIEE S

Repaglinide

il 7]

Cyclizine
Meclizine

Lercanidipine
Perhexiline
Quinidine
Ranolazine

Chloroquine
Hydroxychloroquine
Mefloquine
Mepacrine/quinacrine

Mifepristone
Progesterone

e AL I A - PIRIEA]

Chlorcyclizine
Diphenhydramine
Hydroxyzine
Loratadine
Zafirlukast

0% 1k

Cloperastin

BRI

Chlorphentermine

Z DIEH

Retinol
Silicone
Yohimbine
Warfarin
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# 2 /NECKD 27— EH
(1) 2R (Bkrbic) NEmEZ L7 F =2 2EHEE (mg/dl)
per(?égtile peri(e)zi?tile per?:sztﬂe AT=V3 | AT =Y 4 | AT V5
3-5 7 H 0.14 0.20 0.26 0.41~0.80 | 0.81~1.60 1.61~
6-8 » A 0.14 0.22 0.31 0.45~0.88 | 0.89~1.76 1.77~
9-11 » A 0.14 0.22 0.34 0.45~0.88 | 0.89~1.76 1.77~
1% 0.16 0.23 0.32 0.47~0.92 | 0.93~1.84 1.85~
(2) 2Ll B 12 RN (Bl s Hio) NRME S LT T = HUEfE (mg/dl)
perczégtile perigi?tile perg(:thile AT—=V3 | ATV 4 | AT=V5H
GFR 120 90 SO | SO 15 ki
2 7% 0.17 0.24 0.37 0.49~0.96 | 0.97~1.92 1.93~
3 Ik 0.21 0.27 0.37 0.55~1.08 | 1.09~2.16 2.17~
4 1% 0.20 0.30 0.40 0.61~1.20 | 1.21~2.40 2.41~
5 7% 0.25 0.34 0.45 0.69~1.36 | 1.37~2.72 2.73~
6 7% 0.25 0.34 0.48 0.69~1.36 | 1.37~2.72 2.73~
7 % 0.28 0.37 0.49 0.75~1.48 | 1.49~2.96 2.97~
8 i 0.29 0.40 0.53 0.81~1.60 | 1.61~3.20 3.21~
9 7% 0.34 0.41 0.51 0.83~1.64 | 1.65~3.28 3.29~
10 % 0.30 0.41 0.57 0.83~1.64 | 1.65~3.28 3.29~
117 0.35 0.45 0.58 0.91~1.80 | 1.81~3.60 3.61~

(3) 123U 19 AR (B 4) ANRIE 2 L7 F = HAEE (mg/dl)

1) BR
50.0 — s — a3 — s
percentile AT —V3 AT — 4 AT —VH
60 AT 30 A ;
12 7% 0.53 1.07~2.12 2.13~4.24 4.25~
13 % 0.59 1.19~2.36 2.37~4.72 4.73~
14 % 0.65 1.31~2.60 2.61~5.20 5.21~
15 % 0.68 1.37~2.72 2.73~5.44 5.45~

11



2) A

pemontile | ATV | AT—V4 | ATF—V5
GFR 120 60 %5 30 i 15 il
12 % 0.52 1.05~2.08 | 2.09~4.16 | 4.17~
13 % 0.53 1.07~2.12 | 2.13~4.24 | 4.25~
14 % 0.58 1.17~2.32 | 2.33~4.64 | 4.65~
15 % 0.56 1.13~2.24 | 2.25~4.48 | 4.49~

GFR (ml/min/1.73m2)
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MXRTEIZRAWLEWEA-VT FLAERRLTEYET, PRVAICEEXRLFIRENTSVELESETIEMICIEALLZE,
BERBEEMEROBECE, TRVADITER 1 fIEORABERDH THEETY.

2010-2020 E£E(CTBA/NE CKD IR-MAERIT, TWETEVN/E CKD BEHRODIERTT.

s -k LK ELAHA> AEZENo | K ELAH>
L]l LK ELAHA> £FH K ELAH>
e LK ELAH>

e B .

SHMEEZEDIRSR, BEROZHALEEDOEHREZIFLALLIN

X ERBERICEALRLT TREMICEZDR, JHHeBBELWRLLETFET.
REBRIOOESELUL, BET-IPHIHEILALLE, B TRELEEETIVHERIENEEA.

2010 ESYRAICODEYRMRILZHAZVELSE, HYHESTETNET,

o M1 IRNTOAICHRAWVWLEY. JRFOKREITBALLESL,

ERED #HfE-REBEITLZALLS,
MRZEN, BEERZZINTVEAE, FROHA, CEIZZSENLETY.

®EH 20 % A B (BREANELZSEEE L (CTRBALLEIY
BE cm | O FAE 0 £ A B)
3 Cr mg/dL | O FKBIE (20 & A H)
FRH Cr mg/dL | O KBIE 0 F A A)
REEHTE mg/dL | O FKAE (0 £ A H)
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B2 AEZRENSEEXTICRROEMIHLADH, TFHRALLS.

FEREE R OIERE X TR SR [CMRENZEITOTWSEE, JADKERHYIEA.
FRAETNEBRERIOIVTYIZVJBEHNOSER (IhAXUA) £, IEAOXERHYEEA.
EEEROAY-FAEAT-TIVEA B EL TS,

0 mRENR (20 &F A H)
O EEEN (20 &F A H)
O £HEBiE (20 &F A H)
IR O BEBE (20 F A =)
(EHUEIRT) O #xbe-&k (20 F A H)
Ly wFo @) contszmEsan,
O 3T (20 F A H)
L LFo @ oontelmEs<Ray,
A% o (20 =3 B B)
M Cr (20 F A H)
FEER BHO mg/dL
e o
A REE e Cr maydL (20 S A H)
S hE G
)T(Epiamimgm (20 & J )
=R ZH 20 F A H
BENTEVELEGTRAEEL,  (EREOBN/ BBENSZHERY)
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INEETEIROA D - HEAMIRERE DK -
irgeiail o FE R ICB 3 2 W92 &kl 6

PRIERE BB R E

R (X5) G AR PR TR TR B R R

MY (BIRG) | U AR PR e B 1 B A

B)

ME (X&) CESHALELZLWIFWNIZED TVRBADALOELLE
AL oA

(EEH T 25)

MoE (E4) Autosomal dominant tubulointerstitial kidney disease

(FE )
Y AR R A R PE B % . (Autosomal dominant tubulointerstitial kidney

disease: ADTKD) (¥R EKEIEER, FRME RS & ME ML, BikictETS
2 BERERT Z2RE L T2 8cEBRKECH 2. FKERRTL L Tlid, UMOD,
MUCI, REN, SEC6IAl I bNTH Y, REMILE CHRNERTFICL YV EL S,
WA ZERETZ RS, BEBERBFEZIICD LT 25HEOEHEMREOH.LL &
5.

ADTKD iz FcEICHH ST LTz fliEFZ M EEE (Medullary cystic
kidney diseases: MCKD), & JiE ¥ %5 4 1% & JR B8 I AF P B fiF (Familial juvenile
hyperuricemic nephropathy: FJHN) %#t& L7zi2Wi% ch 5. LiloBEL TR E%
PR ETHEEER I LT MCKD, FJHN % i U EHEoZarH o T 7z
25, Wi R A CREZEYICERT 2 &, fREA L il 2 Hiy e L T4
FRostE— X 7z (1).

%%, HNFIBZRb ADTKD ic&® b5 2 e B% 0w, ZofEREIZETH
b, BCRERMEREREORIMcH 22 L b4\ (2). izl T HNF1B B#E
BRE (BIE) LLTEAZILBAEELVHRNELND 2720, KHICIIED R,

e
A BT 2HEELEIIFRHTH 5. BAZEDEGEBREBEEEEZNRE L4 X
DV ZOMfEIc L 5 E, ADTKD OFRRIZAOS -0 ofE ¢t 100 FAH7=H 16




ANThHotz. ZohTd UMOD ZEE %5 ADTKD (ADTKD-UMOD) D F%H
Db E <, 100 AABHZY 9N GEGHEBEED K O 84 EB R O < 0.9%)
THo7203). TAV AZEFLETZMANEED, FICHADMEEB R EE % %t
RE L7WsETd, ADTKD-UMOD DAFERET K <, BHEEEREE D 0.3%
) Twiz(4). ADTKD ICk ) 3BT RE OME X, WCKRO KBRS X
UMOD % 43.1%, MUCI % 38.1%(5), 7A L7 v F» 60Tk ADTKD ik
\F 238 5T B OB X MUCI %3 42.6%, UMOD %3 35.2%T® - 72 (6).

b

ADTKD-UMOD

UMOD (% uromodulin # 2 — F 3 %. Uromodulin (B JRME IC D AFIEST 5728
BEK & PREEHEIHK T 1 X 2 & RRIMAEIC X 208 % £ 3 5. Uromodulin ® R &
Z OUHE TR & 72 5 (7).

ADTKD-MUCI

MUCI ¥ mucin 1 22— F3%. %H mucin 1 DEIRME~DILEPFRAE & E 2 5
NTW5%(8). Mucin 1 1B OMSGE, HLE, AMASICHFEET 225, WEAIRE
WKIRET 5. ZDJRKAIZIAS 20 i&o’Cblﬁb\

ADTKD-REN

REN % renin Z 2 — F3 5. ¥ renin OFRME ~DUAE B HEEERE O K &
EZLNTW5, 7z, IEH renin EAE DK T3 25(9).

ADTKD-SEC61A1

SEC61A11ESEC6la 147 2=y b%a—F325,. SEC6la 1 DEFIC X Y /Natk
2R L REERL, BRI/ MIEZ P L ZAERE#E 2 5 Tw3(10).

ADTKD-UMOD

FH uromodulin DWENPBFFEEDHIKNE 72 5. ¥ 72, uromodulin DEFICL > T
JRIEICE T 5 ) LHBRINEELZ & 723, ZOMELIK, Boke Y, il
PRANAE < D PRIEFFIRAN 23 803 % (7).,

ADTKD-MUCI

B mucin 1 OB ICLX YV RMERELOBRELXZ TR RIBINTND
(11).

ADTKD-REN

Y renin OB IC XV IKMERE» O BHEL X T LRBINTN5(9).

¥ 72, IEH renin EAMKTICEIBEOEA Y v AME L KMELR 502 Z &2




H5. BId RO IERDO —2TH 252, i renin FEAEKFICERNT 2T
2R RIF VEAKT/Z) 2u R F ViEHiEo -t E1 5N TV 3,
ADTKD-SEC61A1

1SR 2/ Nk 2 b L2 X 3B fEE 12 ADTKD-UMOD < ADTKD-REN & 31t
HT2RELEZLNTWA(10). T TCOMETCREMP TEHNFEEIELE,
EE, FhERED B L CRONTE Y, B TEFEIR NS OMEROJFKIC
b 72 5 A[REME DS RIR X T 5 (10, 12, 13).

ERPRAEIR
FER, AR % & T ADTKD OfoME L2 AT iR (1) ¢
HEATTE D B RERE &
PRIGECRE 280 v
TAT I VIR/EARIZEED 2\ I3EE0 R
JROII I EE S M 2 380 72
B A XIZIEH 2> o KK
INEHI DR, PRAREE

ELTRFRIC X 2 REM RIER 2 R IR

BRERR

MR« BFERERE S 25 T L T URIIE 7 v 7 F = v, M A& F v C{A
28 b5

PRIRE  lHIREFIZEED 2 W IFE80 2, JRIETH BE IO 20,

HER B AXBIEE > KPR, B2l bd5.

BIREE - RE ORMEL, PRAIE OZME, RME KR ARIZAL, RE Ok

- IR BHEBEREE SR D . B AR CIRMENEEMNOEELZRD, A 70V
BREEINEZD D, %L DEFCEZEFOBICH UBEELRREDOLNS

- BT MUCI, UMOD, REN. SEC61IA1 D\ $NHDIFEIIN) T v+ %
D T-d D

2T OB D BE R/ EAI BT

TERDIERFRINITH 2 2 L b L K BWHBREER C &b H v, EROAENELT
K2t 5 OFHENOBEREEETMI RS BERLZWOFT00 ) L 725,

AHHE




R

IRAH 72 iR ETES S, (REEHIC RIRIEE % & 0 7o 18 M B IO A DHES B % 17
5. ADTKD-REN Tz 7V FuanFy vic X 208G A Y 7 LMUE & AARILE i
D75 ATHEPE DR R S T B (14). SRIIB A 21 o 7= Bic i BHRERREE & WY
+5. EFRBBMEEZEERT 2581, FF—oBETRE D RT3 (15).

EE-TT

RE - XE

Fik
BHBEIEE IR IRIGET T 5. AL > T b BRBEEYET 3 2 L3 —&k1
TH 5. BEHEZICITEHEE BRI RV,

TR RIS OX G

I

RED MY 7R

ADTKD 235%tb i 556D, ADTKD-UMOD & ADTKD-MUCI % ERFRIC 8853
2720DRAaT7 Vv 7T XLABPRIEBINTWEGB). 72, R TIE
ADTKD-MUC1 % ADTKD-UMOD IZ tt R CTRIIE A2 ICE 2 R Fv—7,
JE\DFNE X ADTKD- UMOD 78 ADTKD-MUCTICHARTHWZ 2R ENTW 5,

ADTKD-UMOD 1235 \»C, R FEROEIC X o TRINBEARICES Y X7
AL 23 A D T 5 (16).

ADTKD-REN T3, ZREMZIC X o THIRES R LS 2 L0321z >TET
2% (14). Preprorenin (renin D HER{AE ) @ signal peptide, prosegment, mature
renin % 2 — N3 28K 2R L KRG Z 8 L 21981 X % &, mature renin FHI
DZEFNIMh D — DI AR TR, HFRERANAORRFENE 2 2R Ic R T T
ZAEHIC IS M B ER 2581 T3 % . Signal peptide, prosegment FEIK D T34 { 23
HAERED 2 WIS O BRBEREE A ML, L LEFERAIE CTHL 2 2K
TiEAaSEHT 2, 2770, o7/ —7Th KHBEARICE 2 Fiivo byl 60
AR TH Y, EHEERE 2SRIRICHET T 2 2 L iCiTE Vo,

BER




Wrsesk

RAFAURE O EE R

A, FRicHFE 2 o REICRIIB A RICE 2 2 2% 0w (11). BIRICHETS
27-%, BENABZE > CBEBHEZ &0 B REBREOEREZTH 2 L BIFET
»3. ¥7-, ADTKD-UMOD, ADTKD-REN CI3HAEMIC A Z FRIEST 5 2 & 03%
{, FRPMETH .
HROREBEREXE L 2720, Bihv vt ) v 7R EbEEMRG T 5.
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G C R BRI TR 1B R R

BRERER T AR N5 HE IBEBMEZIT > 1256

W5k

- FERFRM B REEREE N H 0 | B AR CRAE BB OREE
RO, F7BUEREESINEZL D, %< OEFTREDOBIZF T
HEENFEOLINLD

< AR T-RAT C MUCL, UMOD, REN, SEC61A1 D\NTIDIFHI Y T
Y hERODIEHLD

HVFIB 25807 X A BHSRERE = Iz >\ T, BRI 2 A0 L Tuve
% A i Z D fit D & @B
(https://www. shouman. jp/disease/instructions/02_16_042/), &
KWW %2 &P L TWw a8 A EFE R E R NS BEIRF
(https://www. shouman. jp/disease/instructions/07_01_003/) ¢&
LCHFFEEZZRET 5.
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7L HY

KRR i

REE Kk

KRR i

mL  PAERAOD BRMERA MR

TL  ®HY
fEtE 1+E
7L &Y
RENE

X1 X452 BEEA] IHE A2 B &3

SARTR Sy =] B$
SARTR 5K g |om
SR *E il |ke
SR ImE IR HEHA i [mmHg
SRR mE HhERHA B |mnHg
2 ERBRLFIIIFRBLORRELHICKR H—ER

AEAR 25 ShE H—®IR

FEIR 25 i BH—®R

FEAR B - PRER | EAR

FER B - BPRES | PR¥E

FEIR B - R | EHAEET

AEIR B - BRE | RRH DV IEREREE

AEIR Z D FER (Z Dith)

SAFR 5= Bt
SR =23 #iE  |om
SR *E s |ke
SR mE URHEHA B |mmHg
SR ME HEARHEA HiE  [mmHg
2 FRBLFIIIFRBLEORRELBICHR iR

SER 25 EE BH—ER

FEAR 25 RAE H—ER

AEAR B - BARER | MR H—®IR

fEAR B - R | BAER BH—®R

FEAR B - bPRER | PR¥E BH—®R

FEAR B - MPRER | BHAEET iR

SER B - BRE ([RRH DV IEREREE B—ER

AEAR Z Dt SER (ZDth) B i
REE Jiifz B —ER
REE TR EREL i |E1RH
RI&E B ek R B—ER
RRE B Bk #is  |BE 8%
RRE FR¥E H—®IR
RRE EAR BH—®R
REE RPEEQE %%l |mg/dL
REE REAE/RFILTF= BB

RiBE R p23oR5AT)Y HE |ue/L
MEHRE mEHRER g |g/dl
MRRE mE7Z7ILITIY s |e/dl
MRRE BUN B |mg/dL
MERE mEI L7 F=> %%l |mg/dL
MERE mESREF 20 i |mg/L
MmEHRE Juibg7d: s |mg/L
MEHRE Mi#Na B |mEa/L
MEHRE M EK %8 |mEa/L
MERE M3%CI 8  |mEa/L
MERE m;%Ca %% |mg/dL
MERE Juib=12 %% |mg/dL
MEHRE 1 ;EMg B |mg/dL
EgBRE BERRE (B - KRB B —3R4R
EIRRE BERRE (B - R Sy =] B$
ERRE BERRE (B - KRB ARE g |om
ERRE BERRE (B - RE) ERE #%iE_ |om
ERRE BERRE (B - RE) R (Z0th) B HRE#H
EgHRE EfRRE (BRE : BEEUN) iR
EIRIRE EgBRE (BRE: BERUEER Bt
EIERE EGBRE (BRE : BERUARE (Z0H) B R E
RERE BE® B—EIR
RERE BER A= B ft
RERE BER R B HRE#H
BIRFHRE BETFRE iR
BEIRFHRE BEFRE Syt Bt
BIEFHBRE BEFRE [Pik) BHER#H
BREMR (Z0O1) BREFRR (ZDHh) B AR E
[axmn hmw) smsonRwze® 0 0 000 o 00000000000
RI&E 1R B—ER
RRE R EREK #is  |BE 8%
RRE B M ERFR H—®IR
RRE B M BkEK i |8 1R
REE FR¥E B—®iR
RIEE EAR iR
RiRE RPEHE B |mg/dL
RIZE REHE/ RAILTF=Ul i

RERE R p2zynsniyy i | ue/l
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Key Points

Question: What factors are associated with progression to kidney failure in children with
chronic kidney disease (CKD)?

Findings: This nationwide cohort study of 447 children conducted via hospital-based surveys
and 10-year follow-up found that CKD stages 3b, 4, or 5 (vs 3a); age after the onset of
puberty; heavy proteinuria; and hyperuricemia were factors associated with risk of CKD
progression. Congenital anomalies of the kidney and urinary tract (CAKUT) was associated
with slower disease progression in stage 3a patients only.

Meaning: This long-term study provides valuable insight on the risks and management of

pediatric CKD.



Abstract

Importance: Epidemiological data of pediatric chronic kidney disease (CKD) are lacking,
especially in Asian countries. The Pediatric CKD (P-CKD) study, a long-term analysis of
pediatric CKD, was initiated in 2010.

Objective: P-CKD aimed to characterize the pediatric CKD population in Japan and clarify
the prognosis and the factors associated with progression to kidney failure in children with
CKD.

Design: This was a nationwide prospective cohort study conducted via two hospital-based
surveys (one reporting the number of patients with confirmed CKD diagnosis and one
collecting patient demographic and clinical data), with annual follow-up surveys.

Setting: Japanese university and children’s hospitals and general hospitals with >200 beds.
Participants: Data of 479 children were obtained, and 447 met the inclusion criteria: age 3
months-15 years (as of April 2010) with stage 3-5 CKD, without chronic dialysis or kidney
transplantation history, and kidney dysfunction for a minimum of 3 consecutive months. At
the 10-year follow-up, data were available for 353 (79.0%) patients; 71 (15.9%) were lost to
follow-up (transfer to another healthcare facility).

Exposures: CKD stage was determined based on serum creatinine measurements.

Main Outcomes and Measures: Progression of CKD to kidney failure and risk factors for
progression of CKD were evaluated.

Results: KM? # of KRT? Congenital anomalies of the kidney and urinary tract (CAKUT)
were more common than non-CAKUT across all CKD stages. Pre-emptive kidney
transplantation (PEKT) was the most common initial therapy (#?), followed by peritoneal
dialysis (#7?). Risk factors associated with disease progression were CKD stages 3b, 4, or 5
(vs 3a); age after the onset of puberty; heavy proteinuria; and hyperuricemia. By CKD stage,

kidney survival was similar for CAKUT vs non-CAKUT patients, except for CKD stage 3a,



in which patients with CAKUT had significantly better survival vs non-CAKUT patients.
Eighteen (4.0%) patients died during the 10-year follow-up; the most common cause of death
was infectious complications or background disease exacerbation.

Conclusions and Relevance: Ten-year follow-up data showed that the most common initial
therapy for children with CKD was PEKT, patients with CAKUT had slower progression of

CKD than non-CAKUT patients, and there were few deaths owing to severe kidney failure.



Introduction
Pediatric chronic kidney disease (CKD) is a progressive, difficult-to-treat illness. Patients can
broadly be divided into two categories: those with congenital anomalies of the kidney and
urinary tract (CAKUT) and those without (non-CAKUT).!? In contrast with adult CKD
patients, in whom CKD is often secondary to diabetes, chronic glomerulonephritis, or
hypertension, CAKUT is the most common underlying condition leading to CKD in
children.? In addition to CAKUT, features of CKD that are specific to pediatric patients
include genetic anomalies, growth/developmental disorders, urological problems
(complications?), and the prospect of very long-term kidney replacement therapy (KRT).**

In recent years, the diagnosis of CKD in children is usually based on KDIGO guidelines,’
which define CKD as having obvious kidney damage (according to imaging, urinalysis, or
hematology results) and/or an estimated glomerular filtration rate (¢GFR) <60 mL/min/1.732
that persists for a minimum of 3 months. However, prior to the development of the KDIGO
and other® guidelines, there was no universally accepted definition of CKD (the term “CKD”
had not been coined as well); thus, countries often used different diagnostic criteria, such as
different eGFR thresholds or reliance on serum creatinine levels to make a clinical diagnosis.
Further complicating pediatric diagnosis is the difficulty of accurately estimating GFR in
children, particularly those under the age of 2 years.>’

Although numerous registries and cohort studies for patients with CKD have been

initiated across the globe,!%-13

a lack of consistency for diagnostic methods and inclusion
criteria have made global prevalence, morbidity, and mortality of pediatric CKD difficult to
estimate.® Current research suggests that the prevalence of CKD may be increasing among
adults in recent years;'® however, because the etiology of adult CKD differs from that of

children, data obtained from registries including adult patients are unlikely to portray an

accurate description of the pediatric CKD population. There is currently a lack of data



specific to pediatric populations, especially in Asian countries, including Japan.

For this reason, the P-CKD study, a hospital-based survey, was conducted in 2010 by
the Pediatric CKD Study Group in Japan in conjunction with the Committee of Measures for
Pediatric CKD of the Japanese Society for Pediatric Nephrology (JSPN)!7 as a nationwide,
cross-sectional analysis of pediatric CKD. Based on the abovementioned cohort, the
following prospective cohort study reported follow-up data on disease progression at 1 year.'®
Presently, we report 10-year follow-up results from the original 2010 pediatric CKD cohort.
The study objectives were to characterize the pediatric CKD population in Japan and clarify

the factors associated with progression to kidney failure in Japanese children.



