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£  BUBRMEACETDRREGBIBIEE (GFR) (CiE>THHEI N 22T ADBED
AR RURR T —4 ¢

GFRmL/43/1. 73m’

>=9( 60-89 30-59 <30 p-{E’
(n=72) (n=49) (n=63) (n=43)
371 50/22 34/15 44/19 26/17 072
(B/%), n (69. 4/30. 6} (69. 4/30. 6) (68. 8/30. 2} (60. 5/39. 5)
(%)
Fur (F) 39.9 +£13.2 46.1 £11.6 45.9 £11.5 54.4 8.5 <0.001
MRS IR EL 24.0 £3.3 25.6 3.8 25.4 +£3. 4 26.1 +4.8 0.02
(kg/m?)
IRENES, n (%) 18(25) 11 (22) 1118} g(21) 097
IR #EHA M FE 134+ 21 140 24 139 = 1§ 137 19 0. 21
(mmHg)
LR EAMAE 84 £ 13 88 + 15 88 = 14 88 13 0. 20
(mmHg)
mFZL7F=,1.14 £0.22 1.54 £{. 45 2.31 £0.79 3.63 £1.28 <0 001

(mg/dL) (0.95;1. t1;1.301 [1.25:1.43;1.701 [1.70;2.18;2 801 [2 73;3.50;4. 61]
GFR 120 =28 74 =9 44 +7 197 <0. 001
{mL/93/1. 73m?) [87:110;132] [65:71;81] [38;44;50] [12;18;26]

EB kK 0.60 £ 0.66 1.10xI. 10 1.08 £0.94 1.03 £0.81 0. 004

(g/24h/1.73m?) [0.13;0.36;0.82] [0.16:0.57;1.93] [0.27;0.81;1.83] [0.36;0. 89;1. 52]

MBFEZINT I, 470 £0. 38 4. 46 x0. 50 4.55 0. 38 4,53 0. 34 0.0
(g/dL)

R 0.21 £0. 27 0.32 0 33 0.23 £0. 2N 0.35 =0.38 00
C-RIGHE [0. 04:0. 09;0. 23] [0.13;0. 21;0. 42] [0. 06;0. 14;0. 361 [0. 08;0. 18;0. 53]
& X0 H (mg/L)

NT-Z00 BNP 64 =76 180 221 380616 769t 846 <0. 001
{ng/L) ' [22;39;76] [45;91,198] (78;173;409]1  [232:;456:1002]
MR-Z'O0 ANP 56 +28 95 *49 159123 279 =161 <0. 001
oENL? (37:49:68] (60;78;120] [82:130;193] (168;248;339]
MR-2"00 ADM 0.43 £0.12 0.65 £ 0. 20 0.90 =0.30 1.34 £0.39 <0.001
(n e/ [0. 33;0. 42;0. 49] [0.50;0. 63:0. 78] [0.69;0.89;1. 01] [1.15:1. 28;1. 52]
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x£2 BEBETOBHINE 22T AOEE(CHITS. TEGFR. NT-Z0O BNP, MR- ANP
EUMR-70 ADM M52 ED Spearman HRARE (p— &)

NT-Z'0 BNP MR-Z'00 ANP MR- 00 ADM
GFR -0. 609 (0. 001)  -0.705 (K0.001) -0.815 (KO.001)
NT--"01 BNP 0. 888 (<0. 001) 0. 737 (0. 001)
MR- ANP 0. 845 (0. 001)