Materials and Methods

Study design

This paper reports 10-year follow-up results from a nationwide prospective cohort study in
Japan that was initiated in 2010. The primary outcome was progression of CKD to kidney

failure, and the results for the primary cross-sectional analysis, as well as outcomes after 1

year of follow-up, have been described previously.!”!®

In brief, in 2010, 2 surveys were sent to 1190 institutions throughout Japan, the first
of which asked institutions to report the numbers of patients with a confirmed diagnosis of
CKD (3-5) or with abnormal serum creatinine values; the response rate to this initial survey
was 77%. The second survey gathered demographic data and clinical characteristics of each
patient; data were provided for 479 children, of whom 447 met the study inclusion criteria. At
that time, based on the results, estimated prevalence of CKD (stage 3-5) in children was
XXX. Patient ethnicity was included among the requested survey items, as this is especially
relevant to eGFR calculations@. The inclusion criteria were as follows: children aged 3
months to 15 years (as of 1 April 2010) with stage 3-5 CKD, without a history of chronic
dialysis or kidney transplantation, and with kidney dysfunction for a minimum of 3
consecutive months.

A follow-up survey was conducted after 1 year, the results of which have been
reported,'® and annual surveys have been conducted thereafter. The focus of the present report
includes the results after 10 years of follow-up (i.e., the 2020 survey results). Because the 10-
year data revealed conflicting results in patients with stage 3 CKD compared with the 2010
data, for the present analysis, we divided patients with stage 3 CKD into 2 groups (3a and 3b)
to investigate the differences in outcomes. Furthermore, eGFR was also recalculated in the
2010 data, using updated equations specific to the Japanese pediatric population.!

CKD stage was determined based on serum creatinine measurements. In a previous



study, reference ranges were developed for Japanese children aged 1 month to 18 years; the
intervals were age-matched up to age 11, and ages 12-15 were also matched for sex.?’ Stage
3a CKD was classified as 2 times the median normal creatinine level and 3b CKD was
classified as 2.7 times the median normal creatinine level. Stages 4 and 5 were classified as 4
and 8 times the median normal levels, respectively.!”

Risk factors for the progression of CKD were defined as follows: heavy proteinuria
= urine protein:creatinine ratio (u-Pro/Cr)>2.0 unit, and hypertension = systolic blood
pressure>95™ percentile based on GL?.2! Cystatin C, blood urea nitrogen (BUN), serum uric
acid and use of anti-hyperuricemic drugs and anti-hypertensive drugs were also recorded.

This study involved a nationwide analysis. Additionally, a sample size of 447
patients was considered representative of the patient population given the rarity of the
disease. Finally, the follow-up rate after 10 years was >90%. Thus, we consider that these

study features were helpful to address potential sources of bias.

Ethics

This study was conducted in accordance with the ethical principles set out in the Declaration
of Helsinki, and with the ethical guidelines for epidemiological studies and for medical and
health research involving human subjects issued by the Ministry of Health, Labour and
Welfare in Japan. Study approval was obtained from the JSPN ethics board and the central
ethics board of the Tokyo Metropolitan Children’s Medical Center prior to initiating the
survey. For the current analysis, approval was granted by the ethics board of Kitasato
University Hospital. Because data were gathered only from anonymized patient medical

records, informed consent was not required.

Statistical analysis



The primary outcome measure (progression to kidney failure) was estimated using the
Kaplan—Meier method. Risk factors for the progression of CKD were identified using a Cox
proportional hazard regression model. Hazard ratios with 95% confidence intervals were
calculated for the following variables: CKD stage, age, sex, presence of CAKUT, heavy
proteinuria, hypertension, hyperuricemia, and use of anti-hypertensive or anti-hyperuricemic
drugs. Missing data were not imputed and it was assumed that losses to follow-up occurred at
random. Statistical analyses were conducted with SAS system version 9 (SAS Institute, Inc.,

Cary, NC, USA).



Results

Patient characteristics

Data for 447 patients were available in the original 2010 cohort, and their characteristics are
shown in Table 1. Of the 447 patients, 405 (91%) were reported to be of Asian ethnicity; 3
(<1%) were of non-Asian ethnicity, and race/ethnicity was not reported for the remaining 39
patients. In the present analysis, we identified significant differences in outcomes between
patients with stage 3a versus stage 3b CKD. Therefore, the original 2010 patient background
data, which presented data for stage 3 CKD patients as a single group, are now subdivided.
Furthermore, we included additional baseline factors (heavy proteinuria, hypertension, use of
anti-hypertensive drugs, rate of CAKUT, and serum uric acid). CAKUT was more common
than non-CAKUT across all CKD stages, and the rates were similar among all stages, ranging
from 58%-69%. Heavy proteinuria was significantly positively correlated with increasing
CKD stage. Table 1 also shows recalculated eGFR data using the updated Japanese
equation.!” Data were available for 353 patients at the 10-year follow-up point. Of the
original 447 children, 71 (15.9%) were lost to follow-up (i.e., transfer to another hospital), 18

(4.0%) died, and 5 (1.1%) discontinued the study.

Outcome measures

Data from the follow-up survey results obtained in 2020 regarding patient outcomes are
shown in Table 2. The data are organized according to patients’ first and second KRTs (or
death). For the 157 patients who were alive and had progressed to KRT, the most common
initial therapy was pre-emptive kidney transplantation (PEKT) (69/157), and the second-most
common initial therapy was peritoneal dialysis (68/157), followed by hemodialysis (20/157).
The majority of patients (68/69) who underwent PEKT did not require secondary KRT at the

10-year follow-up point. Details of patients who had died at the 10-year follow-up point are



shown in eTable 1 in the supplement. The cause of death of most patients was an infectious
complication or an exacerbation of the background disease.

Table 3 shows the results of the Cox regression analysis investigating risk factors for
progression to kidney failure. Risk factors associated with progression to kidney failure
included stages 3b, 4, or 5 CKD (vs 3a); age after the onset of puberty; heavy proteinuria; and
hyperuricemia. In contrast to the 1-year follow-up results, age <2 years was not associated
with an increased risk of disease progression. We also investigated risk factors for
progression to kidney failure separately in patients with stage 3 CKD (eTable 2 in the
supplement). Factors associated with disease progression in this subgroup included CKD
stage 3b (vs 3a), age after the onset of puberty, CAKUT, heavy proteinuria, hypertension, and
hyperuricemia.

Time to kidney failure according to CKD stage and presence/absence of CAKUT is
shown in Figure 1. After 10 years of follow-up, 215 (48.1%) patients progressed to kidney
failure; of these patients, 131 (60.9%) had CAKUT, and 84 (39.1%) did not. The kidney
survival rates according to CKD stage at the 10-year timepoint were as follows: stage 3a,
75.3%; stage 3b, 44.4%); stage 4, 8.9%; and stage 5, 0%.

Kidney survival for CKD stages was similar between CAKUT and non-CAKUT patients,
except for stage 3a, where patients with CAKUT had significantly better survival. Table 4
shows the distribution of patients by CKD stages throughout the 10-year follow-up.
Approximately 31% of patients (51/166) with stage 3a CKD in 2010 remained at stage 3a,
while roughly 14% (23/166) had progressed to stage 3b, 7% (12/166) to stage 4, 2% (3/166)
to stage 5 without KRT, and 19% (32/166) to stage 5 with kidney failure and KRT; 26% of
patients (43/166) were lost to follow-up and 1% (2/166) died. Most patients with stage 5
CKD in 2010 had progressed to kidney failure with KRT at the 10-year follow-up; 1/25

patients (4%) in this group remained at stage 5 without KRT and 3/25 patients (12%) died.



Discussion

This long-term, prospective observational study reports 10-year follow-up data obtained from
pediatric CKD patients in the P-CKD study initiated in Japan in 2010. The objectives were to
characterize the pediatric CKD population in Japan and clarify the factors associated with
progression to kidney failure. Our results indicate that stage 3b, 4 or 5 CKD; age after the
onset of puberty; heavy proteinuria; and hyperuricemia are all factors associated with disease
progression. Of the initial 447 patients, 215 (48.1%) had progressed to kidney failure by the
10-year follow-up timepoint. We found that the most common initial KRT was PEKT, and
very few patients had died from kidney failure by the end of the follow-up.

Advanced CKD may have common pathophysiology regardless of etiology. In the
present study, CAKUT was associated with slower disease progression, but only in stage 3a
patients. Other studies have suggested better outcomes in transplant recipients with CAKUT
compared with non-CAKUT patients.>?? Our results suggest that for patients with more
advanced disease, a common pathophysiology, such as increased strain on residual nephrons,
may lead to disease progression.

Treatment approaches have changed in recent years with respect to dialysis versus
PEKT, as long-term studies have found poorer outcomes for children treated with dialysis
versus transplantation.?*>* A US study that analyzed data for a large pediatric kidney failure
cohort found that patients who received dialysis prior to kidney transplantation had a
significantly higher risk of graft failure and death than patients receiving PEKT.?> However,
not all studies have demonstrated a survival benefit for PEKT versus dialysis.?¢ It is
important to note that such retrospective observational studies are prone to selection bias, and
the criteria for judging whether a child is a suitable candidate for PEKT are not universal.
Nevertheless, improvements in pre-transplant preparation, advancements in the understanding

of the immune system with respect to donor selection and graft survival, and improvements



in surgical techniques, post-operative care, and prophylaxis have all contributed to reduced
morbidity for PEKT recipients in recent years.?’

We can say that in the present study, only a few children with severe CKD died, the
majority of whom died of reasons other than CKD. Infection and exacerbation of the
background disease were the primary causes of death. Thus, the data from the present study
support the conclusion that early access to kidney transplantation should be promoted where
possible.

Our study confirmed a shift in treatment patterns for pediatric CKD in Japan as the
2010 data'8 reported that most patients initiated KRT with peritoneal dialysis, whereas after
10-years of follow-up, the most common initial KRT was PEKT. Importantly, 96% of patients
who underwent PEKT did not require secondary KRT at the 10-year follow-up timepoint,
supporting our assertion that PEKT should be recommended as a viable therapeutic option for
pediatric CKD patients.

In the present study, age <2 years was not independently associated with risk for
progression, which contradicts the results from the 2010 study.'® In the 1-year follow-up
study, many patients <2 years of age at diagnosis had very distinct features and had
progressed to kidney failure. However, when risk was re-assessed at the 10-year time point,
the association was lost. Heavyproteinuria, hypertension, uricemia,

Regarding differences in eGFR decreases between CAKUT/non-CAKUT patients, it
is important to note that children with CAKUT have a low nephron number at birth.?8
Residual nephrons may be normal, but the excessive load may damage residual nephrons.
Therefore, at an early stage (3a), disease progression is slow in those with CAKUT. In
contrast, in children with other diseases, nephrons are destroyed via several mechanisms,
including immune attacks. Thus, disease progression may occur at a faster rate compared

with patients with CAKUT. However, the excessive load increases in both CAKUT and non-



CAKUT children at later disease stages because of the reduced number of nephrons. This is a
common pathway of disease progression in advanced stages of CKD, and thus, both CAKUT
and non-CAKUT patients may present similar disease courses.

The strengths of this study are as follows: given the rare nature of this disease and
owing to the extensive number of participating institutions (covering approximately 80% of
facilities that care for children with CKD at the time of the establishment of the cohort), this
nationwide study cohort can be considered highly representative of the stage 3-5 pediatric
CKD population in Japan. Although our study used a hospital-based survey, given the
universal health care system in Japan and the 80% coverage mentioned above, our data are
likely similar to those that would be gained from population-based surveys, and does not
suffer from the bias of other studies that may only include data from a select number of large
hospitals (centers). Additionally, despite the length of the follow-up period, we achieved a
high follow-up rate after 10 years. Finally, the long-term follow-up period of 10 years
allowed for a more detailed analysis of outcomes and thus a clearer picture of the
characteristics of the study population, treatment modalities, and risks associated with disease
progression.

As with all observational studies, several limitations warrant mention. (1) CKD stage
was classified using serum creatinine levels compared with reference values for Japanese
children, which may not be applicable for other ethnic groups. (2) Forty-two patients were
either non-Asian or of unknown ethnicity. As eGFR equations are race-specific, this could
have affected the results. Nevertheless, Japan is exceptionally ethnically homogenous, so the
effect would likely be negligible. (3) The pubertal stage of children was not assessed, and
patients were instead stratified by age based on the mean age of Japanese children at the start
of puberty. (4) The study’s observational nature precludes firm conclusions on the efficacy of

various KRTs and can only identify associations of risk factors for progression rather than



causality. (5) Not all facilities included in this survey routinely collected quantitative data for
all laboratory tests of interest; however, this is to be expected given the observational design
of our study. (6) The overall results may not be generalizable to other ethnic populations.

In conclusion, this long-term, prospective cohort study revealed prognosis and
factors associated with disease progression in pediatric patients with CKD, and provides
valuable insight on the risks and management of pediatric CKD. The results of our study may

serve to inform clinical decision-making for pediatricians and nephrologists worldwide.
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Tables

Table 1. Patient characteristics according to CKD stage (2010 data)?

CKD stage
3a (n=166) 3b (n=149) 4 (n=107) 5 (n=25) p-value

Female 61 (36.7) 62 (41.6) 40 (37.4) 12 (48.0) 0.63
Age in 2010, y 8.52+4.63 8.69 +4.53 8.41 £4.25 991 +447 0.50
Height in 2010, cm 121.72 + 119.81 £27.91 117.36+£26.94 118.06+28.92 0.67

28.48
Height standard -1.13£1.56 -1.48+1.42 —-1.83+£2.04 —2.88+3.16 <0.001
deviation score in
2010
Birth weight, g 2743.03 + 2731.62 + 2632.09 + 2359.60 + 0.10

640.88 661.06 818.79 801.67
CAKUT 97 (58.4) 92 (61.7) 74 (69.2) 15 (60.0) 0.35
Serum creatinine, 0.93+0.32 1.35+0.46 2.25+0.81 534+1.99 <0.001
mg/dL
eGFR, mL/min/1.73  49.6 +7.03 34.6+4.93 21.6+4.42 11.8+3.33 <0.001
m>
Cystatin C, mg/L 1.64 +£0.38 2.16 £0.57 3.09+£0.98 4.14+0.90 <0.001
Blood urea nitrogen, 24.76 +£7.93 32.37+£10.03 4842+18.06 74.93+31.55 <0.001
mg/dL
Heavy proteinuria® n=99 n=104 n=68 n=13

13 (13.1) 19 (18.3) 16 (23.5) 6 (46.2) 0.02
Serum uric acid, 6.54+1.80 6.96 £1.77 6.93 £1.67 7.98 £2.82 0.01
mg/dL
Use of anti- n=143 n=132 n=94 n=19
hyperuricemic drug®

37 (25.9) 32(24.2) 29 (30.1) 6(31.6) 0.68
Hypertension® n=142 n=135 n=91 n=20




25 (17.6) 28 (20.7) 21 (23.1) 7 (35.0) 0.31
Use of anti- n=146 n=133 n=94 n=20

hypertensive drug®

23 (15.8) 27(20.3) 29 (30.9) 3 (15.0) 0.04

Data are mean + standard deviation or n (%).

CKD, chronic kidney disease; eGFR, estimated glomerular filtration rate; CAKUT,
congenital anomalies of the kidney and urinary tract.

2Reproduced with modifications from Ishikura K, Uemura O, Hamasaki Y, et al. Progression
to end-stage kidney disease in Japanese children with chronic kidney disease: results of a
nationwide prospective cohort study. Nephrol Dial Transplant. 2014;29(4):878-84.

bAt the time the study was initiated, not all hospitals collected certain data; some facilities
only collected qualitative data for items such as proteinuria. Therefore, we are unable to
report quantitative data for the full cohort; n values are specified where they differ from the

respective group totals.



Table 2. Patient outcomes: kidney replacement therapy

First KRT Second KRT? Overall CAKUT Non-CAKUT

Peritoneal dialysis 1 0 1
Hemodialysis

Transplant 8 7 1
(n=20) o .

Hemodialysis (continued) 11 4 7

Hemodialysis 3 1 2
Peritoneal dialysis

Transplant 21 10 11
(n=68) : o ,

Peritoneal dialysis (continued) 44 21 23

Hemodialysis 1 0 1
Transplant Peritoneal dialysis 0 0 0
(n=69) Functioning graft (no additional

68 46 22
therapy)

aSecond KRT refers to the KRT reported in the survey data gathered in 2020, and patients

may have received subsequent KRTs since then.

CAKUT, congenital anomalies of the kidney and urinary tract; KRT, kidney replacement

therapy




Table 3. Risk factors for progression to kidney failure (Cox regression analysis)

Variable? Hazard ratio (95% p-value

confidence interval)

CKD stage 3b (ref. 3a) 2.839 (1.639-4.919) 0.0002
CKD stage 4 (ref. 3a) 6.543 (4.470-9.576) <0.001
CKD stage 5 (ref. 3a) 9.460 (4.294-20.841) <0.001
Sex (female) 1.214 (0.829-1.776) 0.3196
Age <2 years (versus 2 years to the start of puberty)® 0.973 (0.475-1.992) 0.9408
After puberty (versus 2 years to the start of puberty)® 1.518 (1.011-2.279) 0.0443
CAKUT 0.746 (0.499-1.117) 0.1546
Recognizable syndrome 1.274 (0.720-2.256) 0.4051
Heavy proteinuria 3.163 (2.014-4.970) <0.001
Hypertension 1.247 (0.827-1.881) 0.2912
Use of anti-hypertensive drug 1.172 (0.757-1.812) 0.4769
Hyperuricemia in 2010 1.229 (1.126-1.341) <0.001
Use of anti-hyperuricemic drug in 2010 1.461 (0.957-2.230) 0.0789

CAKUT, congenital anomalies of the kidney and urinary tract; CKD, chronic kidney disease
aVariables are according to patients’ status in 2010.

bAge at the start of puberty was defined as 10.8 years for boys and 10.0 years for girls.?



Table 4. Distribution of patients by CKD stage throughout the 10-year follow-up

All patients CAKUT Non-CAKUT

CKD stage 2010 2013 2015 2020 | 2010 2013 2015 2020 2010 2013 2015 2020

CKD stage 3a in 2010

(n=166)
3a=or> 166 129 96 51 97 79 61 31 69 50 35 20
3b - 21 31 23 - 13 19 14 - 8 12 9
4 - 2 8 12 - 1 5 7 - 1 3 5
5,no0 KRT - 0 2 3 - 0 1 2 - 0 1 1
5, with KRT - 6 12 32 - 1 2 13 - 5 10 19
Death - 1 1 2 - 0 0 1 - 1 1 1
Lost to follow-up - 7 16 43 - 3 9 29 - 4 7 14
(including transfer to
another hospital

CKD stage 3b in 2010

n=149
3b 149 84 72 29 92 57 47 15 57 27 25 14
4 - 27 22 22 - 17 14 14 - 10 8 8
5,no KRT - 13 9 12 - 8 6 7 - 5 3 5
5, with KRT - 20 34 65 - 8 17 41 - 12 17 24
Death - 0 0 0 - 0 0 0 - 0 0 1
Lost to follow-up - 5 12 21 - 2 8 15 - 3 4 5
(including transfer to
another hospital)




CKD stage 4 in 2010

n=107
4 107 43 32 11 74 29 22 7 33 14 10 4
5,no KRT - 15 11 12 - 11 9 7 - 4 2 5
5, with KRT - 44 58 77 - 31 39 55 - 13 19 22
Death - 3 3 4 - 1 1 2 - 2 2 2
Lost to follow-up - 2 3 3 - 2 3 3 - 0 0 0
(including transfer to
another hospital)
CKD stage 5 in 2010
n=25
5,no0 KRT 25 9 5 1 15 5 3 1 10 4 2 0
5, with KRT - 14 18 21 - 9 11 12 - 5 7 9
Death 2 2 3 1 1 2 1 1 1
Lost to follow-up - 0 0 0 - 0 0 0 - 0 0 0
(including transfer to
another hospital)

CAKUT, congenital anomalies of the kidney and urinary tract; CKD, chronic kidney disease; KRT, kidney replacement therapy.



Figure Legend

Fig. 1. Kaplan—Meier curves of kidney survival in (A) stage 3-5 CKD patients overall, (B)
stage 3-5 CKD patients with CAKUT, (C) stage 3-5 CKD patients without CAKUT, (D) stage
3a and 3b CKD patients with CAKUT, and (E) stage 3a and 3b CKD patients without
CAKUT.

CAKUT, congenital anomalies of the kidney and urinary tract; CKD, chronic kidney disease.
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- RMAOIE - FKPD a7z b FaTA ViBEOEE Y
- MEIREESHAEAED 25% DL E
- IME7 VT I IRE 1.0 g/dL K
- PREH 2,000 mg/dL PLE (REFIRA 2 7L 7 I 2 BFIOFITEIC & O IME
TIVT I VIR 1.5 g/dL DLEICHIE L2 358)
- RN T U —UNEERE 2T A MEEE R (R 12R)
- At 6 A CEBMBEIER (IMYE Cr0.2-0.3 mg/dL)
- FKIERED D CEBUBOARE. FlaoERiEaH)
- NPHSI BfifDRE
- B o NPHS1 SEH O g i

) 74252 FOMETIEIEE15-18BDO¥Ka7 = b us A VsET EEZED2.5
oL EZ cut-of fHE LTAZ Y —=>2 7% L.CNF WRIFERHMALE T 5.0 (50 ETH -
=Y, BIEFEROBEDSRRHIAETOH Y M+ 7HEIZHS TV,

09



F1 ERM--ARKT7O—UCREREEE 29 2 FE2JFH K Gk 1. STk 2 & D —ERZ)

REN LG EEEEF (OMIM)

R FE
74Ty FRERESR 70— NPHS1 (602716)
BYMERO WA 7O -t
CEAMAY > F 7 LWL WT1 (607102), PLCEI (608414)
B B MR BRAR IR L NPHS2 (604766). PLCEI
M INEE
Denys-Drash fEfE#RF WTI
Pierson JEfRHE LAMB2 (150325)
nail-patella SEERE LMXIB (602575)
Herlitz BFERIZR B /KIaNE LAMB3 (150310)
Galloway-Mowat FEfERF OSGEP (610107). LAGE3 (300060)
IIT ¥ A L QL0 RIESE COQ2 (609825), COQ6 (614647)
Z DAt
—RH

JRYWE (Ml N¥Y IR~ wIUT
HA hAFTAIAILA FE
B BUAF % HIV)
2T FT =T A
T v RRTF 5 —EHiEAD
BHAD 5 OBAT

JeRME - AR A 70— PlERREE 29 5 ERFR 2R T,
AFFIE T, WAEICHIT 2 CNF 2oz M2 2 2 FHNE Lz20,
BT DSR2 EE T TR LT,

10 T4V 5y RRERER 70— RSO T X



2w EH

ATF—hFAY b

1. FEOE
O HEmEEDPT RN EAEIHEDIRRK & % 2K 7 LT I 2 IMAER IR L
T\ R 72 TV T7 I Y BAOMEZITS RRFIZIRO®EY ). %
Fe7 VT I VBRI OB GRICIIEE 7 0t 2 R 0.5-1.0 mg/kg & REEHIRD
L<IEHIRTHFHT 2.
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TNTIVBA 2-4 g/kg/6-8 Kl 1 H 11
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BREDNEIE LR WIRBTH 5, IRRIIEHE2 K NS E, B2 HIETC &
Thd, TDIOH. ZTOWHRFEIEZ. 70—l B2, BBz 3 BRI
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1. FEOEM
I 7V7 3 Bl OHiFE & FIREE

CNF IZB T 5 EE&EAR (1,000-10,000 mg/dL) OB&EE iz B0 3 I7E
RRERH, BYE, EREL E RN GIESBHETH D, s OBEH
D7D BRI TV T 2V BAOMASBHEE 25,

REEAROE G, 7IVT7 I VHREZIT > TOIMET VT I MED B —RE
WTH27-0, BIEOMET VT I MEIZED RV, TILT I VHAIOERE L
TG T B RETH O Z OIS FAL KPR, EE O LRRER,
VEIEIC K B EE ORBITEIR R, RGYEA DI, ABHGEITEI TR 2 ETH %,

CNE QO RIZxT 277 I v BANZ, BROBETIZY, 7L7 30 34g
kg/day & 1-3 [BIUZ 731 THZE LIR % ISR 1 B0 RIFRH (6-8 Kifl]) IS8T %
FENTLEHINT WD, BREIORE LIz T7 VT I U RIFSICIE R AR LSRR
NTF—FNEEOTLNERY T — T VEESBEEZD ., FORBOAERER
RORRBICIE U THEROFEMEREE 20 DUNICHZRT .