BEEE : GFR. RIXKRGBLEE ; MR— 700 ADM, PREEFETO-F Kb/ AP2U2Y MR-
70 ANP, PREFETO-A—9A TFH MU DARIRMERTF K NT-FOBNP, 73/
FKHEIOB—F A TF MUTLRRERTFF.
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FEETE T p-f#
(n=112) {n=65)
R (B/%), n &%) 74/38 (66/34) 44/21 (68/32) 0. 83
E#h (5F) 4.8 + 12.6 491 = 111 0. 03 10
BE B EEAE K (ke/m) 2.9 + 3.5 25.7 + 3.9 0.13
WENEE, n (%) 18 (16) 16 (25) 0. 21
IR AL E (mmHe) 136 + 22 137 £ 17 0.72
AR HALE (mnHe) 8 + 14 88 + 12 0. 34
&S L7F=> (ng/d) 1.54 £ 0.61 3.21 £ 1.31 <0. 001
[1.14:1.40:1. 801 [2.21:3.10;3. 94]
RIRGSEBIE (L/4/1. 73m8) 79 + 38 38 £ 25 <0. 001
[50;74;99] [20:33; 46]
BER (g/240/1. T3n2) 0.87 + 0.95 1.95 + 0.83 <0. 001 20
[0.14:0.46;1.251  [0.61;1.09;1. 78]
nE7NTI > (g/d) 457 + 0.43 453 % 0.36 0. 50
RS- RGN 0.28 + 0.32 0.29 + 0.31 0. 59
& 215K (me/L) [0.07;0.17;0.391  {0.08:0. 16;0. 43]
NT-700 BNP (ng/L) * 182 + 305 579 + 717 <0. 001
[44:84:176] [117:321;745]
Z00 ANP (p EJL/L) ¢ 97 + 66 225 + 171 <0. 001
[48;74:128] (111 ;164:274]
700 ADM (h EJL/L) 0.63 + 0.28 115 + 042 <0. 001 30
[0. 43;0. 55;0. 79] [0.91:1.13;1. 36]
BRZE : GFR. AIRAEBLLE ; MR— 7OADM. RREURTO—7 KL/ AT2Y Y ;
MR— 7 CIANP., ShSUER IO —A—% 4 7F FUDARIRERTFE ;
NT—ZOBNP, 73 /KRS TOB—4FF UYARIRMARTF K,
F_gi3, FH+DELT, RUEVIGE. MHICENATHICDNTHESR.
RBE (=AU7Y) . BEAED%E LTHREENS,
¢ NT-TEBNP. MR-TOANPRUMR-7OAMDINIEL AJUiE, EREN. 1TTADEEDITA,
1TTARTMTIBAICBWTAFTE L. 40
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% 4. 2% Cox Proportional Hazards ARETFIEBNTO. BEOCBOEREH L
BiliERE0kETEDO/ME -

EFNI EFI 2 TEFIN3
Fin R UKER Fap. RN, GER Ewn. MBI, GFR,
DWVTHRED BRUS 189 BREE & ST RERD
Ehiz [CDWTHEiEN/~ NT-ZOBNPIC
DWTHRE N

ZH
A2 UAB) HR {95% Ci} o HR (95% Cl) HR {95% Cl) p
GFR 0. 21 <0. 001 - -

(1 SOEFHAY)’ (0. 13-0. 34)

AV 1.27 0. 032 - -

(1 SDEFHY)’ (1. 02-1. 58)

NT-="3BNP 1.45  <0.001 1.15 0.127 -

(1 SDERHAU)? (1. 24-1. 69) (0. 96-1. 38}°

MR- C1ANP 2.88  <0.001 2.1 <0. 001 2.90 <0. 001
(1 SDEHAHAEY)® (2 25-3. 68) (1. 59-2. 80}* (1. 94-4. 34) "7

MR- 1 ADM 3. 41 <0. 001 2.60 <0. 001 -2.62

(1 SDERHAYLT (2 61-4. 45) (1.85-3.64)* {1.84-3. 74) ' <0.001

BRER : GFR. RIRKEALLE ;

MR—ZOANP, chRAEIETO—~A—F A4 TFH MU DARRERTFE

MR—Z7OADM. RRFEZETO-TF L/ A2

NT—7OBNP. 73X /XRKHTAB—947F bUDLRIRERTFE,

% : GFRICBBL Tid. 18D & U AL MAIMI/S/. T3 THY., ' 1 FNRIFUREIC
BLTIE. FhiI20.92e/2485/1. 3m* TH Y, * NT—FABNPIZBAL TIX. Ehid527ne/IT
HY. S MR—FOANPICEAL TIE. FhIF13pEN/ITHY., ETLT' : MR—TOAMICEL
Ti%, Thid0. 4&2nEN/ITH o7z

' . MR- OANP, MR-ZOAMBRUNT-ZOBNPIZREFICGEEhiamo/kss. LhLRUER
D ERS. MR, GFR. # MU BREICDWTHREIE N,

1 MR— ZOANPRUMR— 7 OAMIREBICEEShan o720, LHALRUER : Fin,
8. GFR, & > /8o FIRERUNT— ZOBNPICEAL THREIS N/,
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Fig. 1 Fig. S
B5ES : 5(ADMD 7 = / BEa%) :

BHES : 1(FL-FO-ADMD 7 3 / BEERFI) :
1 YRQSMNNFQG LRSFGCRFGT CTVQKLAHQI YQFTDKDKDN VAPRSKISPQ
1 MKLVSVALMY LGSLAFLGAD TARLDVASEF RKKWNKWALS RGKRELRMSS 51 GY