O 773 BH 1-2 g/kg/2 Wil 1 H 1-3 [H]
@ 7T 3B 2-4 g/kg/6-8 il 1 H 11[1]
® TNT I B 2-4 g/kg/24 REEIFHGEARFE

FITHNCIZQD 24 KEEIRHERITE 2 B R T 50 $27 V7 I U RAIDOHHITEREIC
ILEE 7 2t 3 R 0.5-1.0 mg/kg 2REHIRS L < IEHIRTHAT 5.
WIROI=DIHIDEIR Y T — T VEE ZT A1 NHEIRZ 55 —ER &
T 5. BHIHO DI KBEHIRZIEBE L. TEROWNY ¥ >~ MEBO 018/ R
HIRNOME BT 5 2 EAEE Lo KM ABRIFDEIRSD 7 — 7 L b i S
NBD, [FRRICRIEEIRDS & O8E NERIREHZE IS TR N S v > MERRA
DHBELEZERTL2DLENDH S,

HUDEHIR A 7 — T VR B ICAE O IMARRE  (HZEMRIER &) SRHEIEZ R U 7z 8
LHD Y AUy k- FAY Y hONT 2 A% BIREICEE URE OIS % b
TLNEDND %,
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L7130
CNEOWRIZBWT, 7Y I94 70y v ERBEHRMESRE (Angiotensin-
converting-enzyme inhibitor: ACEI) 1 >~ FX ¥ ¥ V* TIREAZMD S ES
ZENTEREREESN TS 'Y, BT, medical nephrectomy (GEMIEEIC
X HHEEERER) O E U THEHHAI NS o EERM/NEE i#p#23 (European
Society for Pediatric Nephrology: ESPN) @ CNF #lO#E{IC & D . ACEI B4R
BTHRBICIME T VT I VES LR L7 VT I VEFORMRENHD Lz &0
Enps W ACELRL =T Y V4T v v REMHT 5 2 & clitiMBIk
EIRITHER USRIRAIR B EZ N2 2 E TREAZBADSE. AT A MO
EEMLAETS Y, BARZMOS T2 0HE—RINFEE LTIE. MiClEr»%
WEEREREIEFTL D 517 & 7V )L 1-5 mg/kg/day 2T %, KO &, SEE
HRAPFHE S 2 2 AR L7z SFR 2 BETd 5. FARICIE. MENBIKOR
BlConwZ &, RMEPZW EZER L. A7 7 V)L 0.5-1.0 mg/kg/day 53
3NORIGT 5. BREZ MO T 5 ENBETH D, —J7 RIMFEICEK
DR ePBEETHEATE TV ENZ 0. HHAFIOEEIZIE. A1 P85
YOBNMEEPER S NS, Fin-major X Fin-minor 7 & EICHERER O LA
%% CNFORTIEACELI® A ¥ R TV ICBRIENZ LWEIZ VD, &
RISk > TREARERD S ED 2 EhiETH D s

B e

SEYIBHEIC X BTFEB K OB IHEOEHICIIRADH 0. % < OREH T
HAPREEL S,

Frgfic KD EARZIES L. 7V T 3 D BIFIOMAREZ S 3 2 &A%
BETH B ", AFRTIZ Fin-major. Fin-minor ZEFI DML XL, 74T
Y RO XS BEEFIN DGV, BB CIREOEHA LI ENZ 0.
ZTOEEZERML, AIORET > — & TIE CNF DU 33 fild 25 filicHh
il 13 2 Hie (3-96 2 Aii) ORI BERHAITONTHE D — I g
W 2T 12 Bd o722 B, BB T SICEIMEAIC S 2 &1k
bz v, FERHELIZEOERICENE T 2550 BT EIE
F O 7z O BRI 72 (i SR EE T d - 72 ACEI R0 A > K X & 3 > ™12 & 2 S8tk
DEMBENZHED DS Yo TNTLERICHET 25513, MB2HEHL
PD ZE AT %,

A RAY TV D BHERNIREIIIRGES TR,
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I TRHEEE L-HOBHH S KOBMEE TCofRIZ. FICOR BhiH=-»
xHUlE = PD WEFEAH, @F B = PD S oM (B ICSHEIIE U T
SHEH) BT on2 V. WRIGAEICZEN L WIBEI. KERTH B
H2EEIT 521020, BokTRAEMIIEPFE 2.6 »H. WERMH LD PD
1T E TF 36.5 0 H. BHE THEE 54 A EOWENH S 0 AIBOFERT
. BRI A O IE 13 2 H. PD Bl A RE 21 2 H. BREA k4
Yl 59 A TH -7 BHEFFIEEIR (FAEIRS L < \SRIBEEIR) ~oW
ANEZ AN ZBERICT 2 2 EPHER SN BERICE B IR R 720,
BHEICHEITT B B A & T 2HPZ VW, FEMEIC R R 4 )51 2 Bt
LENT 5, DR, PDICK > TEHZITL, BBEZITY. AFITBWT, #

BIIRAD» RSN 2 ENZ N, LI YT Y FOKED 15 kgPl RO
S BHERIER O 7- O IR ISR & [ARIE RO R AZE R S NS,

—Jiv 74 27 FTHRS5MN % Fin-major X Fin-minor Z2 D & % & EEH
JR (10,000 mg/dL #1) DR Tld. FERMETRMNICERIRzBDSEL &
BEE LW, TOED RIS U TRERFE WK (7 kg WEHZR) 75 —HK
CHERHB LU PDEAZITV., T8 10kg Z HRICBBMHEZT>TEL Y,
LA ESPN 12K % CNF fIOREEHIC K O EYPRE 2 AR & U7 RFEREE D,
HOBTOmRBRHETS L PD BAICH > TEDL LA HEEIRENTED Y,
SHRERDMAPBREE LD, B, £ 6 PARKMOMEBERIHTIE. L=
AELU. MEBICENLERNEZET S ENDEHOTEERIVLETH S Y,

I ey b

CNF 3D REETHD. A70A R 70 AR Uik EOREiiflsEz
[ U7 KBIBE 2781372 e CNF & O 28 EED 7 0 —BiERERE (NS)
DHHIZBVWTH, AT FRI 7O AR VK> TERICE - -5 IE
EAERWEY . 3—1vw)S& LD CNS HE 45 AOWETIE. 1 ADHH
ATUA MR TERICE>TVWED, ZOEMEFNERIIAH (71T F
BPESPIEWAS A TRV) THH ™, NPHSI. NPHS2. WTI. PLCEI D—
EBORER] TIXFIMHIEE THEB 2RO EOHED H DD, TOAHNZALIZ
AHTHZ 70, 25704 R 70 2AE) VR RS A MCESEEHRL. %
Rk BRI O L EICEHE G L TWAAREENPH %, LA LA S5, CNF 25
W7z CNS DRIF—BITIER YA P BRUOZOMBEEFICEEZLREZA
T 52 ENZ L REIHFEEEICIIRIG LW, AFO2ET > — FRETIE.
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CNF @ 29l 3 BliC AT a A Ra2fH LaflrEsh, x7-. 28 fild 3 flicsm
EEIHEEEZ AL 1SS ER L TWORTH -7 Dbk v sk
BHEIIRICZ LSBT ERZITHDHEEZ D,

2. BB

CNF O JiZ, HLEDOZERE K TEMMMERL, ML ARTH 2. 27K
FTOALHRINIL, KEREVREEFEZ SO RRZIES 2 BTHRE T
THHD BRELTFVLF—ERIROTAH I 2GRN TRETED
Hln E2 HOIREREZIT . BEREVRELLE IHOEIREEZZE
T2, 7427y FOREEMIEHIE, ®H1 ) — (100-130 keal/kg/day) . &
B (3-4 g/kg/day) EENTWVD 7Y 28, THIZEHOFLEIR EEZ O L
TER LS 2 HEMHTH 2. B2 OEIREEIHZ1TbRwb P EOER
Tl MEBIUHEO-OICE AT Y — (100-130 keal/kg/day) %iERKT 5
EEEBET S, BARALAN T THHASINLINZNOOERDHI-D DRI
FFRLTELLVED, TAINF—2HILDITT R (K ; 4 keal/g)
SCHRNGFLA] (MCT A A4 )L ;9kcal/mL) HZEDHHLENTH 5.

3. fliFeREE

¥ 3IYD (77 7HLY F—=)L0.1-03ug/day 2 &) REE Y I 2 HIH,
v 72T L (50 mg/day). 1L L (500-1,000 mg/day) 1Y T LR ED
IFRTILVOMABENTIEEOL TV, 2B, HEEREITNZThOIEREZ HZIZ
T 5,

N AT7z2) Y, bTURAANT IV, T RATRIF UHRPICHEERT S
FHEMICZYRT W, BlICHd 5T 20 LT > O, Rk
Wb 0BEHEOBEREEENOREGRIDBRBICLDEIILD I ENE
Vo 7z, SR TT A IV DRPANDERIC K 2 HFFHEREAD & B
ENTHY Y ZOBIGIHE L7 ECHIAZ ZEBT 208D D 5.

—fRIIC CNF &0 NSORTIE, 1 uF o UEH 7 a7 > (TBG)
DIRHIZE D LIEUIZIMTED FARIR ALV E > M & 72 5 27 & 72 i R
BRI E EAE 2 K U C BURIRERSCR L > (TSH) 28 B L. HERARA L
2 OMFET TSH AIEWALT 5 EMESNTVS Y @I MIEHRIR A L E
HMEME & 72 ZHIIC TSH Y LF9 245, CNF O I Tl R R A L £
VEPBEMETH > TH, TSHAPER 1 PAZTRIERTHSIENFHD. TSH

T4V 5y RRERER 70— RSO T X



DIEIC & 5 FTHETRED S HRERLE Y 267 T 5 Y BB, LAFaFx
DU MU LIKIMME LT 5ug/kg/day RED»SHIA L. % 1 AR
TSH 5 41U/mL PLU R O#fEFs %2 BIEICZ O 58 2% T %,
KEENTEHZHD CNF TRIBALZZETHZ2 LD, ZOHAITATO
1 FOMANREE 22, RIEAROKFE LT, CNF OEE TRIB O AL
ZRDBHTEND B0, BIBMEOIREED S5 EHESh TS Y,

4. GOHEDOE M

FER & 75 2 IMAERE O T B L EGSRE DR R AIHAT B 2o MUARFE 1T AR 72 #iE
BOHEDIRKICH 25 >,

TISAI )= o7 ryFruryE vl (AT ORBAOELOREE L
T U7 EEPEE LS h, v 7ara7y >y, 74797, vayRS
SAF v, BEKTI. V. VI, X, XIAEFT2 Y, 2070 MEPEE
2 EEE G OHED CNF 2 & 072 NS ORTHESh TS 7, KEoL2ET ~
r— NI TIE. CNF 32§l 5 B CIfifiE 2 2 L Cwrz ) MEETRICR L
THUM MR (7 A >~ 3-5 mg/kg R P Y ¥E— )L 5-6 mg/kg) & HLitlE%E (7
V779 »H) 724 (PT-INR T2 BENBEE, 4% 3-4 8ED» ) 2857 %,
I N ALE 2 & 6 72 SV RHALE O BRI/ MESE P HLE EI%E 2 5-7 HEih» & ik
U AT 2 IEH b S & 5 720 —RF91C AT 50 Bifi /kg 2 Hi7ET %o

Hr=ra7) WA BT E DR TORFAOERIZED P\ NSOR
ZRHCI R BRI 72 EOFIE 2 A T D ME OBYUEICRER LT Ve AFBOLET
> — FIETIE. CNF 32 i 19 Bl CEEHR IS BYSEDBEEA B > 72 2,
CNF 21 o %7 a—E il (HhoRfl 1.1 4F) OEGYRE DR S 2 R T HAIC
W LTS A S 5 o BUIKEA® 2.5 1] / 4F, BUMAESEV A% 2.5 [6] / £ - 72705,
HODEIR T T — T VOGRS RIERICHE L G2 0o 7. £ THINGHE
BN 2 ruT) Y OBRGRIFERERS Shh o7z, BLEXD. PHNZH
FHELH Y= ru 7)) OFSEMEROHBRHINMA OB G E VWS TR v
F2ERL. LAV, L L, BIMAER5E - 7235 61&. FIIC M sk
ERIULERERE 2GS0 2310, RBEIRCTH Yy~ 77 v 25
T %, RRERAY~vZa7 ) CBAEICOWTIE, MEBICH T 2ME» 5D
0 = SROEFOEBPILEETND, LB, RhAO®EIZED, CRPfHIX
BRDHELZDI-DFERET 5. /2. BRICK D RIMEDOFIER 2 S 9 2 & AR HE
ThHs,
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LLBBYUETHIO—BRE LT, B PH#EE T XTITV., [EETHHEES
Za—ENy 7 ACOEEL RN ICHRR T 5. 5T BAY T R
BTOT 7 F U HEMER D720, BHEENIIZAET 7 F > OFAMMO A aHl & fFE
MO PBETH S,

5. BT

ARIOLEET > — b TIE. CNF 33 il 26 i PD 28f7hbhTH D,
PD BHIAAER O HUEL 21 2 H (4-90 2 H) TH -7, PD EHOMIZ, 25
REOUEE, HAEOHEN, KEOF Y v F 7y THARESATVS Y, F/-
AIRIZB VT, MEEHNT (hemodialysis: HD) & 33 filrf 1 Bl cirbh Tz
CNF [ ZAED/NS WAL RINENEAIC 22 2 EAZ L, HD TREHIGE
WEHE OB ABREE 2> TLE D, ETIREEHIBT2HIC. A TIEPD 2
BT 22 N2 0,

BT T — 7 V2 W T HD zfif79 2B3. WHEFRZHE—ZERET 5.
BB 72 DICKBFIRZ IR L. RERONT v > MEROD7- 0 1285 MR~
DOHBEZERTHZENEE LU,

CNFORIZ VI LEREBEANN =7 2G0T 570, PD hT—T L EHHAT
BB ATHNC IS X VAR R ITO Z L2 BETT 5. F ARG, BEAEAR X
LR 2 2 ENZ 020 PD AT — T IVIZERNCHFAT 5D HE L,

6. BItEhi

FEHMOHZE LT, K 75-80 cm. (A 8-10 kg I > LK CTEBIEZ
8T 5, AOLET > — MAETIE. CNF 33§l 17 Hl c BB T
bhTHBY., ffEid 59 H (34-96 H) TH-7 " CNF BADOBEBHET
& BYYEIC K AP & IMMIEIC K 2B A I E 2 5720, BEERAR
CESREE - K7 >~ 7 a7 VIER R ERE 2 & B L 7R TR R
2T TENEFT LWL 2, KFICB T 2 HEHRORE T, ME7 LT 3
> >2.5¢/dL Lo T OB EIT 572 2 LI K D B MEDFA L 4 >
WG ERTWD Y, KEHIMAEDRIE 25T BRELH B 720, K
TNT I VIMFENSTRAET S IRED £ T AR TR T E 2 Wik BB 2 B IR
BT EIFEH LW,

BRI 7 F > OEREARE & 5 5 7-0. BHEETNCEET 7 F 2 ikl
OFFHI 7 & CICHEROBRF PBRETH 5. ARBOF 70—, IgG
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DRAPICHERT B 720, BRI A 2 HAERO - O RKETHiEEIL. &E
BEARPIFEIBH L T2 ONEE L,

BH% O+ 7 0 —EHIEIZ. CNFICB I 2 BB EEOFRKNO—DTH %,
Fin-major. Fin-minor DEETERZH T HERTIE, 2170 —ERIED Y X
IEL L SHEEBRIZ72% THoERESNTVDE Y, 270 —¥2HIE
L7z BIICHd 218 E LTIE. AT HA R, Y7074 A77 IR, UVFY
< 7. MERBOARAEIRE SR TVS ¥, ZASHRBREICOVLTIRE
T4YTYRPETHD, 27 0—EOREIIIH A7) U HAOBEGA RS
TV, —J AFROFEFICB I 2557V Y HAOBGIIRHTH 5720, 1V
VF YT, MBSO EREZSROMN 2T 2.
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Clinical characteristics of nephronophthisis
in Japanese children: a national survey

'Department of Pediatrics, Kitasato University School of Medicine

2Depanmem of Nephrology, Toho University Faculty of Medicine

3Department of Pediatrics, Kindai University Faculty of Medicine

4Department of Pediatrics, Kashiwa Municipal Hospital

Department of Nephrology, Tokyo Metropolitan Children’s Medical Center
“Department of Clinical Research, Tokyo Metropolitan Children’s Medical Center

Yusuke Okudal, Yuko Hamasakiz, Keisuke Sugimoto3, Mika Okutsu®
Riku Hamada®, Tetsuji Kaneko®, Kenji Ishikura'

[Background] Epidemiological information on clinical characteristics of nephronophthisis in children is scant.

[Methods] We obtained and summarized clinical data for children with nephronophthisis by a national survey of pediatric facilities
in Japan which was conducted in 2020.

[Results] The estimated incidence/prevalence rates were 0.32/3.4 per million age-related population. Among 90 patients, median
age at the first hospital visit was 8.6 (range: 0—18.3) years. Fifty (56%) were male, 33 (37%) had syndromes associated with
nephronophthisis and 61 (68%) had extrarenal complications. The most common extrarenal complication was the neurological
complication (N=39) followed by the ocular complication (N=36). The most common contributor to detecting/suspecting
nephronophthisis was kidney dysfunction (N=32) followed by urinary abnormalities (N=20), anemia (N=17) and growth failure
(N=12). Representative pathological findings among 64 patients who had a kidney biopsy were as follows: 45 had tubular
dilatation, 36 had tubular basement membrane abnormalities, and 43 had glomerulosclerosis. Fifty eight patients had a genetic test,
of whom 40 had a gene mutation associated with nephronophthisis.

[Conclusions] The incidence of nephronophthisis in Japan might be lower compared with other countries. The proportion of
patients who have extrarenal complications was much higher than previously reported. Our results will contribute to improvement

in the detection and diagnosis of nephronophthisis.
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Nephronophthisis: case report of an adolescent girl and
up-to-date results of a national survey in Japanese children
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Abstract

Background The assessment of kidney size is essential for treating kidney disease. However, there are no reliable and suf-
ficiently robust ultrasonographic reference values or prediction formulas for kidney length in Japanese children, based on a
sufficient number of participants.

Methods We retrospectively analyzed kidney measurements by ultrasonography in children aged 18 years or younger from
eight facilities throughout Japan between January 1991 and September 2018. Detailed reference values were developed by
aggregating the left and right kidneys of boys and girls separately. Simple and practical reference values were developed
by combining all the data from left and right kidneys and boys and girls. The estimation formulas for the average value and
lower limit of the normal range for kidney length were developed based on regression analysis.

Results Based on the aggregated kidney length data of 1984 participants (3968 kidneys), detailed reference values and
simple reference values for kidney length were determined. From the regression analysis, the formula for calculating the
average kidney length was generated as “kidney length (cm)="body height (m) x5 +2”, and that for predicting the lower limit
of normal kidney length in children under 130 cm was calculated as “lower limit (cm)=0.85 X [body height (m) x5 +2]”.
Conclusion Detailed ultrasonographic reference values of kidney length for Japanese children and simple reference values
and estimation formulas for daily practice have been established.

Keywords Kidney length - Ultrasonography - Pediatric nephrology - Chronic kidney disease - Reference value - Prediction
formula
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Introduction

Assessing kidney size is essential for treating children with
kidney disease. Many kidney diseases are accompanied
by changes in the morphology and size of the kidneys,
and the relationship between kidney function and size in
children has been shown in previous reports [1, 2]. Evalu-
ating kidney size can also provide important insight for
the diagnosis and management of chronic kidney disease.
Congenital anomalies of the kidney and urinary tract in
children, especially hypoplastic or dysplastic kidneys, can
be determined by data like kidney size.

Ultrasonography is the most common diagnostic imag-
ing method used to investigate kidneys and urinary tracts
and can provide information on kidney size in children [3].
A reliable ultrasonographic reference value is crucial for
assessing kidney size. Although some reports provided ref-
erence values for normal kidney measurements in children
by ultrasonography [3—6], most of them were not reliable
due to relatively small sample sizes. Therefore, it is vital
to establish robust reference values for normal kidney size
in children based on a large dataset. Additionally, deter-
mining a formula that could easily estimate average and
lower limits of normal kidney length would be useful in
clinical practice.

This study aimed to define detailed ultrasonographic
reference values for kidney length in healthy Japanese
children. We also tried to establish simple reference values
of kidney length for daily practice and a simple yet practi-
cal formula that could estimate the normal lower limit of
kidney length in children.

Materials and methods
Study design and data collection

In this observational retrospective study, we reviewed the
medical records of pediatric participants aged 18 years or
younger who underwent ultrasonography at each institu-
tion (Table 1) between January 1991 and September 2018.
The inclusion criteria were as follows: (1) patients with
asymptomatic hematuria, benign familial hematuria, or
monosymptomatic nocturnal enuresis based on the main
diagnosis at the time of ultrasonography; (2) children
who underwent ultrasonography during an infant medical
examination and were assumed to have normal kidneys
and urinary tracts. We included participants with differ-
ences of 1 cm or more in kidney length between the left
and right kidneys if there were no obvious abnormalities
in morphology, internal structure, or echo intensity. We
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also included patients with mild hydronephrosis defined
as grade 1 by the Society for Fetal Urology classification
(SFU) based on the report which showed that the length of
kidneys with SFU grade 1 hydronephrosis is almost equal
to that of kidneys with SFU grade 0 [7].

The exclusion criteria were as follows: (1) patients with
kidney or urological disorders (excluding asymptomatic
hematuria, benign familial hematuria, and monosympto-
matic nocturnal enuresis); (2) abnormal ultrasonography
findings such as hydronephrosis with SFU grade 2 or higher,
kidney cysts, horseshoe kidney, double pelvis, single kidney,
and abnormal echo intensity; (3) patients with infectious or
inflammatory diseases; (4) malformation syndrome includ-
ing chromosomal abnormalities; (5) patients with a history
of malignancy; (6) hypertensive patients requiring treatment;
(7) patients with heart/liver/pancreatic disease requiring
treatment; (8) women who were pregnant or could become
pregnant; (9) participants considered inappropriate by the
authors.

We obtained the following data from medical records
retrospectively: date of birth, sex, date of ultrasonography
examinations, kidney length (maximum longitudinal diam-
eter) of the right and left kidneys measured by ultrasonog-
raphy, body height, and body weight at the time of ultra-
sonography (if there was no data available on the day of
ultrasonography, measurements within three months before
and after the date of ultrasonography were accepted), body
position at the time of ultrasonography, gestational age, birth
body weight, and the presence or absence of SFU grade 1
hydronephrosis.

In this study, we only used data collected from ultra-
sonography results prepared by pediatric nephrologists,
radiologists, and medical sonographers proficient in pediat-
ric kidney ultrasonography. The type of ultrasound machine
system, ultrasonic probe, and acoustic operating frequency
were not specified.

Reference values of kidney length
for ultrasonography

Reference values of kidney length for ultrasonography for
each age and body height were calculated from the collected
data. Values by age were summarized as follows: every
3 months for 1 year, every 6 months between 1 and 2 years,
and every year between 2 and 18 years old. Values of body
height were summarized for each 10 cm body height (50
to 59.9 cm, 60 to 69.9 cm, etc.). Then, we calculated the
mean + 2 standard deviations (SD) for each age and body
height group. Detailed reference value tables were created
and organized separately by sex, and by right or left kidneys.
Simple and practical reference value tables for daily clinical
use were developed by combining all the data regardless of
sex or kidney position.
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Table 1 Clinical characteristics
of participants and data- Age (years) (n=1984)

providing facilities Sex

Male

Female
Body height (cm) (n=1771)
Body weight (kg) (n=1783)
Gestational age (week) (n=698)
Birth weight (g) (n=1115)
SFU grade

Grade 0

Grade 1

No data
Position (n=3968 kidneys)?

Prone

Supine

Lateral position

Sitting position

No data

8.0(4.3)

889 (44.8%)
1095 (55.2%)
124.9 (27.8)
28.1(14.5)
38.9(1.7)
3037.1(432.4)

1660 (83.7%)
303 (15.2%)
21 (1.1%)

2844 (71.7%)
1039 (26.2%)
73 (1.8%)
10 (0.3%)
2(0.05%)

The facility that provided the data for this study®
Aichi Children’s Health and Medical Center
Japanese Red Cross Aichi Medical Center Nagoya Daini Hospital

Kitasato University School of Medicine
National Center for Child Health and Development
National Hospital Organization Chibahigashi National Hospital

Shiga University of Medical Science

Toho University Faculty of Medicine
Tokyo Metropolitan Children’s Medical Center

Data are presented as mean (SD) or n (%)

SFU Society for fetal urology

#The result is shown by the number of kidneys because there are cases in which the left and right kidneys

were measured in different positions

PFacility names are listed in alphabetical order

Formula for estimating kidney length
by ultrasonography

Linear regression analysis was used to create a prediction for-
mula for kidney length based on age or body height.