S1 SYPTGLADVK AGPAQTLIRP QDMKGASRSP EDSSPDAARI RVKRYRQSMN
101 NFQGLRSFGC RFGTCTVQKL AHQIYQFTDK DKDNVAPRSK ISPQGYGRRR
151 RRSLPEAGPG RTLVSSKPQA HGAPAPPSGS APHFL

oooao
oooad
Pig. 6
Fig. 2
BHES 6(FL-T0-ANPO 7 = J BERE))
BE5ES : 2T 0-ADMD 7 = / BEERFY) ¢
1 MSSFSTTTVS FLLLLAFQLL GQTRANPMYN AVSNADLMDF KNLLDHLEEK
1 ARLDVASEFR KKWNKWALSR GKRELRMSSS YPTGLADVKA GPAQTLIRPQ 51 MPLEDEVVPP QVLSEPNEEA GAALSPLPEV PPWTGEVSPA QRDGGALGRG
51 DMKGASRSPE DSSPDAARIR VKRYRQSMNN FQGLRSFGCR FGTCTVQKLA 101  PWDSSDRSAL LKXSKLRALLT APRSLRRSSC FGGRMDRIGA QSGLGCNSFR
101  HQIYQFTDKD KDNVAPRSKI SPQGYGRRRR RSLPEAGPGR TLVSSKPQAH 151 YRR
151  GAPAPPSGSA PHFL
0oooaod Ooooao
Fig. 7
Fig. 3
BHES : 7(F0-ANPO 7 = / BfgF) :
EHES : 3(FO-ADMN20D 7 = / BAEZ5!) :
1 NPMYNAVSNA DLMDFKNLLD HLEEKMPLED EVVPPQVLSE PNEEAGAALS
1 ARLDVASEFR KKWNKWALSR 51 PLPEVPPWTG EVSPAQRDGG ALGRGPWDSS DRSALLKSKL RALLTAPRSL
101 RRSSCFGGRM DRIGAQSGLG CNSFRY
Ooooaod
Fig. 4
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1. I::I Claims Nos.:
because they relate fo subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.: : .
because they relate to parts of the intemational application that do not comply with the prescribad requirernents to such
an extent that ne meaningful international search can be carried out, specifically:

3. [_] claims Nos:

because they are dependent claims and ara not drafted in accordance with the second and third sentences of Rule 6.4{g).

Box No. il Observations where unity of invention 15 lacking (Continuation of item 3 of first sheet}

This International Searching Authority found muliiple Inventions In this International application, as follows:

see additional sheet

1. m As all required additional search fees were timely pald by the applicant, this international search report covers all searchable
claims.

2. m As all searchable ciaims could be searched without sffort jusiifying an additlonal fees, this Authorty did not invite payment of
addiional fees.

3. As only some of the required additioral search fees were limely paid by the appficant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. I:l No required additional search fees were timely pald by the applicant. Consequently, this infernational search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest D The additicnal search fees were accompanied by the applicant's protest and, where applicable, the
payment of a protest fes,

D The additional search fees were accompanied by the appficant’s protest but the applicable protest
fee was not paid within the time limit speclfied in the invitation.

|:| No protest accompanied the payment of additional search fees.
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This International Searching Authority found multiple (groups of)
inventions in this internaticnal application, as foliows:

1. claims: 1-4, 7-9, 11-15(all partially)

Method for prediction of the progression of primary chronic
kidney disease or for monitoring chronic kidney disease
therapy comprising determining the level of a defined marker
or use of the marker for the prediction of renal endpoints
in a patient suffering from primary chronic kidney disease,
for the prediction of progression of primary chronic kidney
disease, and for classification of such patients into
progressor or non-progressors, the marker being (Invention
1): (mature) ANF (A-type natriuretic peptide, seq. 8)

2. claims: 1-4, 7-9, 11~15(all partially)

see above with the following marker: precursors of ANP
(proANP and preproANP, seq. 6 and 7)

3. claims: 1-4, 7-9, 11-15(all partially)

see above with the following marker: fragment of ANP
precursar: NT-proANP (seq. 9)

4, claims: 1-4, 7-9, 11-15(all partially)

see above with the following marker:
fragment of ANP precursor: MR-proANP (seq. 10)

5. claims; 1-2, 5-9, 11-1B(all partially)

see above, with the following markers:
Invention 5: mature ADM {adrenomedullin, seq. B)

6. claims: 1-2, 5-9, 11-15(all partially)

see above, with the following markers:
InVengion 6: precursors of ADM {proADM and preproADM, seq. 1
and 2

7. claims: -2, 5-9, 11-15(al1 partially)

see above, with the following markers:
Invention 7: fragment of ADM precursor: PAMP ({seg. 3)

8. claims: 1-2, 5-9, 11-15(all partially)
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see above, with the following markers:
Invention 8: fragment of ADM precursor: proADM C-terminal
fragment (amino acids 148-185 from pro ADM)

9. claims: 1-2, 5-15(all partially)

see above, with the following marker:
fragment of ADM precursor: MR-proADM (seq. 4)
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