A simple and practical formula for estimating
kidney length by ultrasonography

A simple formula for predicting kidney length for daily clini-
cal use was developed based on the regression formula using
the combined data of all participants. To simplify the formula,
we rounded off to the first decimal place for each term of the
regression formula.

A simple formula for estimating the lower
limit of normal kidney length for children
by ultrasonography

A formula for estimating the lower limit of normal kid-
ney length was developed using the prediction formula for
kidney length. We set the lower limit of kidney length as
“mean—2 SD” and converted it to “mean X (1-2 SD/mean)”
so that it could be expressed by a single equation using a
coefficient and calculated “2 SD/mean” from the collected
data of age or body height groups with 100 or more partici-
pants. While using this formula for screening, we adopted
the rounded down values as the “2 SD/mean” so that partici-
pants with borderline values could be detected as requiring

@ Springer
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attention. To evaluate the performance of this prediction for-
mula, we examined the rate of participants who were below
the lower limit based on the lower limit value calculated
from the formula. This evaluation was performed for all par-
ticipants younger than 10 years of age, which is equivalent
to approximately 130 cm or less in height; where kidney size
is considered to be a more important indicator of congenital
kidney disease than it is in older children.

Difference in measured values at each facility

When comparing values by institution, we considered the
issue of legitimacy when using a small amount of data for
regression analysis, and therefore only examined institutions
that reported more than 100 cases.

Differences in measured values according to sex,
kidney position, and body position

To examine the differences in kidney length according to
sex, kidney position, and body position during ultrasonog-
raphy, each regression line corresponding to body height and
kidney length was compared to its 95% confidence intervals
in all participants.

Statistical analysis

Statistical analyses were performed using SPSS® version 26
(IBM, Chicago, USA), to clarify descriptive statistics and
linear regression analysis.

Results
Characteristics of the study population (Table 1)

The data of 1997 participants were obtained from eight facil-
ities throughout Japan. Of these, 1984 children; 889 boys
and 1095 girls, who fulfilled the eligibility criteria, were
included (Fig. 1). However, since height data were missing
in 213 cases, 1771 (89.3%) cases were included for regres-
sion with height.

Reference values of kidney length
by ultrasonography

Tables 2 and 3 show the detailed reference values for kidney
length+2 SD for each age and body height group. Since
there was only one patient (two kidneys) with a body height
less than 50 cm, they were excluded from Table 3. Tables 4
and 5 show the simple reference values for kidney length,
regardless of sex or kidney position, for each age and body
height group.

13

All collected
participants
1997

Participants with incomplete
data
13

l%

Participants used for analysis of
kidney length by age
1984

Participants without height measurement
data
213

Participants used for analysis of
kidney length by body height
1771

Fig. 1 Participant selection flow chart

Formula for estimating kidney length
by ultrasonography

As shown in Supplementary Fig. S1, the reference values of
kidney length for each height were almost completely linear
when plotted on the height-length graph, while those for
each age formed a curve. From this, we decided to use height
data for the prediction formula of kidney length.

The kidney lengths measured by ultrasonography by
body height for 1771 participants (3542 kidneys) and their
regression lines are shown in Fig. 2. The regression for-
mula and coefficient of determination of kidney length (cm)
and body height (cm) for all participants combined was
y=0.496x +2.0836 (R*=0.8234).

A simple yet practical formula for estimating
average kidney length by ultrasonography

Based on the regression equation for all participants men-
tioned above, each term was rounded off to the first decimal
place and as a result, we set a simple and practical formula
for estimating the average value of kidney length by body
height as “body height (m) x5+ 2”. Supplementary Fig.
S2 shows the measured ultrasonographic values of kidney
length by body height, their regression line, and a straight
line indicating the results of the estimated average values of
kidney length calculated by this formula.

A simple formula for estimating the lower
limit of normal kidney length for children
by ultrasonography

Table 6 shows the results of the “2 SD/mean” reference
values for each height group. The calculated average value
for “2 SD/mean” values from the data with a sufficient
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Table 2 Detailed reference values of kidney length by ultrasonography according to age

Age (m/y)  Kidney length (cm)

Boys Girls

Right kidney Left kidney Right kidney Left kidney

n Mean Mean Mean Mean Mean Mean n Mean Mean Mean Mean Mean Mean

+2sd  -2sd +2sd  -2sd +2sd  -2sd +2sd  -2sd

0-2 (m) 21 5.0 6.2 3.8 5.1 6.0 4.2 7 4.9 6.0 3.7 5.2 6.5 39
3-5 25 5.5 6.6 4.4 5.6 6.6 4.6 6 4.9 6.5 33 53 7.1 3.6
6-8 17 54 6.7 4.1 5.8 7.0 4.5 4 5.2 7.4 3.0 5.5 7.0 4.1
9-11 17 5.5 6.7 43 5.8 6.6 4.9 9 5.7 6.8 4.6 6.0 7.2 4.7
12-17 23 5.8 6.5 5.2 6.0 7.0 4.9 13 5.7 6.8 4.6 6.1 7.1 5.0
18-23 12 5.9 7.1 4.7 6.4 7.5 5.3 6 6.3 7.3 5.3 6.4 7.8 4.9
2 (y) 20 6.5 7.5 5.5 6.7 7.6 5.8 26 6.4 7.4 54 6.6 7.4 5.7
3 108 6.6 7.7 5.6 6.9 8.0 5.8 174 6.7 7.8 5.6 6.9 8.0 5.8
4 44 7.1 8.3 5.9 7.3 8.9 5.7 65 7.0 8.2 5.9 7.2 8.5 6.0
5 46 7.4 8.6 6.3 7.6 8.9 6.4 46 7.5 8.7 6.3 7.5 8.8 6.1
6 78 7.7 9.0 6.4 7.8 9.2 6.4 86 7.8 9.0 6.6 7.9 9.3 6.5
7 65 7.9 9.3 6.6 8.1 9.7 6.5 96 8.0 9.3 6.7 8.1 9.6 6.6
8 59 8.1 9.3 6.9 8.3 9.6 6.9 81 8.3 9.7 7.0 8.5 9.9 7.0
9 43 8.3 9.5 7.0 8.5 9.8 7.3 66 8.2 9.7 6.8 8.5 10.1 6.8
10 45 8.7 10.0 7.4 9.0 10.3 7.7 74 9.0 10.5 7.6 9.2 10.7 7.7
11 46 9.2 10.6 7.8 9.3 10.9 7.7 94 9.4 10.9 8.0 9.5 10.9 8.1
12 72 9.6 11.6 7.7 9.7 11.6 7.8 85 9.7 11.2 8.2 9.9 11.5 8.3
13 55 10.2 11.9 8.5 10.4 11.9 9.0 71 9.9 11.5 8.3 10.0 11.5 8.4
14 55 10.0 114 8.6 10.2 11.8 8.6 60 10.0 11.3 8.6 10.2 11.6 8.7
15 30 10.4 12.3 8.5 10.5 12.3 8.6 17 10.0 11.6 8.5 10.2 11.5 8.8
16 10.4 12.6 8.3 10.3 12.8 7.8 4 10.2 12.3 8.2 10.5 14.2 6.7
17 2 11.0 11.1 11.0 11.3 11.6 11.0 2 10.1 10.1 10.1 10.6 11.0 10.1
18 2 10.2 10.3 10.0 10.3 10.4 10.3 3 9.8 10.4 9.2 10.2 12.1 8.3

SD standard deviation, m months, y years

number of participants of 100 or more was 0.156, and the
rounded down value of 0.15 was applied to “mean X (1-2
SD / mean)”. As a result, the formula for calculating
the value of the lower limit of kidney length was set as
“mean X 0.85” i.e. “0.85 X [body height (m) X5+ 2]".

The number and rate of participants whose actual kid-
ney lengths were shorter than the lower limit by this for-
mula is shown in Table 6. When the formula was applied
to all cases or cases with a height of 130 cm or less, the
rate of cases judged to be below the normal range was
approximately 2.1% and 2.3%, respectively. The rate of
being below the lower limit of the normal range tended
to be small in participants with a body height of 140 cm
or more. Figure 3 shows the measured kidney length by
height, the estimated normal values of kidney length by
height, and the lower limit of the normal range by this
formula for children with body height up to 130 cm.

Difference in measured values for each facility

Figure 4 shows the measured values for five facilities, which
reported more than 100 cases. As shown in the figure, there
were differences in the measured values depending on the
facility.

Differences in measured values according to sex,
kidney position, and body position

The regression lines, regression formulas, and coefficients of
determination for boys and girls, for right and left kidneys,
and for each body position are shown in Supplementary Fig.
S3 and S4. The regression lines for body height and kidney
length in all participants along with their 95% confidence
intervals are also shown in Supplementary Fig. S5 and S6.
Each regression line was within a narrow range, but some
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Table 3 Detailed reference values of kidney length by ultrasonography according to body height

Body height (cm)  Kidney length (cm)

Boys Girls

Right kidney Left kidney Right kidney Left kidney

n Mean Mean Mean Mean Mean Mean n Mean Mean Mean Mean Mean Mean

+2sd  -2sd +2sd  -2sd +2sd  -2sd +2sd  -2sd

50-59.9 12 5.0 6.4 3.5 5.0 59 4.2 6 4.6 54 3.9 4.9 5.3 4.6
60-69.9 20 53 6.4 4.3 5.5 6.5 4.5 11 5.3 6.9 3.6 54 6.2 4.5
70-79.9 27 5.7 6.9 4.6 59 7.0 4.7 18 5.9 6.9 4.9 6.2 7.0 54
80-89.9 25 6.3 7.5 5.2 6.6 7.5 5.7 40 6.4 7.5 52 6.5 7.3 5.6
90-99.9 90 6.6 7.7 5.5 6.9 7.9 5.8 170 6.7 7.7 5.8 6.9 8.0 5.8
100-109.9 64 7.2 8.2 6.1 7.4 8.7 6.0 80 7.3 8.5 6.1 7.4 8.8 6.1
110-119.9 93 7.7 9.0 6.5 7.8 9.1 6.5 116 7.8 8.9 6.7 7.8 9.2 6.5
120-129.9 85 8.1 9.3 6.9 8.2 9.5 6.9 128 8.2 9.2 7.1 8.3 9.4 7.2
130-139.9 77 8.5 9.7 7.2 8.8 10.1 7.5 98 8.6 10.2 7.1 8.7 10.3 7.1
140-149.9 46 9.2 10.7 7.7 9.3 10.8 7.8 130 9.3 10.4 8.1 9.4 10.9 7.9
150-159.9 71 9.5 11.1 8.0 9.8 11.5 8.1 166 9.9 11.1 8.6 10.0 11.3 8.7
160-169.9 93 10.1 11.4 8.7 10.3 11.7 8.9 58 102 11.9 8.6 10.3 12.0 8.6
170-179.9 40 10.6 11.9 9.3 10.6 11.9 9.3
180-189.9 5 11.4 14.3 8.4 11.4 12.8 10.1

SD standard deviation

segments of the lines were found to deviate from the 95%
confidence intervals.

Discussion

In this study, we developed the ultrasonographic reference
values for kidney length in Japanese children based on the
data of 1984 participants (3968 kidneys) from eight facili-
ties throughout Japan. Detailed and simple reference value
tables by age and by height were prepared; the detailed
tables were shown separately by sex, and by right or left
position, and the simple tables were shown regardless of sex
or position. Additionally, we developed an estimation for-
mula for kidney length by ultrasonography. The regression
equation of kidney length (cm) and body height (cm) was
“y=0.0496x +2.0836 (R*=0.8234)”. Based on these results,
we proposed the following simple and practical estimation
formulas: “the estimated average kidney length (cm)=body
height (m) X 5 +2” for all children, and “the estimated lower
limit of normal kidney length (cm)=0.85 X [body height
(m) X 5+ 2]” for children up to 130 cm tall. These are the
first reference values created with a sufficiently large number
of participants, and simple reference values and estimating
formulas are expected to be widely utilized in daily clinical
practice.

Reliable reference values for clinical use should be based
on the data of a sufficient number of participants. However,
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most previous reports on ultrasonographic reference val-
ues of kidney length in children were based on the data of
approximately 200 to 1000 participants, and the number of
participants per age group was small [3, 4, 6]. Our reference
values, especially the simple ones, were considered more
reliable than previously reported values because they were
based on a much larger number of participants for each age
and height group.

The clinical reference values should be applicable to a
variety of situations at multiple institutions. Most previous
reports of kidney size by ultrasonography in children were
based on measurements performed by a limited number of
examiners on the same ultrasonography device in the same
body position and in a single facility [5]. However, it has
not been fully verified whether these values can be applied
when other examiners use different models at other facilities
or with different body positions. The data we used to create
reference values in this study were obtained from multiple
examiners at eight facilities throughout Japan using differ-
ent ultrasonography systems. We also did not limit the body
position at the time of ultrasonography. Previous reports
have shown that kidney length differs depending on the body
position during ultrasonography [8]. Although we could not
analyze kidney length in the lateral and sitting positions due
to the insufficient number of participants, we did find that
the difference between the supine and prone positions was
small and practically negligible (Supplementary Fig. S4 and
S6). Therefore, our results can be considered to be more
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Table4 Simple and practical reference values of kidney length by
ultrasonography for practical clinical use by age

Age (m/y) n kidney length (cm)
mean mean mean
+2SD -2SD

0-2 (m) 56 5.0 6.1 3.9
3-5 62 54 6.7 4.2
6-8 42 5.5 6.9 4.2
9-11 52 5.7 6.8 4.6
12-17 72 5.9 6.9 4.9
18-23 36 6.2 7.4 5.0
2 ) 92 6.5 7.5 5.6
3 564 6.8 7.9 5.7
4 218 7.2 8.5 5.8
5 184 7.5 8.7 6.3
6 328 7.8 9.1 6.5
7 322 8.0 9.5 6.6
8 280 8.3 9.7 7.0
9 218 8.4 9.8 6.9
10 238 9.0 10.5 7.6
11 280 9.4 10.9 7.9
12 314 9.7 11.5 8.0
13 252 10.1 11.7 8.5
14 230 10.1 11.6 8.6
15 94 10.3 12.0 8.6
16 16 10.4 12.8 7.9
17 8 10.7 11.7 9.8
18 10 10.1 11.1 9.1

SD standard deviation, m months, y years

Table5 Simple and practical reference values of kidney length by
ultrasonography for practical clinical use by body height

Body height (cm) n kidney length (cm)
Mean Mean Mean
+2SD -2SD
50-59.9 36 4.9 5.9 3.9
60-69.9 62 5.4 6.5 4.3
70-79.9 90 5.9 7.0 4.8
80-89.9 130 6.4 7.4 54
90-99.9 520 6.8 7.8 5.7
100-109.9 288 7.3 8.6 6.1
110-119.9 418 7.8 9.0 6.5
120-129.9 426 8.2 9.4 7.0
130-139.9 350 8.6 10.1 7.2
140-149.9 352 9.3 10.7 7.9
150-159.9 474 9.9 11.3 8.4
160-169.9 302 10.2 11.7 8.7
170-179.9 82 10.6 12.0 9.2
180-189.9 10 11.4 13.6 9.2

SD standard deviation

widely applicable than previously reported findings and
may be specifically used for measurements in the prone and
supine positions.

There may be differences in kidney length depending on
gestational age and birth weight [9]. Given that considerable
data on gestational age or birth weight were lacking among
the participants included in this study (Table 1), it should
be noted that our results include findings of cases wherein
where we could not clearly ascertain preterm birth and/or
of participants with a low birth weight history. As a refer-
ence, data on kidney length in participants with clear data
on gestational age and body weight at birth are shown in
Supplementary Fig. S7.

Simple reference values can be more useful for daily
clinical use than detailed ones. However, the creation of
simple reference values by combining the data of both left
and right kidneys could be considered controversial, because
the length of the left kidney has been reported to be slightly
longer than the right kidney in previous studies [6, 10]. In
this study, slight but significant differences in length were
also observed between the left and right kidney, and between
boys and girls (Fig. 2, Supplementary Fig. S1, S3, and S5).
However, these differences were considered minor enough to
be practically insignificant in daily clinical practice. There-
fore, we thought that the simple reference values that we
developed by combining all the data can be applied to daily
clinical practice regardless of sex and kidney position.

A simple predictive formula that can easily estimate nor-
mal kidney length at the bedside would be highly useful in
clinical practice. Several formulas for predicting the nor-
mal length of kidneys in children based on age and/or body
height have been shown in previous reports (Supplementary
Table S1) [3-6, 10-13]. However, these formulas were rela-
tively complicated for daily use at the bedside. Therefore, we
tried to create a simpler estimation formula. Of the formulas
shown in Supplementary Table S1, there were similarities
between the formulas of Kim et al. [11] and our own. This
could be due to the fact that both sets of formulas were based
on data from East Asian children.

Whether age or body height is more appropriate as a
parameter for estimating kidney length has not been suf-
ficiently investigated. One previous study reported a simple
formula that used age data to predict normal kidney length in
children [6]. However, in our data on kidney length, the rela-
tionship with body height was almost linear, while the rela-
tionship with age was a curve similar to a growth curve. Fur-
thermore, although there was almost no difference in kidney
length by body height between boys and girls, kidney length
tended to differ by age between boys and girls after puberty
(Supplementary Fig. S1). Therefore, we considered body
height a more appropriate measure than age to establish a
single, simple, and practical predictive formula. For these
reasons, based on the regression equation of body height
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Fig.2 Kidney length by
ultrasonography of right (light
red cross) and left (light orange
cross) kidneys of girls and those
of right (light blue cross) and
left (light green cross) kidneys
of boys according to body
height. Colored solid lines show
each regression line, and the
thick black dashed line indicates
the regression line for all par-
ticipants

14

10

(@]

6

kidney length (cm)

0

right kidney of girls

left kidney of boys

right kidney of boys

Table 6 The 2 SD and “2 SD/mean” reference values for each height
group, and the number and rate of subjects whose actual kidney
length were judged shorter than the lower limit by the formula “esti-
mated kidney length by body height x (1-0.15) (cm)”

Body height n 2SD  2SD/mean  Number and rate of
(cm) (cm) subjects lower than the
value of “estimated
kidney length by body
height x (1-0.15) (cm)”
n (kidney)  Rate (%)
50-59.9 36 1.01  0.20 1 2.8
60-69.9 62 1.12  0.21 3 4.8
70-79.9 90 1.09 0.18 3 33
80-89.9 130 1.03 0.16 4 3.1
90-99.9 520 1.05 0.15 9 1.7
100-109.9 288 1.27  0.17 9 3.1
110-119.9 418 124 0.16 11 2.6
120-129.9 426 1.16 0.14 6 1.4
130-139.9 350 146  0.17 13 3.7
140-149.9 352 140 0.15 5 1.4
150-159.9 474 143  0.14 6 1.3
160-169.9 302 151 0.15 4 1.3
170-179.9 82 136 0.13 2 24
180-189.9 10 2.16  0.19 0 0.0

SD standard deviation
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all kidneys
y=0.0496x +2.0836
R* =0.8234

100

150 200

body height (cm)

left kidney of girls right kidney of boys

right kidney of girls left kidney of girls

left kidney of boys — — —all kidneys

and kidney length from our results, we propose “estimated
average kidney length (cm)=body height (m)x5+2” as a
simple prediction formula. Using this formula, the estimated
average kidney length can be easily calculated at the bedside
regardless of sex and kidney position.

The normal range of kidney length is as important as the
average value, and it would be highly useful if the lower
limit of normal kidney length can be easily clarified at the
bedside. Therefore, we suggest that “0.85 X the estimated
average value of kidney length (cm).” could be used as the
prediction formula for estimating the lower limit of kidney
length.

However, when this formula was applied to participants
with a body height of 140 cm or more, the rate of being
judged below the lower limit was low (Table 6); hence, it
was considered inappropriate to apply this formula to taller
participants. In contrast, when this formula was applied to
those with a body height of 130 cm or less, which corre-
sponds to under 10 years of age, 2.3% were judged to be
below the normal range (Table 6); therefore, it was consid-
ered appropriate for this prediction formula to be used for
children with a body height of 130 cm or less.

There are some limitations to this study. First, we
included patients with asymptomatic hematuria, benign
familial hematuria, and monosymptomatic nocturnal
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Fig.3 The measured values 12
of kidney length by height by
ultrasonography, their regres-

sion line (thick dashed line), and

the estimated normal values of 10
kidney length (solid line). The

straight dotted line shows the

lower limit of the normal range

by this calculation formula (dot- 8
ted line). Body height is shown
in meters up to 1.3 m

kidney length (cm)
[=2]
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Fig.4 Kidney length by ultra- 14
sonography by body height for Aichi
five facilities, which reported y =0.0465x+2.4089
more than 100 cases. Aichi: 12

Aichi Children’s Health and
Medical Center, Nagoya?2:
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Medical Center Nagoya Daini
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enuresis, in addition to healthy children who underwent
ultrasonography during physical examination. Strictly speak-
ing, these patients may not be considered healthy. However,

HCCHD
y=0.0515x+1.9641

40 60 80 100 120
body height (cm)

Nagoya2
y=0.046x+2.2199

Tokyo
y=0.0513x+2.026

Chiba
y =0.0497x+2.2009

60 80 100 120 140 160 180 200

body height (cm)

Nagoya2 Chiba

we only excluded children with diseases that might affect
kidney size. Second, some cases reported as SFU grade 1
were not described as bilateral or unilateral; therefore, the
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actual number of kidneys with SFU grade 1 was unknown.
Third, the number of participants varied depending on the
age and body height categories. For example, the number of
3-years-old children included was extremely large compared
to other age groups; both younger and older, due to the medi-
cal examination required of 3-years-old children in Japan.
Since the number of participants under 2 and over 16 years
was insufficient, as well as those with body height less than
60 cm or over 180 cm, the reference values for kidney length
in these age and body height groups were unreliable. Finally,
we conducted research by collecting data measured by mul-
tiple examiners using different types of ultrasound machine
systems at multiple facilities throughout Japan. The techni-
cal quality of each examiner who performed ultrasonography
was guaranteed based on the study method that specified the
qualification of the examiner. However, the differences in
the measurement values due to technical skill variations of
each examiner and ultrasound machine system distinctions
were not examined.

Conclusions

Ultrasonographic reference values and simple prediction
formulas for normal kidney length in healthy Japanese chil-
dren under 18 years were developed in this study. These
reference values and prediction formulas can be applied
in any facility regardless of sex, kidney position, presence
of SFU grade 1 hydronephrosis, and body position at the
time of ultrasonography. We propose “the estimated aver-
age kidney length (cm)=body height (m) X5+ 2" as a sim-
ple and practical calculation formula for predicting normal
kidney length in children under 18 years. We also propose
the formula “the estimated lower limit of normal kidney
length (cm)=0.85 X [body height (m) X5 +2]” to estimate
the lower limit of normal kidney length for children up to
130 cm tall.
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Abstract

Background: Severe congenital anomalies of the kidney and urinary tract (CAKUT) progresses to infantile

kidney failure with replacement therapy (KFRT). Although prompt and precise prediction of kidney outcome is

important, early predictive factors for its progression remain unknown.

Methods: This retrospective cohort study included patients with CAKUT treated at 12 centers between 2009

and 2020. Patients with a maximum serum creatinine level <1.0 mg/dL during the first 3 days, patients who died

of respiratory failure during the neonatal period, patients who progressed to KFRT within the first 3 days, and

patients lacking sufficient data were excluded.

Results: Of a total of 2187 patients with CAKUT, 92 patients were finally analyzed. Twenty-five patients

(27%) progressed to KFRT and 24 (26%) had stage 3—5 chronic kidney disease without replacement therapy

during the median observation period of 52.0 (interquartile range, 22.0—87.8) months. Among these, 22 (24%)

progressed to infantile KFRT. The kidney survival rate during infantile period was significantly lower in

patients with a maximum serum creatinine level during the first 3 days (Cr-day3-max) >2.5 mg/dL (21.8%)

compared with those with a Cr-day3-max <2.5 mg/dL (95.2%) (log-rank, P < 0.001). Multivariate analysis

identified Cr-day3-max (P < 0.001) and oligohydramnios (P = 0.025) as associated with higher risks of infantile

KFRT. Eighty-two patients (89%) were alive at last follow-up.

Conclusion: Neonatal kidney function, including Cr-day3-max, was strongly associated with kidney outcome in

patients with severe CAKUT. Aggressive therapy for severe CAKUT may have good long-term life outcomes

through infantile dialysis and kidney transplantation.
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Trial Registration: Not applicable
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Introduction

Congenital anomalies of the kidney and urinary tract (CAKUT) comprises a broad range of congenital disorders

of the kidney and urinary tract, including hypoplastic kidney, dysplastic kidney, kidney agenesis, posterior

urethral valves, and congenital obstruction uropathy.>2 Although the severity can range from normal kidney

function to neonatal or infantile kidney failure with replacement therapy (KFRT), CAKUT in children is the

most common cause of both chronic kidney disease (CKD) and KFRT.3®

Patients with CAKUT and complicated kidney dysfunction during the neonatal period may require

dialysis and systemic management from an early age.®” Although the management of neonates and infants with

kidney failure remains challenging and demanding, even in pediatric nephrology centers, the mortality rate has

improved significantly in recent decades in line with advancements in dialysis technology and clinical

expertise.®® Accordingly, early prediction of the timing and indications for dialysis initiation in infants with

kidney failure is important for making an appropriate decision regarding early patient transfer to a treatment

center. However, early predictive factors for the progression of CAKUT to infantile KFRT remain to be

clarified in a large study cohort.

We therefore investigated the kidney outcomes and associated risk factors of KFRT during the

neonatal or infantile period in patients with severe CAKUT in a multicenter study.
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Materials and Methods

Study design, site, and participants

This retrospective cohort study included patients who developed CAKUT with kidney dysfunction at birth

between January 1, 2009 and August 31, 2020. Twelve pediatric nephrology centers that deliver infantile

dialysis treatment in Japan submitted data to this study, including six university hospitals, three children’s

hospitals, and three local hospitals. Patients diagnosed with hypoplastic kidney, dysplastic kidney including

multicystic dysplastic kidney, kidney agenesis, and urinary tract obstruction were included. Patients with

hydronephrosis alone or reflux nephropathy alone were excluded. Patients with a maximum serum creatinine

(SCr) level <1.0 mg/dL during the first 3 days, patients who died of respiratory failure within the neonatal

period, patients who progressed to KFRT within the first 3 days, and patients who lacked sufficient data on SCr

levels during the first 3 days were also excluded.

Data collection

Anonymized data were extracted remotely from the 12 centers using the hospitals’ patient administration

systems. We identified subjects by first querying each hospital’s electronic medical record system for the

insurance-related disease. Patients who satisfied the inclusion criteria after subsequent medical record review

were included in the study. The following data were collected from the medical records to determine the clinical

courses of the patients: sex, birth information, oligohydramnios, primary kidney diagnosis and associated

diseases including syndrome/genetic diagnosis, lower urinary tract function, extrarenal congenital
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complications, other complications, neonatal complications, laboratory data, treatment including kidney

replacement therapy, time to KFRT, kidney outcome, death, and follow-up duration. Laboratory data included

all SCr levels during the neonatal period.

Qutcome

The primary endpoint was infantile KFRT. The secondary endpoint was neonatal KFRT and progression to

CKD. Infantile KFRT was defined as progression to KFRT within the first year of life and neonatal KFRT was

defined as progression to KFRT within the first 28 days of life. According to the Kidney Disease Improvement

Global Outcome guidelines for CKD in 2012, CKD stages 1—5 were classified as a glomerular filtration rate

(GFR) of >90, 6090, 30—59, 15—29, and <15 mL/min/1.73 m?, respectively.®

Definitions

CAKUT was diagnosed using combined data from kidney ultrasonography, kidney scintigraphy, and/or voiding

cystourethrography carried out by nephrologists at each institution. Voiding cystourethrography was only

performed in a selected subgroup of patients. Syndromic CAKUT was defined as CAKUT with congenital

extrarenal complications.

Patients with kidney failure included patients with kidney-associated death without initiation of

dialysis. The estimated GFR (eGFR) was calculated using the creatinine-based equation in Japanese children

with CKD%! and was then used for staging of CKD. Neonatal acute kidney injury (AKI) was defined as an SCr
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>1.5 mg/dL or an increase >0.2-0.3 mg/dL per day from a previous lower value and an elevation of SCr

unexplained by the natural history of progression to kidney failure on CAKUT .

We defined Cr-day3-max as the maximum SCr level during the first 3 days. SCr was measured by

the enzymatic method. Infantile dialysis was necessary for patients with inadequate nutrition, uncontrollable

metabolic acidosis and electrolyte abnormalities, and fluid overload.® Low eGFR alone was not an indication for

dialysis.

Statistical analysis

Continuous variables were expressed as median with interquartile range (IQR) and categorical variables were

expressed as number (%). Normally distributed continuous variables were compared using t-tests and non-

normally distributed variables were compared using Mann-Whitney U tests. Categorical variables were

compared by »? tests. Infantile and neonatal kidney survival were analyzed by the Kaplan—Meier method to

evaluate time until occurrence of outcome. Differences between groups were compared using the log-rank test.

Risk factors for infantile KFRT were determined by multivariate analysis using a Cox proportional hazard

regression model. Cr-day3-max, oligohydramnios, gestational age, bilateral kidney lesion, and neonatal AKI

were adjusted as risk factors.

A two-sided P value < 0.05 was considered to indicate statistical significance. All statistical

analyses were performed using the JMP software package for Macintosh, 14.2 (SAS Institute Japan, Tokyo,

Japan).
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Ethics

This study was conducted in accordance with the principles of the Declaration of Helsinki and the Ethical

Guidelines for Medical and Health Research Involving Human Subjects of the Ministry of Health, Labor, and

Welfare, Japan. The study protocol was approved by the institutional ethics committee of the National Center

for Child Health and Development (approval no. 2020—169). Study approval with agreement for data was

shared among each institution’s ethics committee. In agreement with the abovementioned guidelines, informed

consent was not required for participation in the study.
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Results

Patient characteristics

During the study period, 2187 patients with CAKUT treated at 12 centers fulfilled the inclusion criteria. Of

these, 2083 patients with a maximum SCr level <1.0 mg/dL during the first 3 days, six patients who died of

respiratory failure within the neonatal period, two patients who progressed to KFRT within the first 3 days, and

four patients who lacked data on SCr levels during the first 3 days were excluded from the study. The final

analyses therefore included 92 patients (56 male, 36 female) (Fig. 1).

Table 1 summarizes the clinical characteristics of the study cohort. Briefly, approximately 50%

were low birth weight infants, including five and two with very low birth weight and extremely low birth

weight, respectively. The most common primary diagnosis of CAKUT was bilateral hypoplastic dysplastic

kidney. Bilateral kidney lesions were observed in 61 patients (66%) and unilateral lesions in 31 patients (34%).

Twenty-nine patients (32%) had identified syndromes associated with CAKUT. Oligohydramnios was

complicated in 29 patients (32%). Lower tract obstruction was treated before the initiation of dialysis in all

affected patients.

Bilateral kidney lesions (P < 0.001), oligohydramnios (P < 0.001), neonatal AKI (P =0.042),

neonatal infection (P = 0.002), neonatal ventilator use (P < 0.001), and neonatal inotrope use (P = 0.005) were

significantly related to infantile KFRT (Table 1).

Neonatal and infantile KFRT
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Of the 92 patients, 22 (24%) progressed to infantile KFRT, including 10 patients (11%) who progressed during

the neonatal period. The remaining 70 patients did not progress to KFRT during the infantile period.

Kidney outcome at last follow-up

Of the 70 patients who did not progress to infantile KFRT, 17 (24%) had stage 1 CKD, 26 (37%) had stage 2

CKD, 16 (23%) had stage 3 CKD, six (9%) had stage 4 CKD, two (3%) had stage 5 CKD without replacement

therapy, and three (4%) had progressed to KFRT at the last follow-up. Three patients progressed to KFRT for

12, 52, and 67 months, respectively. Consequently, 25 patients (27%) progressed to KFRT and 24 patients

(26%) had stage 3—5 CKD without replacement therapy at the last follow-up evaluation (Fig. 2). The

observation periods in 12 patients in the non-infantile KFRT group were <1 year. The ratios of KFRT (31%)

and stage 3-5 CKD (24%) without replacement therapy were similar in the remaining 80 patients.

Transplantation

During the study period, 11 patients (44%) received kidney transplants at a median age of 54.0 (IQR,

37.0-62.0) months, including two (8%) who received pre-emptive kidney transplantation at 52 and 67 months,

respectively.

Death
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Ten patients (11%) died during the study period, with a median age of death of 10.0 (IQR, 0.8—44.0) months.

The causes of death in the infantile KFRT group were kidney failure without initiation of dialysis in three

patients, and sepsis, encapsulating peritoneal sclerosis, and interstitial lung disease in one patient each. The

causes of death in the non-infantile KFRT group were sepsis, respiratory failure after Glenn anastomosis,

pneumonia, and sudden death in one patient each.

Predictors of infantile and neonatal KFRT

The median Cr-day3-max was significantly higher in the infantile KFRT group (3.23 (IQR, 2.87-3.88) mg/dL)

compared with the non-infantile KFRT group (1.30 (IQR, 1.08—1.84) mg/dL) (P < 0.001). Multivariable Cox

proportional hazard analyses identified higher Cr-day3-max (P < 0.001) and oligohydramnios (P = 0.025) as

factors associated with higher risks of infantile KFRT (Table 2). The Kaplan—Meier curves for times from birth

to progression to infantile KFRT and neonatal KFRT according to cut-off values of Cr-day3-max are shown in

Figures 3 and 4, respectively. All cut-off values of Cr-day3-max were significant risk factors for neonatal and

infantile KFRT.
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Discussion

In this multicenter retrospective cohort study, we evaluated the kidney outcomes and associated early predictive

factors of infantile KFRT in children with severe CAKUT. Twenty-two of 92 patients (24%) progressed to

infantile KFRT. Multivariate analysis identified higher Cr-day3-max and oligohydramnios as significant risk

factors for infantile KFRT after adjusting for other risk factors, including gestational age, bilateral kidney

lesions, and neonatal AKI. Prompt and precise prediction of the timing and indications for dialysis initiation in

infants with severe CAKUT can improve their prognosis.

During the study period, 22 patients (24%) progressed to infantile KFRT, including 10 (11%) who

progressed during the neonatal period. CAKUT generally has a longer progression time to KFRT than other

causes of kidney failure, with most cases progressing after school age and adolescence in some large cohort

studies.’>*6 However, the present study showed that severe CAKUT with complicated kidney dysfunction

during the neonatal period progressed rapidly to KFRT. Nevertheless, 82 (89%) patients remained alive in the

present study, and 11 patients (44%) who progressed to KFRT had received transplants at the last follow-up.

These results suggested that the long-term outcomes could be favorable following appropriate treatment, even in

patients with severe CAKUT.

More prompt and precise prediction of the timing and indications for dialysis initiation in infants

with severe CAKUT is required. Although progression to KFRT should be predicted as soon as possible, SCr in

early neonates may be affected by contamination with maternal SCr. We therefore selected Cr-day3-max as a

prognostic indicator of KFRT in the present study. Cox proportional hazard regression analysis accordingly
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identified a higher Cr-day3-max and oligohydramnios as factors significantly associated with infantile KFRT

risk in the present study. The significance remained for all cut-off values of Cr-day3-max. Considering that a

cut-off value associated with a kidney survival rate >95% is useful, we considered that Cr-day3-max cut-off

values of 2.5 mg/dL and 3.0 mg/dL were likely to be suitable for assessing the risks of infantile KFRT and

neonatal KFRT, respectively. Katsoufis et al. reported that a neonatal cystatin C level >3.0 mg/dL and peak SCr

(maximum increase in SCr after birth) >2.0 mg/dL predicted progression to KFRT up to an average age of 6.1 £

2.8 years.” This was consistent with the current results in that kidney function during the neonatal period

reflected future kidney outcome. The cut-off value for SCr in the present study was higher than that in the

previous study, which may reflect difference of indication for dialysis.

The univariate analysis identified the ratios of bilateral kidney lesions, oligohydramnios, neonatal

ventilator use, neonatal inotrope use, neonatal AKI, and neonatal infection as significantly higher in the infantile

KFRT group. However, because these factors were relevant confounding factors with each other, we did not add

neonatal ventilator use, neonatal inotrope use, and neonatal infection into the multivariate logistic analysis.

Bilateral kidney lesions is known to be a risk factor for kidney failure in patients with CAKUT .28 In particular,

Potter sequence which leads to fetal oligohydramnios and fatal respiratory distress due to pulmonary hypoplasia

within an hour of birth was the most critically CAKUT.%2° We speculated that neonatal ventilator and inotrope

use were associated with these fatal states. Kidney outcome is generally good if compensatory hypertrophy of

the contralateral kidney is present,'® and no patients with unilateral kidney lesions progressed to KFRT in the

present study. However, predicting compensatory hypertrophy in the neonatal period is not easy.
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The present study had several limitations. First, SCr was not measured every day in all patients due

to the retrospective study design. However, the timing of SCR measurements was determined by neonatology

and pediatric nephrology experts, and SCR was measured in all patients in the infantile KFRT group every day

during first 3 days. Second, the diagnosis of AKI based on CAKUT during the neonatal period was very

difficult. Moreover, the influence of AKI after the neonatal period was not fully considered in the present study.

In conclusion, patients with CAKUT who had severe kidney dysfunction during the neonatal period

had poor kidney outcomes. Additionally, kidney function during the neonatal period was strongly associated

with infantile KFRT. Prompt and precise prediction of kidney outcome in infants with severe CAKUT can guide

the need for dialysis and management to preserve and promote residual kidney function.
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Table 1. Clinical characteristics of 92 patients with CAKUT and comparison between patients with and without

1
2 infantile KFRT
i All subjects Infantile KFRT Non-infantile KFRT P value
5 (n=92) (n=22) (n=70)
6 Male 56 (61%) 14 (64%) 42 (60%) 0.760
7 Gestational age (weeks) 37(35-39) 37 (35—-38) 37 (36—-39) 0.233
8 <37 32 (35%) 9 (41%) 23 (33%)
9 37-42 59 (64%) 13 (59%) 46 (66%)
10 42< 1 (1%) 0 (0%) 1 (1%)
Birth weight (g) 2509 (2119-2982) 2389 (2154-2723) 2523 (2060-3046) 0.552
11 <1000 2 (2%) 0 (0%) 2 (3%)
12 1000-1499 5 (6%) 1 (5%) 4 (6%)
13 1500-2499 38 (41%) 12 (55%) 26 (37%)
14 2500-3999 47 (51%) 9 (41%) 38 (54%)
15 4000< 0 (0%) 0 (0%) 0 (0%)
16 Maternal SCr value 0.51 (0.43-0.57) 0.48 (0.40-0.52) 0.53 (0.45-0.59) 0.015
17 Primary kidney diagnosis
18 Bilateral hypo/dys 36 (39%) 9 (41%) 27 (39%)
19 Unilateral hypo/dys 10 (11%) 0 (0%) 10 (14%)
20 Bilateral kidney agenesis 1 (1%) 1 (5%) 0 (0%)
21 Unilateral kidney agenesis 6 (7%) 0 (0%) 6 (9%)
Kidney agenesis and opposite hypo/dys 1 (1%) 1 (5%) 0 (0%)
22 Bilateral MCDK 2 (2%) 2 (9%) 0 (0%)
23 MCDK and opposite kidney agenesis 1 (1%) 1 (5%) 0 (0%)
24 MCDK and opposite hypo/dys 9 (10%) 3 (14%) 6 (9%)
25 Unilateral MCDK 15 (16%) 0 (0%) 15 (21%)
26 PUV 9 (10%) 4 (18%) 5 (7%)
27 Urinary tract obstruction 2 (2%) 1 (5%) 1 (1%)
28 Kidney lesion
29 Bilateral 61 (66%) 22 (100%) 39 (56%) <0.001
30 Unilateral 31 (34%) 0 (0%) 31 (44%) <0.001
31 Syndromic CAKUT 29 (32%) 4 (18%) 25 (36%) 0.123
VACTERL association 6 (7%) 1 (5%) 5 (7%)
32 4p deletion 4 (4%) 0 (0%) 4 (6%)
33 HNF1p mutation 4 (4%) 0 (0%) 4 (6%)
34 BOR syndrome 2 (2%) 1 (5%) 1 (1%)
35 Trisomy 21 (Down syndrome) 2 (2%) 0 (0%) 2 (3%)
36 Kabuki syndrome 2 (2%) 0 (0%) 2 (3%)
37 PAX2 mutation 1 (1%) 1 (5%) 0 (0%)
38 17q12 deletion 1 (1%) 1 (5%) 0 (0%)
39 Trisomy 18 1 (1%) 0 (0%) 1 (1%)
Noonan syndrome 1 (1%) 0 (0%) 1 (1%)
40 Monosomy 9p 1 (1%) 0 (0%) 1 (1%)
41 6025.2 deletion 1 (1%) 0 (0%) 1 (1%)
42 1q duplication 1 (1%) 0 (0%) 1 (1%)
43 2p deletion 1 (1%) 0 (0%) 1 (1%)
44 14 Robertsonian translocation 1 (1%) 0 (0%) 1 (1%)
45 Oligohydramnios 29 (32%) 18 (82%) 11 (16%) <0.001
46 Neonatal complications
47 AKI 13 (14%) 6 (27%) 7 (10%) 0.042
48 Infections 17 (18%) 9 (41%) 8 (11%) 0.002
49 Neonatal treatments
50 Ventilator 44 (49%) 21 (95%) 23 (33%) <0.001
51 Inotrope 28 (30%) 12 (55%) 16 (59%) 0.005
52 Observation period (months) 52.0 (22.0-87.8) 53.5 (19.0-85.8) 48.0 (20.5-89) 0.752
53 Values are expressed as number (%) and median (interquartile range).
gg AKI, acute kidney injury; BOR, branchio-oto-renal; CAKUT, congenital anomalies of kidney and urinary tract;
56 Hypo/dys, hypoplastic kidney/dysplastic kidney; KFRT, kidney failure with replacement therapy; MCDK, multicystic
g; dysplastic kidney; PUV, posterior urethral valves; SCr, serum creatinine; VACTERL, vertebral, ano-rectal, cardiac,
2(9) tracheo-esophageal, renal, and limb
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Table 2. Multivariable Cox proportional hazard analyses for infantile KFRT

Multivariate analysis

Factors HR 95% CI P value
Gestational age 0.85 0.62-1.17 0.304
Oligohydramnios 451 1.2-16.92 0.025
Cr-day3-max 6.46 3.22-14.1 <0.001
Bilateral kidney lesion 1.52 0.19-12.32 0.697
Neonatal AKI 1.12 0.35-3.63 0.846

AKI, acute kidney injury; Cr-day3-max, maximum SCr level during the first three days; KFRT, kidney failure with

replacement therapy
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Figure legends

Figure 1. Flow diagram of patient selection.

CAKUT, congenital anomalies of kidney and urinary tract; SCr, serum creatinine

Figure 2. Kidney outcome at last follow-up.

CKD, chronic kidney disease; Cr-day3-max, maximum serum creatinine level during the first 3 days

Figure 3. Kaplan—Meier curves for time to progression from birth to infantile KFRT according to (A) Cr-

day2.0-max, (B) Cr-day2.5-max, (C) Cr-day3.0-max, (D) and Cr-day3.5-max.

Cr-day3-max, maximum serum creatinine level during the first 3 days; KFRT, kidney failure with replacement

therapy

Figure 4. Kaplan—Meier curves for time to progression to neonatal KFRT from birth according to (A) Cr-

day2.0-max, (B) Cr-day2.5-max, (C) Cr-day3.0-max, (D) and Cr-day3.5-max.

Cr-day3-max, maximum serum creatinine level during the first 3 days; KFRT, kidney failure with replacement

therapy
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Congenital anomalies of the kidney and urinary tract (CAKUT) is the most common
cause of both chronic kidney disease and kidney failure in children. Notably, although
severe CAKUT progresses to kidney failure during the neonatal or infantile periods,
early predictive factors for its progression remain unknown. We therefore evaluated the
kidney outcomes and associated early predictive factors of infantile kidney failure with
replacement therapy (KFRT) in a multicenter retrospective cohort study of children with
severe CAKUT. Of 2187 patients with CAKUT, 92 patients with severe CAKUT were
analyzed, of whom 22 (24%) progressed to KFRT. Multivariate analysis identified a
high maximum serum creatinine level during the first 3 days and oligohydramnios as
factors associated with an increased risk of infantile KFRT. In addition, the long-term
outcomes of patients with severe CAKUT treated in tertiary pediatric nephrology
centers were favorable if respiratory failure was resolved in the neonatal period. We
believe that these results will facilitate the early prediction of infantile kidney failure in
patients with severe CAKUT, and thus improve their long-term prognosis.

The results presented in this paper have not been published previously. This manuscript
is being submitted only to Pediatric Nephrology, and will not be submitted elsewhere
while under consideration or if selected for publication. As this study is a multi-center
study, we have 18 authors in 15 institutes. All authors have approved the manuscript

and agree with its submission to Pediatric Nephrology.
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B Multivariable Cox proportional hazard analyses

CKD stage3-? without KRT Factors
24 cases (26%) HR 95% ClI P value
Observation period: median 52 months (range, 1-139 months) Gestational age 0.85 0.62-1.17 0.304

Exclusion criteria: il e Coio2 Riles

+ Patients with a maximum creatinine <1.0 mg/dL during the first 3 days 646 3.22-141  <0.001

« Patients who died of respiratory failure during the neonatal period 152 0.19-1232  0.697

« Patients who progressed to KFRT within the first 3 days 112 0.35-3.63 0.846

* Patients lacking sufficient data * Cr-day3-max, maximum creatinine level during the first 3 days**AKI, acute kidney injury

A 4 .
CONCLUSION: Patients with CAKUT who had severe kidney dysfunction Nishi et al. 2022

dur?ng the neonatal per?od had poor kidney ogtcome; K.idney.function e) Pediatric Nephrology
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Journal of the
IPNA International Pediatric Nephrology Association


https://www.editorialmanager.com/pnep/download.aspx?id=180526&guid=a6f9c64d-0f9a-4bf2-af71-bb8aca676d0c&scheme=1
https://www.editorialmanager.com/pnep/download.aspx?id=180526&guid=a6f9c64d-0f9a-4bf2-af71-bb8aca676d0c&scheme=1

ANYEAE B - /N U RE IR o A
D L F AR O RGBS 2 5%
k1

BT ZE 5 i 1] =

p=(1{{t

WFFEARES
[JP-SHINE study : /NEBHERMEX 7 O —EEREL VX MY |
B4 BB RE RS E AR R A R e

I8 EX AT

NREBERHDFED - BUAMREBHOZE - IRAH 0 E (20FC1028)

ERKH : 202244 H 5 H FHEIEZR 5 0.94 HUER

W



L B a0 L oottt ettt ettt ettt eeane 3
2 ettt ettt ettt a et et et et et et et et et et et eae e et ene e et ene e et ene e enenenerenen 3
T L 5 B - =TT 3
B T A o ettt ettt ettt ns 3
B T o A ettt ettt ettt ettt ettt 3
B.2. 1. TR ettt ettt ettt 3
B.2.2. BRAMEEIE ettt 4
3.3, HFFETMEIS L OFHZETE F oottt ettt ns 4
Bid. BT H oottt ettt ettt ettt ettt ettt et ettt e et e e eae s 7
341 TETEFTAIITE H .ottt ettt ettt ettt ettt ettt e ettt e e e e e e eae e aas 7
IO B T OO 7
A, FFEEFHIEEIE oottt ettt ettt ettt ettt enenan 7
A1, T DRI TE IR I oottt ettt ettt ettt 7
B2 FTFHT 0D JT1E et ettt ettt ettt ettt 7
5. MR GEICAE L LA, THISILDERYEI LOFIZE oo 7
5.1. WFFEXRFICAE L L2AH0ER (RRFAE, BERIEHE, BmMAaHE) 7
5.2. WHFEXMZREITE Z VIGDER « AE LD FTHENE oo 7
5.3, B DN U 7o OB oottt ettt 7
B I S AU D T2 ettt ettt ettt ettt ns 7
B, AT I 0 U T T oottt ettt e et e s ae et e e et et eae et e e ee et eae e eeeee e et eaeeesenenenene 7
T BT EETE ..ot et ettt e et ettt et et et e et et et et et et e e ee et eeeeeneaean 8
T e B -5 5 OO 8
7.2, MFEFRE S TOKTREMFFEERE IO T T oottt ettt 8
T8 AU T F R 0 T B ettt 8
7.4, ENIEROREL ZOMEATEHROE L « FREIZ DU T 8
O R At Nl e P = = OO 8
7.4.2 Z O G ERAT BT D TEIE oottt ettt 9
7.5. OO R, EWREIORE R LUK THOIR VBV, —RFIHOTREM ... 9
B TSI G DI FIIEL ettt ettt ettt ettt eaeaes 9
9. HWFFEDEEBTFIS T UFUZEREIL oot ettt et es e e e e e eaeseeena 9
1O, FIIEEEFE ..o ettt et ettt ettt ettt ane 9
1L BT T 0D ZNZZ oottt ettt et et e et ettt e e et et e et ettt eanean 10
12, FRBE « FEHRODFZZZEIE D IEIRIT OUN T oottt ettt ettt ee e eeans 10
12,1 BBl o R DI G0 oottt ettt ettt 10
L (=351 TR 10
12,3 BRIFTTEE  BEAFHIATED oottt ettt ettt ettt ne et enneae e 10
13, HFZEHEB D R DI oottt 10
LA, BIFTEIETEIT .o ettt et e e e e et e e e e e e et e e e e eae e et e s e et e s e s e e eree e enane 10
18, D e e e e e e e e — e e e e et eeeea e eesaa—teeeeaaeeesaataresians 10
16, G SR oottt ettt ettt et et e et e ettt e et e et et e e et e et e e naee e 10



1. EEFLUVER

X7 v —BREGERE, REREEMMEEEICLY, MEX T REET VT I MbE, S PERE
X IIRBEOMMHTH DN, /NRIZEBIT 53 7 v —BREBERE DK 90% % J5 K A3 REA 22/ NRE s 7
1 —BREGRED 5O TV D, NREFFRMER 7 0 —BREBREL, /N BRI 3V CIEF I EH B 2R
BTHY | /NIBMEREEER DR E R ER & U CRESE AR BBORMF R H ORISR & 7> T
%o /NRERREME R 7 1 —BREEREOK) 40% TR R R 7 1 —BIEERE(Frequent relapsing
nephrotic syndrome LA FRNS)R° A7 11 A FIK{FMER 7 v —BIEHEHE(Steroid dependent nephrotic
syndrome UL F SDNSIZED & STV DM, MFZEIC L > TERSBIEYIM N R/ 5720, BEOME T
AATH D, Fo, BFEHEPAE <, 20~50% & m=RITEBTFEMELZ RSO TCE ERANIIBITTO 2B
WEINTWAR, BITHZEAT-EIICHO 2B B ORBEIZOWTIEH LIRS TV,

FEgs e 7 1 —BREBEREOK) 80% M/ NEILTH v | /NI D 90% LA FIZAT A K (T
F=ynm) 5T DHATaA NEZERT7 0 —BERETH L7720, 7V R=yr rZ2flad 52
ENM—IRIITH D, ZRTA R74 2 TlL, FRNS X SDNS &R o GAIZIE AT v A REMIKERE
HIZ X2 EWERRIB D720, S MHlAI O OBRGET 2 HERE L T b, 5122014 bk, BEfFED
o I EEAE B C I BN 2 N R EASSE #E R TED FRNS, SDNS (2% L CAEWFRIRAICTH 5t
CD20 FifAfAl (V> X~ 7) DRBEHICR > TWa, EFERICE T A1HEEEL L2022 EN
EDVRoTWAHNEHET L Z LITHEELHFETH D,

/N EREER R BIREAF TS 1, 2012 4F L 0 22F = 78— RMJFZE JP-SHINE Study (Japanese
Pediatric Survey Holding Information of Nephrotic syndrome) 247> T\ 5, ZDOFEHE. MK T3/
TRER MR 7 m — BREEREAY 1AERICT/NE 10 T AIZ 2 ARRIET 5 L @iEsh T b dolxt L, AR
TIX 1AM/ 10 HAIZ 6.5 ADFIEL THY | BCKOK SIEDORIERTH D Z LB LN E o
oo ZHUX, TVTOMENOOWELFETHY, T OT ADBEOMO ANFEIZHLA, @HEE THRIET
DL EBESFT, Fio, AT 999 JERI A 4.1 FERGEBIZE L72AE R, 3 4FH T 44.2%IC FRNS & L
<I1X SDNS ~O#ITZMER L TR Y, TR ODORMTH% - IRAMI TRAHRT 52 LITEETH D,

FFLO &5 7R TH 0 /NIRRT v — BIEERE O BEOTERERE, 1R AE b E 2 - RN
TR, S OIITHEAEIESORBEZRET 572012018, Mk LS s s e SnTnd,

2. B®Y
HER T /N RMER 7 0 —PIEGEREOBE A RIC LU R b R LRSI 5 2 LT, B
EHe EMMA TR AW S MCT S, AR 7 o — PN 2 T4~ U —T L RBEA v RT3,

3. MiEAE
3.1 WETFHAY
BEREEL VA N REgE

32. HIRXZRE
SINE R CHIFE O/NBRFRME R 7 1 —BREGERE & 22 S iz B3 26 X OBEF O iF 78 (JP-SHINE
Study) Tk S 4172 999 4l

3.2.1. EIRE#E

O MHEZEESAREL., NEFPRMER 7 0 —VIEGERE L Bl ic2W S, £t CAT aA Rig#E
ZBAtA L2 BE (WIIEHE PR L CE - BE L ET)

©@ BEAFEOWFFEIP-SHINE Study) T4 S 4172 999 4l

@ ZWEEOER 6 22 A LLE 15 UL T O EE

CUNREEIEME R 7 0 — P RE RS W AL UE)

RSN B MR A S BE(ISKDC) D E & VN 5, FRel, 2& [FIRFICH 72 L, B 5 272 RE A 22

b D& N 7 v — PR L BT 5,

1. et omEEAR (KRER T4 mg/Mim2 U EF/-IZEHR CRERZ LT F =2 12.0g/
gCr LI L)



2. E7 AT I UmE (7 V7 2 2.5 g/dL LAF)

3.2.2. BRovE#E
UTFOREERNT D,
O Y ERRASABFZE (SR &k U7 R

3.3. MIEFIESIVHRAEIER

SR BT, W38 O/NRERRM R 7 0 —BRERE & 2 S BE 2SN T, O~ODFEH
ZINEET D,

BEAE DOHFZEIP-SHINE Study) TH&k S 7= 999 BliZ W TIE, AFEOMmELEE S KEEL, O~O0
5 HLRAIE B IZHOWTIERAEINET S,

D Berrs
1. EEER4
2. WHERER S, YR EFA
3. Fp¥MExR 7 v —VIEGERRZEE (EFREEToORNR)
4. BT

© WIFEIRHEBRLE 8 M fHl 14
(7) BEE R
a AN (=725 HRERDED)
b AR (EMEEE, AH)
c  BERBOBEE (ZOFHM)
d 7o —BREEHOZERE 2 BEUN, FREN® 55613 OFEA)
(A1) PIFEEED PIT AL
a SR, KEH, ME
b IMEFHIRERE (~EZ n vy gdL, M2 L7 F =2 (Cr) mg/dL, > %% F > C mg/L.
MiERFEEFZBUN) mg/dL, MigF7 /L7 2> g/dL, Mg+ ~Y 7 A mEqg/L, =L A
72—/ mg/dL, MmiyEREE mg/dL. C3 mg/dL. IgG mg/dL. PT Kffi] #. APTT ),
FDP ug/mL. D %A ~— ug/mL)
¢ SRATR(REIR £ 72130 R - JREAEE me/dL, J& Cr mg/dL, 1fifR(5 E/HPF LA E)D
A AR LR O A )
d ABOHEOH M (SMEBEE*2 (K d Cr), MmiflE*s, fARAE*+ GIRAL) . FRE M 5 Y E*s G5
fr, FREE))
e FfEETORRMIET V7 I Ul g/dL, B E COmEIMTE Cr fE mg/dL, MIRA DS
& O E/HPF
(7) PIREED TR
a AT A FEZM (RT7o4 FEZMEEZIZIAT oA NMEFUE R 7 0 —BREGRES)
AT uA FEHEOEA. RREIMAE 480 (£1#8F) . 8#EM (£1#R) KroimiE
Cr mg/dL, &7 V7 2 o g/dL, B8R £ 72 1ZFEFR : JREE [ E® me/dL, /R Cr mg/dL
b L R=Yu (PSL)YIHEHEE
c  PSL#mEcsE (EESET, EHMELS, £ Ofh)
d AT A REEREREEEMA T TORK (AT a1 FEZEOLE)
e PFHIE FEIHEOH)
£ SIS o A
g AT A FEIWEA (IRELFICHEELZE LD, ANE, BHEE* 0, FHEEATI.
HHEFE, BEIRIF1, FEMEIR 12, REMER)
h  EIHEEIER (7 xR > BEGemE, SiiE, Hk, 28, HREE

. Al
PEGR A TURSESE IS, 22 m U b2 AR 1
EliE RS AL B >

e
HE

J‘éf

25
(=1

~ s s [ H

5 H 7 J . LI YE J Hatz HY, = HI
S S AT ~ O i N i S i N 0y
o S e R S = e S AR o7 e T Pl B
Y S~ = O 7 S~ A = ML= ANV N



T RS Y X U~ T TS M A EE, BIEATR. B ERED . B2,
BHv~r7a7 ) Mg, A 7a2a—Yarv )77y ary (AOSRAIER., IBEOAFE))

1 A7 vuA FMEFUER 7 0 —BREEHOSGE ., BEROAE, GO58IXB EmEiTH, M
MRPT R (WUNE(RRE, BRI EMRERIRIEL, OYEAMEA T X7 A5, Z oMl M
BREDBEILE = TREEA T IET % ?)

@ Rram@lsE (HF 8 HITINE)

(77) FF3*13 DA M

(1) I 2 H (B H, PSLIBEF £7213 PSL 1k 14 HUWNOHRETH DL, AT 1
A FIEFUETH D0, 1aEE (EHERE, REWNELE, £ ofl))

(7) wilEAEL%, T— 2SR (8 H) T L-mEiE (7 uexR)y, #7nul
LA, VIO RAT 7 IR, IVIEY, a7z /)= BET7 2T, AT A RK/2ULA
VY X~ Fofh)

(=) (7) CTHHAOHE EEBIFHEUOTD, AT aA RKFEHES O7b, A7 a A REHiED
726, HERMED D F D)

) BREOESIHE (BMEBEE. miME, MrRiE, i ERYE)

() () 1ZonTEZLNDIEE (X7 0 —VEGEIEHCLDAPHE, AT A R« GaEalsRic
LDEIWEH, EbbE b0z

(o) AilElFAAE L E, 7 — 2B (8 ) ETICBE SN AT a1 FRIWER (IRE EFICIREL
ELbo, AN, BHERE, THEEOET, B8, FERWE., RER, RE#RS)

(7) (%) THOBE., WEMEIEEVER (L7 v ARV v BHREEE. Ssiit, BE, 25,
ISR, AT AR MEREGERE, Z 7 1Y LA EEEREREE . S E, W B NE
FEMERE, BERIG. WSS, MERMEIR, 7 kR A7 7 2 R AMmERED . HifntEpEbg., mK.
e, BN A, MERESE, IV I Y mREBIE, 237/ —UBE7 50 JilERHK
DR R VY v~ T TS M L RE . BERTAE . Bk RV MR 2%
BH~ra7 Vg, A 7a—Yar T r7yay (AORAIER., IBEOHE))

() milElfi&E L%, 7 — 2Bt (8 A) T T BAEROHE

(=) (&) THOSEA, BAEMRETH. MR BUNEeRE, BuREIERERIREEL, OV APk
AR AHE, oM (Drvy=a2— 1 UBHEE))

() BEaFHRE. Y OBEAIRHIET DA

() B - ko7, KB

(R) &R, RE, m/E

(&) PFHEE (FEIEDH)

(V) MRl (7 —2BUSkE (8 A) ICh by, FEFFERFOMRAFT I  MiEF Cr mg/dL,
1f3% BUN mg/dL, g7 /L7 3 v g/dL, =L 25 v —/L mg/dL)

@ 18 B EER H ] O E MR AR
(7) QOL (EQ-5D*16 H AGEARIC £ % QOL i A %47 9)

® B BlEEREOIRTE
(7) FsBizz A
() ZDHE (RIBEZK T, IBhi, Wik, € ofh)
(1) #5BE L2356, ToBl, kit ChNERL AR Zofh) . BF5eike il a
(7) IAEBIRIFOIBIRNE (PSL, A7 0 A K/2ULA Y7 aARY >, Zrul AR, 7 uik
2A77IR, IV, SaTdxz ) —IBEET TN, 6 0HUNDOY Y X ~T . FDfh)
(=) (v) CHHAOHEHRB HERIFHEOD, AT a4 MREEOZD, AT a4 FEFEDO D)
() BB ORIE B & T
a HE, KE, WLt
b MiEFABREE (LyE27 V7= mg/dL, 1MiE7 /v~ I g/dL)
c  JRATA (REHAERE mg/dL, JR Cr mg/dL)

5



() #ehw (BREREER . CKD 27—, REIEA A, BAURMRIE, L), JECROFE

EF
R 7 o — BEERE
UTOO~@®DWTF g BE
O HEEFHRXITIAT aA FMKEEOEFR M- L, Gk 7 eARY v v akA7y
K. IV U EVE) IBRETHRBO, SEHRHRUIAT 1A MREEOERZTZ L,
@ HEFEIFREXIIAT oA RMKFEHEOEZR M- L, fEIHE 7 ARY v, v 7 aRA 773
R, YU BEUSE) IREERBISNE, IBFEPICHY, HEHEBEXIIAT 214 RMEKFEHEOER
Wz Uiz,
2T A FIEGIEOER LT L, BEIMHEE (7 m2ARY VHEMIT 7 o AR Y & AF L
T R=vr %) REE TRICHERBIFR XA T a4 NMEEEOERZTZ L,
AT uA REHHEDOER AT 2 L, SEIMHIEE (7 m AR VHEMXI 7 e AR e AF v
7L R=Y e %) IEEPICHERBIFR XX AT v A MRIFEOEFR 27 Lz,
AT A RIRGIWED 5 6| FEER 22 I 3EEHR CIIsE2mfiE L72vwd o (PSL B4 6 72 A LA
M)
FROEFEZWHZL TNV THY YFU~T AL TV HEA,
2 2B EE N—Z20MjE Cr 26 25U EICEA L2 D, XR—Z2DM{E7 VT F=V DA TH
VTR 2 EE LT 5,
*3EILE EERIC L DBELE LD,
*OMARIE i OFEIERbD V) TIEH SN L O,
*5 FREAN B RYYE - R IROPTESEIEE 2T o2 b O,
* 270 REPUE : A7 a4 Ra 4B EEg L TG LTH, BREML2NE D,
*7 PSL Wi [E B - PSL 8 &% 5
D60mg/m2/ H £7-1% 2.0mg/kg/ H # A %5 4 #[E (F& K 60mg/H)
©@40mg/m?/ H £7-1% 1.3mg/kg/ HF 1 [EIfE H &% 5- 4 HHE (K 40mg/H)
*8 PSL R #isis - PSL3-7 2> H #5-
O60mg/m? H F£7-1% 2.0mg/kg/ H#E H#%5- 4 M (F KX 60mg/H)
©@40mg/m?/ H F721% 1.3mg/kg/ H&# 1 [FIfE H 5 (K 40mg/H) 2> B L 2-6 2 A [#
*9 SEEMEE  RBIRIE CREIREARM, 2 REHIR CREA Cr e’ 0.2g/gCr Rifis 3 H i
L7=Z2DHH, €AMW L TR TH PSL ZH& L125HE. WERBH,
*10 B EIE : BMD<-2.0SD., &7 iEE D70
FUOREIRYE (1) Z2fERF B (E = 126mg/dL. (2) 75gOGTT2 FFHE=200mg/dL, (3) RERFMPEHE =
200mg/dL, (4) HbA1c=6.5%D 5 HL VT Nz iZH =t 0
2R AN X DB A E L= b0,
*13 B3 SRBRMNIE CRAIRE R 3+ L RERZ L7 F =k 2.0g/gCr LA E) % 3 Bk TRTH D,
Fo, ERROEFRZMmMIZL TR TH PSL 2 L TV o856 (BH %2 LU T 2 bR/ EGsIR FT)
1 [REAS+HULEE3H] 2SR T = v 7 (BN
2 MiE7 VT I AT BT
3 ERARAER  (ZEE, M. Zofh)
4 SUHINEITE RS
5 D
*14 BEE RS WIEITLARE 6 2 A LIS 2 [BIBL EFRSs, E72i3EE O 12 A LINIC 4 BIBL B3 LT
HO, F2 EFROEFRAWZ L TR TH, SEMHEEKAFEHL D b0,
*15 27 0 A RKFEME : PSLIEEF F 7213 PSL #F1E% 14 HUWIZ 2 e L CTHBE L-2b 0, £7- 1
FLOERATHZ L TR TH, BEMEEEAMHEH L T b0,
*16 fEEEEDE QOL 2 MIE T 2 72 DI SN alfEM 723 R E, UIFO 5HE (BEIORE, o
[0 OFHE, EEOIRE), A/ RPRR, A%/ 5SS EiIAL) [T LT KMETIHME N, HRKET
FHINTWD, MAMFZEE L THLRFAEEZTTH 2 & 2t 5,

11

/]

®© @ & ©



3.4. FH@IEE

3.4.1 X EFFHEIEE

HEAME R 7 0 —BIEERE~ETT U IERI R O 2RI T 5 E S
R £ TR

3.4.2 Bl REFHEIE B

I DBE

H[ETFHE D REHA
RGBSR E O BE T . 1BRNE, RS E
AT aA FEHIHESCKIE R E~OHEST
A OHE

AT aA KL GO EER
TR OMKREHER

/N RN IFEA T FERE

B - BRITIRI, SRR

QOL

4. #ETHIEIR

41. FETOIHAERNREN

WFFE o FR % 12 fiin% K O F1ieAfi i ek % Ao 7o e K 296 fitisk 7> B OFERERY 72645 « IBHMAH] DR
HrHEL L TWD, TATHFZE) 2E T 1000 JEF OFHRFEN A EN 5, EE 12 gk D ED
PRI B AR 80 il & RIAA TV 5, 296 fiak \[ZIER S =56, AR 600 FlOBGEN RSN D,

4.2. HEHBRTDOAE

PREAAFARAAR, A EEIR P, Re R ROER & B, YR, RIERE#R, TSR & T
K& W2 7 —T7RIEHG, 27— 7o — RO &R H

FERAEEOMMIFHERS OFEIR ., ERRFH &, #EEX & B EOER &R, RO 7 v — 7
Heg

NN TIERE O, EROMEHRRE M, SEER. 7 — TR0k

L - BRI, SCBRRDL, ERORGERER N, SR 2 — T RIOFR

5. AIRRMFREFICELDHEE, FRINLERMES K UFIE

51. MIEXNFHICELIEELERE (BEWAEE, BANEE, BHNER)

AHFFRIL H IR CIE SN D2 HIE M A KR LT DH5ETH D728, HIERRE IITRFE AL
GRS & HAMITFA LA,

52. MEXMREICECYBLER-EEERDAREN
AWFFEIE B H 2 CINE SN D BIHIE RO A Z R E T D720 ARBFFEIC L 0 FFE S8 (L E
DAELAHZ LiFn,

53. BEHENELL-BEDWHE
AWFFEIL B 2R CINE SN DB RO 2 %5 L5720, ABFFEIC L 0 eS8 (g E
NAELDZ L3, o THIE D Zauy,

54. FHIShDF=R
ARBIFFENT K D WFFEXTRA BN~ DEFER R FIZR TR0,

6. WEHIREE & UERIGAT
BRI - WFZERE B O R &G A ~2026 43 A 31 H

7



L RBFIELE 5 AR EERET B 7m0, LRMIRIPICIER & BT 5 TIETH 5.
CBFFEIRIPNIC | I ~ORERTEE L L COMES LT — 2 A% (ER, W) 04 IV TF
— 2 Ot & FELETTS,

Fhi G

AEERAIRE N RS R - R

FORHSL N S =R v 2 =ik - ) v~ FRBIFURESRE - et
TN 2 &G BB RSk - R

NSRS NERSR - SRR

FIBRFEFH DRI - TR

7. wMIEBMNEIE

7.1 BFITREHBRE
AR REMES T~V U XEE ] BLOEAS@HE - SCHRFE T AENSR LT AEFSRIFRIC
BT 2 fmEfest) 2 MsFL T,

7.2. MEZERTOAREREREDHA
ABFFEIIRFFEMMET B2 TR EZ T FEBI DR OAGR A 7= RICPRIGY 5.

73. AVIA—LF-a vtV

AL T, RESCH AN, HEZRICBIT2ZHFEIERO L INET LBEMETH D0,
FERIBRE DS LEF T NEIC L DREBERSIIITDRV, 272 L, FIERSRE B I OMGEEE IS, f5es
MEHETEDMEEMREL, A7 T U MCEVIEREZRMIT S, 7 T U MZOWTOEEZ %
SRR OF YRR 22 E UIMGFHEE SR — L R_R— IR T b, OB E LD L ~DiE
BOHUHRH S 725E1F. %S T 27 RE OZEERITHIBR, BEFE L. fTIIZTAV ey,
WS INEBE DERE L, 6Ptk OF R A2 BUST 25613, 80D TR B I RN AR & 5ifl L 723k
HEZ HOTHFEELE H 5 WVITE 0 HE DA 21T, XEICL > TRIEES S, ORI, &
MEEGTXAZEE2HHAL, HE LSO THREE ICARFENEL RN &, ERRELE
BCHRBEZMEITE D 2 L 2RET D, B, FERE D REETH L HEIT, REEOA 7
F—AL K arty hehs, RGEEIL. REORXFEZITZOMOBUMEE N DLRET S, XS
FARNIHK LT, B IIE U CRIEAR G CRlI 217 9, MBS £ 723 2e a1 L. Ml
ERZERTARBINTRBERASCERZHEH LT, GHEEDNHEMR LT W EE CHFENEIC OV TR
%o fGEHFOEMICHEZE L, SISOV TRFTT 2R EZ +0105 25, 72, REFGEEOH
HERIZEDZ2HOTHY, AELAZVWGAETHLAM BN EZ T 52 Lidn2 b, FE%ZDEENE
DOTHGEITN DO THEERMEITE, ZOLE THLARMRTEWESZIT D Z L3R\ & ZmilT 5,
WRBIMOREZ1FD5E. A EZIT o T EE K ORGEE OB4 ., HRSE R4, S A, FE
HZREZICHEHT D, ALELREZDE L2 L, REZORAITEMER CRET D, WL
(RS 2 FIEIL, WD FIETH > CTHREE DORERG%ICHEKT D,

7.4, EANBRORELSLVEANFBROERE - REIZDOLT
741 BELILICET 5FE
AWFFE TIEENE RORFED T DITEALEIT O, EAEISREHEE XL TOH LT 5,
Arle
W4
K4
O EANFROKEDT-D, ELERHEREBREITZEERD CEANZHA X H1FHR (K4, F07.
AR, BIEEFRE) ZHIBRL, A OGS EZMT & & ITHICREZERT 5,
Q@ ELAbXHOREF IS GE 2 FER. THAONITYZM RN RE I EAETEME5 L, iF
TEE NIRRT D,
@ #rgeEITEA{LE 5% HWW T, EDC (Electronic Data Capture) |22 2 A 19 5,



@ WHIREDT O T — 2T IE 2 TEAE 2 O TTV, RO Z 670089 431
BT %,

® EAHISRIT, NAY— PR ZIT -7 BT, LR Rz Em A PC NICE L L THRFET
50

742 ZTOMOEANERIZEET 5E1E
EAALRSR DS ORIEE R EEANEHRZ G0ERNT, &t O N EFREBEOFEHIAI Y #UIE
45,

75 WMYFZESER. EVHHORES I UMERTROIMY KL, ZXRFIAOATEEMS
[ &R OLREST]
OfENTE® 2 & Te il

LR 74 ICFEEHOMEY,

OENEHZ G R VMER R — & 72 L)

BHFESNERE L W INET DT — 2 1%, W& LV T vy FEELEDC v A7 & (Viedoc4,
PCG ) IcAh&hbd, NhEShiz7—#1X, A% —%> ~h ETTLS (PCI-DSS L) % {#
ALK bz ECTEESR. VAT ANV iAEND, EDC ~O7 7 2 A IENCfTH G &
Ni=7n s MECHIRESH TS,

Viedoc DA NTEHRIFA VN5 2 A7 AE&EIL, TRROBMZMTZ L TEY . HARDOEKIGEH
ZBWTbHLHWLRTWD,

7°F A N — : GDPR, HIPAA,APPI 5 X O GB/T35273-2017 OIEFEICHENL L TW5B, BEkiT T
RCHT b v FFEE b TR S, AT —2e7nv=r N —2 %2 A0 THIRRT 572
DOEENH B,

JiH : Good Clinical Practice (GCP)IZ/ 2. FDA21CFR NHET 2 E B4 . WA, E1
FEERDEREX 2V 7 4 ZXHUSAREE T 5 72O OFEMH (CSSUCI, FDAeSource 71 % > A
EMA eSource UV 7L 7 v g o ~_X—s3—_ GMP Annex 11, HAK®D ERES 14 K74 B LW EDC
A RTA %) IZHEILL T\ D,

FLUE : Viedoc Id. EFUEAED CDISC. Fiic#® ODM £ L O SDM FE#E |2 HEHL L T 5,

[WF7Ef& T OEEOED #0]

ARFZE T LA L2 BRSO (ST — 2 &) 1%, FERE 7= 72281238V ¢ kA
ZAT ) AREMEDN D B2, R OEKHE G ST b DI OW TR T % bIE 2k 5, &
HESONIRD S TZEEHZ DWW TR, FEH T 1 5 M 2 W RO A AFR IS 3 ER OV
AUV HEEE TRE LTtk BEET 5, F7o. RE AT 28 BHZ W T, ZRFIHO FTEEMEN
72 Tpolz LB SN AITIE, FORERTHEEZIT Y, BEEOBIT, SO L DIEy 2Ly &4 —
WE L EBRIIEHO Y 7 v 2T 2 AW TRAICHIBRT 5, MiEHRIEIXEREEY & L CRES
be T—H DO WA ELT O HEIE. B REEIC OV TREEREBE S DR ESD,

8. HIRXMRE~DHIL
WFFEXT B ~DOHAFLIL R

9. MIRDEXES K UFIEMER
AWFIEOBAT OO OF T, JEETGBRAO e RS EHRMERBBORMIIEEE) 2T 2,
WHFEICRE DRI AAE, AR RZFRISHEELZ B THRAZZITEUICER S D,

10. %NBYBAEEE
AHFIE TR & T SR BE M TR 2 5 TR 5,



11. MERBEREDOLE
BFFERR T N IR M VIR A B 2B D RFZE & U CEA @G Wt U, BT 5528 MeEoR
F45, REOBIIHIZER L O ERORHEIC D EST 5,

12. [FHOIBZEHZEOEAKRIZDOINT

12.1 EHROIZFZE

MFEEHEERE, T5. O&R MEMORZICET 28k [REEoR]] ICRIY . BINfEa% > 6 2
TBEMORHEE Z T CTERT 5,

12.2 1EREREA

FEGHEEZER T DB T5. O&EHERORZICET 5508 GLdkoR—1F]l 25k E LTE
}ﬁ‘a_‘éo

12.3 REAZE - REHME

AT OGS REHEEZ R L T D 34E, k22T 256 K T L 5 LT 5,

13. WAEHEDR~DEHE
WFZeikies FH TS DS DS A FFE DT H 25 1 AEEICHI S OE ~CETIT Y, 7. #F
FEDHET LT A ITI0 IT T O 2 HFFe B O B ~1T 9,

14. WARERAKS]

R

15. Z 0t

16. 5|AXH#K

10



202246 34 11H
EarfriEERERRE B
W% JEERE
FrRArFislEE W 4 ¥R
K 4% _B# Fr

WOBRB O R 3 EEEASSB VSRR ORETTIICB A GEEERGA USRS OB
WM T B0 T4,

1. FESEL BTG PEE BEOR e 2L
2. TS AN RO Fi/l - BEIRPEERBREE OB - BTTRIRRI O R
3. HEEL (BUEEE - L) [E2ER - B
(B« 7 U HT) e @y A 05 v
4. HHEEBEORIR
SR E ERTHY B EEOHEA (%)
H OO EEFS e - {ER8 FEE ox2
JE e
ANEREE T HEGEE BERVICET S HE
[ ] O [ | MRS TA R B LTLESR O
fedt ok
Wl S B (CHER
B e RESEETFRICBAT 5 O [ | I
A G AR O E T 4 EEEE T BT S ER O - 0
EOERICEY D EAREH
FOM., Y TAGEEHEGNERATA L
($ESFD A TR . ) & n | O

(1) HEHTEE P N ES SR 50N 0 BT T REEHCE T AEERSOFEERFEA THAEEN., [FEHFA) TF 2 >
7 L—EEL JILWOEBEHFELET LTWRWESIL, FHREE) IF= 757 L,

F Dl (FFanEIE)

(3%2) REECBAIT., FOBRTRHTH L,
(3%3) BELaTo NEETEICEET 2 aEEsH . BREWRICE Y SHEEs. Tt V70 & - BETEFRICET S GEES . A%
%PV AEFZWMRICET S REE ) ICERT ARSI, SHERBCEATSE L,

5. BAFESEONERENICR T S FRETH ORI 20T

FRGEEEEE O HEIRN ZHA REED

6. FIEBEROEH

HPFHEEIC T2 CO I OERICHTIREORE | A B £ [{E0H&TToHE: )
UHFHBEACRITIAZCO I EESRBOAE F W E OEOBSIEEEME: )
UFHIREB CO LIZ oW T oy - BEEDHE H B E DEOCBSITEOa: )
EIEIEDCO [N ToEE - FHOFE O EE GEOBSETONE: )

(BEFEHE) -BY T TF=viEARDLLL,
- STHFIE OFE T SREOR B IFRTH 2 b,




20214F 11H 20d
ENI R RERNTRE K
e —EEEFEET Y —
= s s

WORE®D A3 FEREESBF ST OMERLI LT 5, MEFEER R L R EREEOEEILD
WU TF O EB Y TT,

1. FREEL BRI R B AT IEE
2. WrEEREA NRRSEE O D - BBV BEE ORI - IFRAH DR E

3. A4 (BIEAE - A NER . T F—R

(B - 7V HF) L - v=hT AV A
4. fMERE ORI

LMD EE EXTHYPHL2EEDOLEA %
' OE FEH A EE LA REE %
bR A
NExBETEAGFF EERFRCET L HE
| ol n WIHESH [ N EX& LT OEER O
et ok
T SRS IR
EBEFIRESEREMECEY AR O [ ] | |
EBEAREEOME A EREEEICE T S8hER . n 0 0
EOEMICET 2 KA
o, BN TAMEEMHREIIIEEATS L
(SEEF DT - y | O ® - O

(W1) USERTECH A EEIE 2 ElT 510N - VT S GEENCET A REEESOERENFHATHEESE. IEEEAR KFey
FL—HE L IIEHOoFERF T LTRSS, HREE) KF=v 352,

Ol (FELFEER)

(3%2) REZHET. tOBHELHETS T &,
K3y BELkgio EFFRCET SMHEE) . TBREFRICEST SEEeH . v b/ o BETFRAFECET S HEEE. TAzw
LT HEFRWRICET SHEEM ) BT SHER, SHHARRATEI

5. BEARESEOHREEIC BT AFRLETES~O%RT N T

BT Ok ZwE Al RERO

6. FlEEtHR OEH

HPFAEECSILCO I 0FRICETARTORE | F B 8 [ ECRSETOES: )
LI MBI BT ACO I EESHRBORE O £ M (EORSITERIEN . FBRRF )
LPRIBLCO LD TOHE - BEOHE H A B O(ECEgrola: y
UFLEIMEECO LI T oY - FEOR K A & B EoBsRzongE: )

(HEFHE) -SYTs50RFzvrxARNBTE,
EFREOTR T IMECREBERT S 2 &,




Sfm4aFE 2 H 21 H
E v iREERNERE B
s WEEZFERIKE

FrErf7iE B 4 %R
K 4 R 29

ROBEDTM 3FEREFBRERERORENRICEIT S, MEELERAL ORI FHEREOTHIT
DWTIEUTOEEY T,

1. Wigesss BRERBEENAER

2. eERES /NREEEORD  BHAMREBODE - BRAEH ok

3. WAL (FiEHfRm - ) BFEE - 22

(B4« 77U HH) AREE JeEE - NV RU O E R

4. fmEEF ORI

o R E EETHYREIEHOIEAN XD

H = FHES Gl Wk 1 FEE KD
&i?&&?&éﬁﬂ% - EEREICET 5 HEEE - o - P, 0
BT RREEENEIC BT H 488t a [ | ]
ELFEE OE T A EREBEIC BT 28 EER - = O .
FEOERICEET S EAERSH
Fofl, ST AGEEHSSINIETRATLII L A . 0 .

(fa#t o4 8 )

(%1) SEMEE NN ERT 5 I8 v T R REEHIET S RBEESOEEREATVAEEE, [BEFL TF=vs L
—BE L GIEHOEEXRFET LONAVESR., THREE) 0F=vr+a2k,

T O (FFELFER)

(3%2) REEIEEE, ToBEAFERTIIL,
(K3} BELEETO EFESIRICET S MEES | TERESFRICETIRERS . e M/ L BREFEFHRCET L MEERH) | TAEY
BLTHEERFRICHET D MERES] RS OBE R, HHEBIREATLIL,

5. EAFBSEFOREEEICBIT D RETH~OHIGITONT

TomEBHRE OZRFR TR OREH O

6. FlHEROER

HP R BT ACO I OFHRICEHTAIREORE H A OE U (EOCEAERFTOEE )
HFREEICBI3COl ZRERBOFAE H WM OE DO (EORSITECRER . )
EHRIHESCO LIZ > T ol - EEOTHE HFH OED (BORSIITOEN )
HRICEDCO TID D0 THIRE - THOEE DO &0 FoBsErongE }

(FEFH) -#HYTIF=vZ7R2ARDIL,
SRR EOHBT ZRBOR LER TS 2,




SFi442H 8 H
ESL R BRERBERE B
HERAA  [ESrACEEA BRERKE
Bk R B 4 =% K
K 4 FEH R

KOBED 03 EEEATBRFIEE ORENRILRIT 5. GEETREE CFEHRE OEFRIZ>
WTIRHTD B0 TY,

1. WEBEES A AEOR e E
2. HHERREH ‘ ANBEEI O L - BEEMER BB O « AFSRAN R E
3. FEE4L (FIBHE - B KPR IR - HiF
(B = 7Y 09 e - - FAh=r z2oAfF
4. fREEE W
W EOHE ERTHLUANDIHBEOHREBA (x1
"7 OE EBEFS &8 REE oxo)
N
Aed@glTaEmBle BEXEmEiciET o241 ‘ \
] = u WAEH I AER R LT AESSR 0l
a8t o
BT 2 GBS T
B ARSI I A 1E4t d | g
BAHEE CHE T A ERERIC B A8 ER [ - 0 o

SORMIZET D EAIEE

oM, YT S EHEEHABNERATI L

(bt D47 I = O

(%1 HYHRENSUFRLERTIIE L) BT T RBEHIET 2ABEESCFERHFATVLESE, FEES Fay
T L—\ELJTEROFEENET LTWARWESI, IFRFE LF=vrT528,

T OM (FEEFER)
(%2) RBEICHEAIE, CORMERMT DL,

(3%3) BElbate IR 2 WERet), [BRRTRICET 2MEEeh . e M/ o - BETHRITITEICET 2 HIEHEe . TA LY
B LT HEFRMAICET MBS KRR BEN, YHEPKEAT I, '

5. BAFBSEOMEFDICEIT S AETA~O/GIZONT

WLt BRECH O = AR 7 ZE N KRR U

6. RBEMROER

LRI RIS CO I OREILET AHENEE | & B K OUE0BEILEomh:

LTI A CO | EELRBONE AW DRSS REEYE
WHFERIEACO Lo oW T oBE - EFoRE H M E CEOCRSITORE:
WHHRITIRA CO [ In 2\ T gl - SO M F0O E B FOBSRTONE:

(BEEH) -#YIs0iEF=vrEANRDIL,
C SEMREOFRRT SMEORLIERTL L .




i 44 3H 18H
EifREERMNRE R
WY BN RSFEN R E N
B R B & AWBRFRFREFRMER K
K # Pt fRis

ROWEOFH 3 FERELFHHFWHRREORTAFRCET L. mEEFEIRRETREARFOERITDN
THBTDEBOTT,
1. BrEERA SR R B BRI B2

2. BIEEES _ NEEEMOTD - EATHEER OB - B O R E

3. wiES  (FERZE - Bf) AWERPRPREFRIEE - 8U%

(Bfa- ZUHP) 3l ®— - ITv< ravAF

4. fHEHEEOIRN

2 i 0 9 EETHMN S BB EDREA ()

6 ® | mema BEL-NH EEE (k)
ARG D R R A R T B e k

[ | O | EEBKE ]
B (20
B TSR B 5 e 0 m (] o
BEGMADAE] sRBENC B0 s THER | | o .
8 0 fi 7 S B AR B
T, BT B R AT B -
(58 BT - y | 4 = = -

GXD HEREVNNEIREERET AL 0BT REGEEHCETZRESES0EENFATNAEEE. [FEFS TFay
ZL—HELCHEEOEEVETLTHENESE. RER) CWFzy 7574,

O REFHE)

(X2 REEIZEGHE, TOEREEHI LI,
Gx3) Bk NESHMFICETZHEES ). RERFRICET SmEE). 7/ L - BETRET I T o eRiEst, TAzew
HLT2EFRMAICETLOHEES) CRLTLSESE. SEEARATS L.

5. BEFEHZHEOMEFEFHIIBTLAETANOHITIZONT

WREMEHEOZEINR T B EEE O

6. FERMHROEHE

UFREEICBIT2CO I OFHICHTAREDKE |4 B E DEoSgEToEh: )
HFEEEIIBTACO I EBERBDAE H R OE OECEAIEIERES: )
LIFRIIEDCO I DOWTOHRS - BEOHE A E E D(EOESITOREM: )
LUHIRIBRACO 1IZDNTORE - BEOFM A O &M EHOBEITORE: )

(HEEH) #9500 FxzvreAnsll,
CHHAREORBY SHEORLERT S &




wf 4 4 2 A 28 H
ESE S S S
TRATEHARE W 4 ¥ R
K4 T Y-S

ESfRERER TR B

WOME D SR 3FEREASENFTAEREOTRETEICB T, GEEFRRRE UHFIRE SOBHIZ
WTIEHLLTFo LB 1,

1. BrfiEEL B IRt BT S
2. #tEWEA NIRESRER D Fi D - MOV R ORI - BHILEHI o ik

3. MEEs  (FIEME - B ESNREEEE - ERR

(Fesh - 2V HTF)  HlEshT - vy Faya

4. MBEEORE

RO HE ERTHYNHLFEOHTA (%)
E=I EA D FeF L7 HBe REE o0
JhE A

AR LT IEGH Y - EERIFRICHEST S mE - . u MIBEH T AZ N LT EESER .
HHEF ox) TRICET 2 RiERiesl o
BT IAEEEEN Ry 558t | [ ] O O
Eﬂi%‘@i%‘@ﬁ%ﬁﬁ‘ééﬁ%%écﬁﬁéﬁ%@}%ﬁﬁ O - O O
SOEHI ET 2 BARS
FOH, BETIHREBEHAELITEATLIZL

(RS D2 - y | W = H

(K1) YRERTSEE UMM RET 5I08 2 0 BT 2 S HEENCET S HAERSOFENFATO BRI, [BhEL) KF=y
7 L8 L BEMoBEESZT LT ESL, REE) wFo v 4252k,

(%2) KAFHICEST. FoRHFERT DI L,
(3%3) BRIiLEIO TESFRICHET5 BEBIEM), (BRI RERE. (b 14/ A - BETHEFORICET 3 B, TARH

ST AEFRURIET S AL BT 2 WE, YIPERITRAT 22 8,
5. RAEZEEOPIIEENCR T DR ETH~OIII T

W REEE oS HRIR ZHE R REE L

6. MBERDEHE

SMERECRTLCOIORFBIETIHEFEORE | 7 B £ JEMEARTOMK: )
LPHEHREICBTACO I EESRBORE H M OE DEoBsnsmasn: )
EHEITHEDCO T IZ W TORS - BEECHE W OE DEOBESTEOER: )
LHECEDCO LI ToiEE - BIBEOFE DO &M EOBREGTITONE ! )

(BESm) -BYis30E5=v2&8ARBIE,
ERRFEONBE T SRBEORLER T L.




20212 10 A 21 H
EN R RR i B

S BETNIRE
PRt TR & 4 ¥R
K 4 _ fARE BT

OB O AF SAEEREAGER I IH OFENTIC BB GEEFEERNE ORGSR RS OFIIZD
WM TFo 2B T,

L. BrEEEEA AR RECRAT EH R
2. BRIERREEA ANRERRIR O D - BEIBMER B DR - BTICIEHI DR

3. HrREs  (BRAE - BA) KFREETFHEMN - #3dF

(Kt -7V HF) B F A T vavAF
4. WHEEEORN

HEDORE ERTHYRLIBEOLEA (%)
" & EBEEL S L FEE 50

ANEHGR T AP BERVFEICET oM LB

) [ O | WIAFEEH TA RS L THESS O
B o FRCET A REER (o
BaFIEEREN I BT 568k O [ ] i
B4R EE ORE S D EEEE IR A RS 0 - - -
EOERICET 2 ERERH

ZFoft, LT HEEHALNTEATE L

e D2 T y | B = =

(1) HPEHREN LA ERT SIS VBT A HEEHHIET A HEZESOFENEA T LRSI, [FEEM F =y
7 L—#E L EHOBEENET L TWRNEEE, THREE WF=vr7T5T s,

DM (FrRnEEE)

(3%2) RBEICREER. TOBRETHET L L,
(3) BELEATD DRPRffRiciay o MEEfEst) . TERGRBIRICE S SEfaet, Ty M7 o BEFENTRICHET S HEES. TAEX
S LT HEFAMECHEY DRERS CERTIBEE., SRERCREATDL L,

5. BAEFESEOHTEEICEIT 5 A ETS~OHISIZ 20T

BrEREEE OEERR =i M REE O

6. Pl OEHE

SRR BTACO I OFBEIIETAEECHEE |8 1 ® D(ECRST O,

HIFEESECRIIACO 1 ERESREBOEE H WM E O EOSSTEeribie.
WHEZRIZRD CO LI 2T oL - SR EE TN OE(EoBeITToER:
LHRIEACO IIC 2N ToiEE - TR F O O£ B HOBSEITONE:

(EHEE) -Z¥+s0RF=o2ZEBARSEIE,
CAHEEORET AEEORELERTE T L,




& A 48 228
ES R EERR R B
HEA  ESREARE R
TENEHEE W 4 %R
K 4 BE EA

ROMBEO 50 3FEEAEGBFENITE OWENRIS T 5. MEFEERIE ORI EOEHEIC
WCHEHBTDEEBY T,

L. HreEs BRI R BBURIT S
2. BrEEEREA | NIREEIR DA - BHAVEREHEORZE - Tt o3 E

3. EE4 (FiBEE - Ba)  KPREPIEH - FEHEER

(g - 7UH)) & ERR-2VHY 2%
4. fwEEEORMW

EutEnFE R THENHIEEOAREA %)
E= FTEE I bR b 1 FEE %)
) . JtBKRE

ANewtR & T 55682 EERWRICET5#H

[ ] O n IS TARHER L TAERR ]
5EF ox3)

Wiz 5 meRigst) TR

BEFHRESEAUERIZET 58 ] [
B A OFTE S S EREEIC B A ER 0 - - i
FEOEREICET 5 RIS
Fofl, FHTAMERHERRETIRATA &

O [ ] O O

(HEFt DR )

(%1 HEMRAENYENAS ERT 2108 0BT T E REEHC BT 2 REEEROFENFL TV IEOH, [HFEES 0T =y
ZL—HE L IIAHOFENET LTHOR2WESIE, REE] KFzy /752 L,

ol (R STE)

(3%2) FEFICHGE, TOBHEEETS L,
(343) BEibane TESRFRCET g, [BRRTRcET sHhEfket. Te My o BEFHRIIRET S HEESE . TAEK
B TOERDROVCT S HBEIBE) ITHILT 5B, SMEBIKEATLIIE,

5. BEAGESEOHFEEEIC KT 5 RETS DX ST T

RGBT ORI SZE M FEE

6. FlFtER O

LB ACO I OERICMTAREDOEE | H WK B COECHSITtoES; )

LIS BITACO I EESHBOHE # B E UEopdndassl. )
EHRIIEZSCO LI TOHE - BEORE H B OE J(EoBgiromn: )
LBFRIZBRDCO LI DWT DY - FHEOFE F O M EORSITEONE )

(LEHEE gt slirFzvreAihni b,
- SHEFEESOFRETAEEOELERT Ak,




At 4% 4B 22H
ESREERAERE B
VR4 ESIREE AR RE
HiBHHEHE R B % =&
K 4 BE EA

WORER O 5T 3 EEEADBE R OB EIT S | MEEERIE ORI S0 FEIC-D
WTIEHHBTOEED T,

1. BIEFEL HRIRRBORT S
2. TRk DIREEROAD - BHEERAE ORR - AR 0ORE

3. HEES (PUERE - B KYPREFEH - 3

(K& - 7VHF) 8 BER /Y hrdAg
4. fWEEEE IR

HUMORE ERTHYRHEEESOREN 51
H & EBEEDS Errl B 1l FEE %0
EN REEAMERE
ANERR LT HEMGET BERIFICCET S HE
. O [ MBS (A ratg L T 5EEA O
fEet (3
B BT SRR R
BEFREERREM R ET 254t O [ | ] 1
EASEEORE T S ERBEICBIT 28 ER 0 - O -
EOEMCET D EFER
FOftn, BT S MEEHA HITREATS D &
(FEt DL T ; ) L - O O

(%1) UEFEERSEMESER TN 0BT S HEE NI AT A RERES O EENFEATHWABEE, TEERA nF =y
7L LI eROEENFET L TWaNEBSE. TREE) ItFovr+528,

T OML (BALFIR)

() FREFHICBESIL, FOBHIESETL L,
(33) BEikato TEERFSEET 2 aEdeet), NREFRICET S HEES. Tt b4/ 4 - BETRIFIEICET 2 AmER ), TAZS
& LT AESLRIICET D RERS) 1TERT AR, YHERIIEATA L L,

5. BAFBSEOMEEEBIT 5T ETH~ORIGZ 2T

PR BEEE O ZH A xTEO

6. KFEfEROEH

HIFAMEICBT2CO I ORI IHECHEE A B E D(E0BSITosg: )
W EBICBTECO I EELSREBORE AW OE DECSSIEERE: )
WHRIZERSL CO LI DWW T OHE - BEORE H W OE OEBSEFOHEA: )
HIFRITIRE CO LI oW T0iEE - ¥HoFE O OE M HFOHESETONE )

(BEFEHE) Y7500 F=v2dARhbl,
- SETAEOFRET OBREOELERT ST &,




GFA43HA30H
E R EEERRSERRE B

WL ENRFHREARRE
B EREE B A FE
K o4& _#HF X

KOBEROFM 3 SEEATEHRFMAERORENKIZBT S5, REFERREUHRRRSOERICD
W T LY T,
1. WFEERES _ BIEME BRI e

0. BIZARML _NASENORD - EHAMES OB - HEGEORE (20FC1028)

3. WrEEe  (OERE -BA)  ESEHERE - HEE

(-7 VUHF) 5REH B-~NUY aFd

4. fmEEEORR

ERTHEYRHAGEOREAN (%0

FYEDHE

FEE o
) & FHEFE SR L HEER )
2
AR LT HEMBY - EERWEETHE
| 7 | BRAFEFIMGHRERS O

HIER (x)
BEFRRSERAMEIZET 2158 W O [ | HRAFEFREEEER 0O
FAESEE OFTE 2 EEHER I b B ESR

EOERICET B EAES b = ] 0
Foiib, BES HMEEHALERATA L
| | | 0

(HREtDATFR )

(K1) HEFREVPHEFREEET DS DT BEEHCET 2 AREEL0FENFA TV LESE. [EEER) KF=y
7 L—#E L H2BOFEENET LTORWEEIE. HREE WFevsdd2k,

T OM FRLEE)

(%2) REEICBSIE. TOBEMAEHTL L,
(3) BibATe) DEZIRIET 5 Gisdt), RRFRCET SHEEL. Te } ) & BSRTHFFRICET SHEEH. TATHR
L LHEFFHRICIET 5 mEiest) (CHEIT B4, WHIERIRATAIL,

5. EAFEBSEOWRIEDICEIT D RETA~OXIGICONWT

B R o SRR T M REE O

6. FIEEFAROEE

HFAHECBTHCO I DEBEETIRAECORE | A K # OEOBSGEITOEH: )
LR EEIIBITECO I ZEEREBEOHE fﬁl | O (EOSS LS. )
WIFEITEZS CO L IZONTDRE - BEEOFE A M ¥ DUEOBEEIToBREH: )
EHRIZHELECO LIE W TORE - BROEFE A O E N (FBoBenTorE: )

(HE®IE) ~ZAETs0ETFavsE ARSI,
F EEEOFRBT SBBORLERT AL,




4 4 3H 48
EAEEERYRE B
HAE HRESNERAERE X —
FrBif iR B A &
£ 4 EEER ak—

kOB ONT 3 EERASEREMEREORENEICBITH . GEEERREVFIEBREOEHEIZ SN
TIRLETO LY T,

1. BIEEZES SRR BRI e
2. MR NEREROEL - BA R B OB - MRk oRE
3. fEE4 (ERE - B4A) B - U -FBRERR - EBEE

(&4 - 7 U HH) BE B owy U
4. fwBEEE ORI

B A SR TH YN H B BEDBIN ()
HOm | EEAH EE LN REE ()

o LB Az

AERBET B AGRE BRI 5
| | [ | MIHES TARHE L THESESR U

B/t cx
BRI 2 G Re el

BlEFRESERTIZELET 5 B o =m

ELEHBEONET S EEEMICBT oMM ER

SOEBIZET B EATE 0 = O o

oM, B ToaRERMREAERATLI D,

(GEEHD LT - y | W™ H -

K1) HMERTREE P MR T DI S 0 T & G T D REE RSO FENFA TV LB, IEERS) LFzy
ZL—HE L EEMOFEERT T LTWRWESIE, TREE] UF=vrd32 %,

T DM FFRLEE)

(%2) REFEIBSIR. TOERETHET L,
(%3) iAo TEFEFEICET 2 AEE . [BEFECE T RERH). (v M7 o - EETERFEICET S RERES . [Aow
H LT oEFERMECE T HEES BT A BEE. HEERICEATD L,

5. EAGBSEOHAFBNIE T 2ARETH O/ 20T

R GHEEE OZHRE SE N RE#E O

6. FIIEM OBEH

LMARBLBTSCO T CFHEBETOHENEE | AF B & U(EoR4eolEs: )
HIEHMEIBTACO I ZESREBEORE B T OEBSIEEERE. )
UHEIEDCO LI oW TOHs - FHEOEE H B OE [ (EoRetoRn: )
EHIEIZHE S CO LIS\ T OHEE - EROFE F O E B (H0BEGRET0ORR: )

(EEFH) CEETAORTF v PR AN &,
- SHEBREOFBT IBEORbIERT AL,




~F0 4 37 15H
ESfREERTERERE B

i e ALt T TR VAN 331
FrEMFEEERE R £ RkE
K A& B OFHRR

ROBA DG 3 FRELGEHRIANERORET LR 5. fEEERNEURIRMREFEOEEIZ SN
T TDEEY T,

1. BIREEL Ea R BRI
2. WIEEES NRERRSR O - BETER R OB - IR O IR

3. WiEES (FUBEAE - HR) BEBAR - B

(B« 71 H4) = OwmRL-hs Iy

4. WHEEEZORNR

MM A ARETHEAVPHLIBEOAREA )
H & AT A, ST |7 HepE FEHE (62

bERSE xBiget Thxis
| M || T AEERFRICET AHE ]
154 i HER

ANEHE LT HAMRME EERFECET D ME
HEEF

BEFEESERTRCET 88t O m O i1

BASBE OFRE T 4 ERIERICE T S B ER

SO ER T B A L . o

TOM, EET SREBEMHALNIRATSE I

(HEgt DL ) . = O

(%0 HEHAEPN LI ELERTH IS ) BT~ REEHCETAGEEESOFENFATVAESIT. [HFEFSH] tFxy
g L—HELIEEHOFEERZET LT ARVESR. REE) «F=vrTrIL,

Z Ol (FFRiEEE)

(%2) FEEESE, FoEALZESTL L,
(3%3) BT ESFRIcild 2 REigst. TEEFRCETAHEESH. T M7 - - BEFRITFFECET 2@ . TAxs
HETOIEFRTRICET I RER WELTIBEE, SBERICEATE O,

5. BEAEGESEOMERBICE T D RETH DN 2T

ARG EE O SRR ZHE AR REE O

6. FlixtE R oE

YHAEREBIRUSZCOIEFHIEIZAFORE |4 B £ J(ECSATToEH: )
U TEESIZ BT A CO 1 FRASHBEOTE A W E OEOBSIRERARE: )
UMRFEDCOTIZOWTOHE - FEOHE R OE O EOHEeTroBRh: )
ERHFHFEDLCO LI TEE - FROFE H O E B (HFoBiHToRE: )

(BETE -#HY920icT=vI7dAhsdI L,
CAMEREEOMBE T ABEOROENTE L,




FMA4E2H 21 B
EVEREENERE B
WA AT ER R
FRFCHEE B & 2R
K 4 L &8

OB 04N 3 EEREA B FIER OMENTICBIT 5, MBEFERAKURIEHETEOFERIL
DWTHEUT D LB Y T,

1. BroesEs EAERBERRETER

2. ProtdsEs  NEEESoSFS - ERRIEREHODE - PR ORE

3. BrEES (FrgEef - W) BN - HEgR

(k& - 7UH+) =H @8 - 395 LrsFoy

4. wHEEEOWRNR

O E EFRTHERHLFEORRTA 8D

H i FEES FE LA AHE 0%2)
i\xi?ﬂ“ﬁaﬁ"ééﬁﬁf? - ERRFRCET D HERS - O = B A TER .
BEFEESERMEICET D EH | [ [ O
EEHEE OFTE T 5 ERBEI ST 20N ER [ N O 0
FOEEIZEYT D EAEH
TOM, BYTImERHIHIERHATLIE

O ] J0 O

Je#toa s . )

(K1) YHHEE SN YEHRREET S IS VBTS2 GEEN BT 2 REEESOEEREA TV AER. [HFEFER KFx v L
~HELREFOEENET LTHVRNESIE, REF) WF=v 7 T8,

T OM (FFRLFE)

(¥2) BHEESE, toEmEERTI L,
(%3) BibEio DEFENHRCET 2 HERS | (ERFRCHTomESEeH . (e ML BRFEITFRICE T2 H2EH) . TAEY
LT OERRWEICE T D HEEM) CERT IS, MHEBEEREATI L,

5. BEAFSESEONEEINC BT A REFTE~DOIGIC DT

TR REREE DR E N RRED

6. FIRHEKOER

LHEHREIC BT 2CO [ 0ERCHETAHEORE HEOE ] (EOCEESHFEOEA )
YIS BIT2CO | EEEREBEOFE E MR OEQD oSS ETELHE )
LIRS CO LD T DM - HEOFE A OEC (E0ESREOBA )
HIFEIEECO [iItonWTnigl - $RoFE H O ER FOBEIITORNE )

(HEEH) -#M¥Ts300EFzvr2ANDTE,
CARREORRTOBBORLERTS I L,




I RIEERR B B

20224 3F 11H

fapEs  dEERE

FBMTEREE B o4 PR

K 4 _BER &F

ROBB O w3 FERELSBEFRE OFEMEIC KT 5 MEELRRE ORI B EDEEITD

WTRETOE B0 T,

1. BHEERES BRI VER R T TR S
2. WrELEREEA NERERO R D - FHEVER BEEOPRE - HTERHI DR E
3. BEE4  (BIBREE - Bd) B - 20%
(& - 7V HF) I B - X F YRS
4. fRIEBHFA ORI
GRS ERCHERBEHEOHIA 060
H o EHEES EH L7 REE (22
el e
ANERBR LT HEMNE ERRFRCETHHE
| I n MIBIESH TAZ RS & T 5 EER O

e Gk

PRICET L iRERES) S

Wi TIOH SRR BT 2 fedt n = 0
EA B OFTE T D EREE ST S B R 0 m O 0
FOEECET DEAES
FTOM, FETIREREHSLNERATLIZ

1 | ] t

(5845 )

(%) BEMRESYSSH TR TSN 0 BT T2 HRIEHCET 2 HEEREOFENE LT DIEAIE. IFEE F =y
7 L—8HELERFOFEENET LT AWESE, (&8 EF=vsT52E,

T O (FralsH)

(#2) REBIHGE. TOEBBEZRIHTIC L,

(#3) BRibalo TEFOZEICET D MEES) . ERIRITRICE ¢ oREEH . Tt b/ A BETHITHEICE T O mERERH, TA %S
& T HESRNAICET SHEEH CERTLHER. SFERCREATLII L.

5. EAFEE OWEFEEICE T D AETA OIS 20T

e AT OSSR ZH B FEEE O
6. FIFFE OEH
HEFEHEIIBTACO I FBICETAREORE | 1 B 1(ECESEEOEH:

LHIEEREII BT ASCO 1 ZEARBORE H MR E D(E0RS IR
MR ECO LIV TOHY - BEORE FH OB E OECEEITEOEh;
BHERIBACO LIC 2 TORE - EEHOEE E O | M EFOBSITORE .
(BEZE) -SYTAs00Tev 2 BANADE,

- SHBEE OB T IEEOE LR TS L,




SF34E1 1E22H
EriRfEEERERE B

WA AR TRER
B RE B 4 KR
K 4 2R 1

wOBE D A3 EEEAGEHR AR OREMNTICRBT S HEEFEERR A CR AR EDEH -
WCIHBIT O &Y T,

1. iEEEy AR BEORAT S
2. WFITRRREA DNABEE O R - BIREERRORE - MRERoRE
3. eELS  (BIESE - B B _NER - EE
(e « 7 0 A45) +H BF-VFHF Hho
4. fWEHEEOWIM
HmEEoFEE ERTHEPHIEE O (%)
" 4t EEE L 2 L7 HES FEE (%2)
AT E LT AGRS ERAFRICETL4E LR RE
. | [] | MKEfes TAEdE LT AEESR |
BE ouy) B B S TS 1D YENL
BEF IR ERRRT T IT B S48t O m 0 O
A SHIE OFTE T 5 EREHEEIT BT A B ER O m o -
S0 ERICET B EAER
FOfh, FUTA MBS BITTATA D &
GEBt DA - y | B« - -

(3%1) MRS E PN U S ER T2 0L BT+ S GEEHICET I HEBESESOEENFATHIESE, THEEL) F =y
7 L—HE L ISHOBERRE T LT EBEeE, REE KFowsda0 L

T DM (FFRiER)

(2) REEICEST, FoBRFRET L,
(%3) BRI DE2RFoeicild S miiest) . THIRMRICET SREER). Tt M4 ) & BETHEAIFCET O GEE. TARY
S LT AEFRMRICET SipEiest) DR B, HFEERCRATL L,

5. EAGHESTOMFEIEENCI T 5 R EITH~ORIRIZ DWW T

R EERE OSHEIR ZEOE O RTEUO

6. FFEAROEE

BMIFSTH#BEIIBT L CO T 0EBICETLHEENORE | A O E M EoBsItogd HBEERELTHENEED )
MHFFHEBIIBITACO I ZESREORE A O & N (BOBaEEmEl . tERF )
HITEILE L CO IZ DN TOHRE - FEOEE R OB ESRSILTOER: )
HIFEIRACO LI DT D - FBoE#E FO E 8 FEoRsEtonNg: )

{(BETH) HET500F=vsdANLTE
- SHAEE OB T HBACR L ERT L




ENLARIEERP AR B

SFn 4% 2 18H

Mg ALBERIRE

PFTBHFEREBIR e 4 ¥R

K 4 _BAK F®d

WORED 0 3 EEIE AT BFAOIEE OMANITEICRT 5 | MELFEAR DU ORI E OB HIZ S

WTIZEL T D &R Y TT,

1. WroEssEs BB PR FRBOR T 702 2
2. WHIEEREA NI D A« FEIBTERBRE DL HR - WETEIARHI D 5 i

3. WgeEs  (PUREE - s £ 5 EB

NEREEIE B

(K4 - 7V HF) g 1 I =21

FTHAH T

4. fREBEORN

A DA A ERTHANH DA DHEBAN (x1)

H piia AT A L7 HEES REE k2
Nt G b9 2 Al [ 2 22 2 B3 2 f BE AL A
) E O n NIRFREF T A& AR5 & T 5 E %R O
fREE Ox3) WF9EIC B9 2 fERea St |2 UL
BR FIRFRE IR ZEIC B 5 fadt O [ ] O O
JEA G OPTE 5 FEhiAE B IS 1 S B EER O - O O
FEOEMICEET 5 IARTEE
Zof, MU A HEEH R LIEEATS L
(55t 47 - y | B . - -

(K1) MFEMTTEE D U2 EME S D12 Y72 ¥ ST~ BN BT D MR RS OFENHAL T HEIT,

7 L—ELITEREOFEENZT LT ARWESIL, TRER] Fzv 3528,

T O (FFRLHIH)

EEF] IZF =

(%2) REEHEIF, TORBEZRTHTD L,

(%3) FEILHTD TEEERFZEIC B 2 M BGRet) . TRRDIZEIC T o mEkfaet) . Te 7 o« BB FIRTIIZEIC 9 D fElfadt . TAZ XS
G & T HEARVTECBT DM EFEE) (ST 25613, UREBICREATL 2 L,

5. BAGE B OWFIEHEENI RIS 5 RNIEATH DX SN T

WRIEfmEEE O 2RI Z B RZH O
6. FIZEMHK OE B
UHFERERIZR T2 CO T OFBICHETZHEORE | A B K OECHAITEOHE:

UIFFEREBEICRBIT A CO 1 ZEARBEDH I

A .

#E O (IO AT ZTE kR

WHFIRIZAR D C O 1 IZHOWTOHE « BAEDFH I

Zel |

i O (EOLAITZ OB

WMHFFRIZIED CO 1 IZ DWW T DIEE « HH DA

A O

i W (HEORSITTONE

(BEFH) -#FEIT200F=v275ANDT L,

- RN OFTE T 2B OR bIEKR T 2 2 &




ENTARREREN AR B

HHEH

FTERTA AR R
K

20224 34 11H

ALE AR
% TR
4 _BR BT

ORGSR 3 FEEREA BB FSIEE OREIEIC R A MBS AR R ORI SEOETIC-D

WTHLL PO EB D TY,

1. HFsPsEEL LR BRI R B
2. WFEEERREEA AEEERORED - BEREEBERORE - iRl oRE
3. WFRES (EEE - L) EEE - BhE
(g - 7 V) BEE HEN A7 oA
4. fBEEEA ORI
B APE=E i3 EFTHYREE LB ORI G5
HOE EHHA AT L7~ 1558 FEE (%0
bR AEE
ARG LT B AEGEYE EERIFRICET D MR
] ] [ ] IBtES AR ET2EYR O
mH ox
BrEeic BT o i ER st o YER
B EESEENRICE T 58 [ | [
FEAREE CEET A EREBBICB ABMESR 0 - O 0
S OEEET D EREH
Fof, BETIEEEMbERATAEZ L
(Rt oA - y | Ho- = H

(%1) SMRTREN SR EE TSI Y )BT LSRR 2 REEEE

ZL—HH L IEHOFENET LTWARWESE. REL WFevr 7528

DMl (FFFEHEIE)

OFEBEBE L TODEAE, TEEFL tFoy

a

(%2) REHICHEESIT. TOHEBPEMTI L,

(3%3) BRLATo) TERRREfRi-BE3 S fpEicet, [ERPCAFI0 BT DMBEEsH). (b M/ o - BT AR B o aEeEeh . (A% R

S THEERAFECETLHESH) BT L8, YEHEEICREATL I .
5. EAEHEEORIERICE T B RIAT S ~ORRT 21T

T MEHE OZHERR N -
6. FimHROER
MBS CO I 0FRZETAHAEOREE | F 1 F OEoESZ08H:

LFTSEHBEIC BT A CO I ZEESREOCRE H B E D(ECHES IECEHRE.
WHERACO L IC-oWT Oy - EEOFE H R E OECEsTr0Eh
WMEZSITZ A CO IOV TORE - THROEE H O OE W (FOBSIIFORE .

(EEFEE) HYTLEF=vIrEARBsTL,

- SEBIREORR T ORECELERTL L,




ENLREERP R B

20214 10H

KEEE4 ENTHFZRBRREA
ENLRYE =R v X —

PrigitsessBic W 4 EER

K

4 _HtE W

11H

WORED 0 3 EEIE AT BFAOIEE OMANITEICRT 5 | MELFEAR DU ORI E OB HIZ S

WTIZEL T D &R Y TT,

1. WroEssEs BB PR FRBOR T 702 2
2. WHIEEREA NI D A - FEIGTEPBRE DL HE - WETEIARHI D 5 i

3. WgeE4 (B - W) NENBRBRRRRE  EE

(K4 - 7V HF) K= FuHny

4. fEEA ORI

5% 24 M oD A 4 TR TEUEDRH DLEDIRFEA (%1
23 BRI HA L7 K REH )

NERR L+ 2 A B R AR BT % R JEE A
) E O m SIRFESE T A% 5 &+ 5 E%F O
gt G PRI % (BRIt (e
BAR IR SRR T B 3 5 Faét O ] O O
JEA TR OPTE 5 FEhiAE B IS 1 S B EER O - 0 0
FEOEMICEET 5 IARTEE
ZOM, M AREEHSHIUTEATA L
(H88T D4 T - = O O

(K1) MFEMTTEHE D U2 EME S D12 Y 72 ST~ S BN BT D MR RS OFENHAL T HEIT,

7 L—8E L IZEMOBEENTT LTORWEAIE, TREE) Fzv s 352 L,

Z Ot (FrRc9HH)

MEEH IZF =

(%2) REEHLEIF, TORMEZTHTD L,

(%3) BELLATD DEAFFIEICEES S MmEfast) . TERAROTIEICBE D MmBtfast) . Te bF 0 A - IR TFRRATATIEICBE 3 D fmBifadt . T A &%
L LT HEFRUIEICHET 2 MEEE) ([T 2 581F, MEHEBICEAT S Z L,

5. BAGE B OV IHEINI BT 5 RNIEAT A ~DOXIEIZ DN T

WHTE AR ERZCE O3 IR it W

K%k D

6. FIESFHR D& B

YWFTEERAICRS T 2 CO T OFBICHETOMEDHRE | A A

M O (EDBAITE DR

WIFFEHEEIICBIT A CO 1 ZESHREOHE F W | O (oA Ty
BIFRIZR D CO TIZODWWTOHE - FhEOAH K A R OECEAITEDHRH:
WHFZCIZA% D C O 1T IZDOWT D5 « DA I A O % B (BRI ZTONE

(BEFH) AT 200F=v 275 ANDT L,
- RN OFTE T 2B OR bIERT 2 2 &




2022¢F 3H 11H
EHrrEEEAS R B
By JEEXRE
IRIFTEREE B 4 ¥R
EEI /fé |%% %%’

EOBEO A3 FERASBRAMAEORENTICET D REFEREE UREH S OFHIZD
WTHELFD &R0 T,

1. WA IR BEORIF R
2. WEE4A NERBE AL - BREMEERBNORE - TRAHORE
3. EFAS  (MENE - L) EES - BhE
(K4 - U HH) L RES A )
4. MmEEFEEOWI
U EOEE ERCHYMRHZEEOARFA %)
' & EEES A L B FHEE %D
LR
AERBEe A5G E EFRFRECETHHE
. O ] HIRIESH TA BB E T oERER [
e o
Hrstic B 5 fmEiEst) (CYER
Bl ESRENFE ST 56 E] | O O
B OFTE T B A T DM ER . - . 0
S0 EREICET b EREH
o, LT AHIGERHSBNEREATAI L
et oL y | 2 = =

(1) UEPAEAYBHIETEE T A S 0BT HEEHCET HSHBREEESOFEENFATHILIRSIL, [FEES EF =y
ZL—HEL CRR2FOEEFNRET LTWAREWESE, [#EE 0Ff=v 73528,

FOfh (i)
(3%2) RFEIZHEST., TOHEBTEHTLIL,

(3) FEIRAT [EEERRsIC BT 5 MIEIEst) . (HETIRICEY oiEiiEet. (v 1o/ & REFERTTIRICE Y o mEiEst. TAZ%
&L HEERAFTCET D HEEEN CEAT SRS, HESREIIRATDI IS,

5. BEIBHTORRERIC LT 5 FETH ORIV T

FRFARERECH ORI T M RER O
6. FiFmfEROEHE

UFEBEL BT S CO I OERICETIEEORTE | & 0 ¥ [N(E0HSETOEA: )

U BIT3CO I EELARBEDHE H B E O @E0BSETasE, )
HHIFRICELSCO LIz 20 ToHfE - #E0FE H B FEUECEGRTOER: )
UBFRIEDCO TIZDWTORE - EHOF R A O £ 0 HoORFRE0RA: )

(BEEHE) U302y rEANLT L,
CAEEECHR T SEMORLIERT L L.




S 44 3 H 4 8
EAEEFRAFERE B
HRES WRHENNRRSERY ¥ —
TEMHERNEE TR & Frfe
K 4 R h—

ROBE DT 3 FERELFBHR-AER ORENTEC BT 5, MBEFLRRLOHERREOEHRIZ 2V
TIHUTOEEY T,

1. WFRHEL BTt R R BOR I
2. WFHTREREA NREEROFE D  BEMERABODE - A ORE
3. HES  (PEISE - A ERERRBREL - AWHEtE

(B4 - = ) 4 &1 B -hFxo FTUY
4. fHEEEORD

2 ek D 7 ELTHNNSHEENLTA (KD
E & FhH I EH LI REE (%)

- i

ABRHELTBEGRSE - EXRFRICETAHE
|| O n KIS TAEHR LT ESER ]

HE ox3)
BB 5 miBisst s (cHER

RS FIREEERIT LI ET o et o =N 0 O

REAEFBHEOFIE T LEEERIZET 2 BB ER

B ENEIC T B A AR o O O
FOM. BET L REEH B AR EAT S C L
[ n il ]

(FaEt D HH )

(H1) HUFRESURFELERT IS 0 BT < HRIEHET IRBEESOFENFATHIEGR., 1HFEFS ©F=y
7 L—8E L T2BoEENET LTnnEsR. TREE WF=vr T2 8,

T O (FEFRHEE)
(7) AFEILWLI, LOBEZLRT 5 &,

(K3) BELLRre> TEESEWFR B 5 MRy, TR 2 MEEH. Tv Mo o Bi-FAR LI BI o fmEtesh. TA%EX
ST ARZRIFECHT 5 HEEE T 5543, YBEBICEATSELL,

5. BAZESE OSSN T 5 R ET&~DRIGIC 20T

FIE B ECE O 2 ERRIR ZEM EEED

6. Rl DR

HETGEEE BT CO I 0FREToHECKE | H B 8 D#BoBsReokm: )
WUIFFEHEICRT 5 CO 1 EASRBEORE H M O EOEARENCEE: )
MDA CO LImoVWTORE - FHEOEE H W E OECBSETORS; )
UGS EDE CO 1o T OEE - FHROFE B & B EOSEETONE: )

(BEFE BN Ts0RF=viEARDI L,
CHEREORBRY SREORLIERT 5T L,






