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1. — b F T 0356 1k A P 5 T il /N Al B B Pk AR A T 1, BT 7 VA4 -

AL 95 I i/ IVE 20 A A I R e ke

or I P o W R B R AR ROKCE, Irid A &® 2 B & -6 (IL-6) BLE At
% -8(IL-8) , BFTiAFi & ;

FHorp, 2 BT IR A Bk A/ 2R B3R IE KO KT R 5 A Ak & e ke ) 20
ZINE A L R 0o REERE P P R IE AT, W 7 B A 5 a0 /NP 4 e LA B 2

2. WOBURIEE SR 1 FriR 7515, HAFEAE T, X T Brid 1A 2 3R 18 7K 7 19 Fridk U 2 48,
F5I5E ahd BTk 1/ 2 19 mRNA (7K

3. QAR LR 2 BTk (1) 7715, HAFAEAE T, Birads 52 A4 5 & PCR $R \northern FIE
HAR FEFH AR TRAC HiAR R Fehric M RIS CAR G AR —FhE 2 .

4. ORI ELSR 1 B (9 75125, HRREAE T, X T BTk A - R 1R IA KT 1 Birads il e
FEIE 3 A R B E K

5. QUMLK 4 Prik (177 1%, HAFAEAE T, Pradk I 5 0. 45 ELTSA FoAR AWML ISR 1R
AR A 52 A | 9% B R R I IR FE S EOR R AR D AR AR 5 74 G H R T
() —FhEZ P o

6. TR ELSR 1 Bk (19 7512, HRREAE T, 5 T BTk (B R B9RIA KT 1 Birads il e
FERINAE TL-6 B TL-8 1 =i T RIS B A AL R K F

7. QBRI EESR 1 ~ 6 AT —TURTIR B9 7712, HAFAEAE T, 5 B DU Brdk (LA = 1)
TRV 5 FriR st BEEE o TR AN R REACERI L &2 1.5 30E &, e 7R Frid AL
GBI N E A L BT EEE

8. TIAURIEE R 1 ~ 6 AT —TFTIR 77 V2%, HAFEAE T, 45 P Pl = pridk (A = 1)
FILKV5 Frik st BEE P T AN R REACERIEE &2 3. 5 B0 &, e 7R Frid Ak
GBI N E A B B

9. WIRLRNZER | ~ 8 FAE—TFTIR I 777, HARFIEAE T, BT ad "B 20 it /N 2 M 0 1 A 4
MO T4 e

10. SRR EESR 9 Frdk (97515, HRRAEAE T, Brid B O il /N 40 e R 1 A i, O B2
Ji A 4 B B SR 18 30w 40 2 B 40 i

L1, SRR ZESR 10 BTk i 7775, HRREAE T, Birids 5 i i /N8 40 i 2 A Dt AR 5 it /)
E Y0 HK-2 4Hfig, B LLC-PK1 4HfE.

12. OBUREESR 9 Frdk (97515, HORREAE T, BT il B i il /N 40 i 0 B 48, 9 B
JVR 6 -4 B 1) 78 5T T4 M B 5 5 Pk 22 BB T4 i 3 A oK

13, GIBUCRIESR | ~ 12 AT TR () 751, HAREAE T, Brids i th /NE 4l i 2 N B ik
i/ NESH L.

14, JOBURIESR 1~ 12 AT AR () 7515, HAREAE T, Arids e h /N 4t i 2 A Ak
i/ NESH L.

15, ACFIEESR 1~ 14 AT —TATR 9 7715, HARIETE T, Frid e fiidi 47 20 8 /N Bl o
/N =GR

16. BAUCFIEESR 1 ~ 15 FUT— TR K 775, JEREAE T, ik B /e 2 3 ~%4) 14 K
W) N — IR IR
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17, AR SR 1~ 16 T — TR AR 7732, HARAEAE T, Frid e 0 55 i Biridk ' 30 e
JINE A L R B S IR 249 0. 001 ~ %2 1000 1 g/ml (1) FFdk SR AL &4 .

18, WIALFNEESR 1~ 17 T — TR 7732, HRRAEAE T, Brid "B T il /)N 400 o )k
TS 2 RS 2 A L REE R IR LG 2D B AR SN NE 3D KB E
B SR B A BUMIR 2 A N E IR 3D B5 =4
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TS RN E ARRE S 1 R RSN TR

[0001]  AHSCHIIHRIAE X 5 H

[0002]  AHEER 2012 4F 7 H 20 HRA K L E i % 55 61/674, 018 5, PA K 2012
E 7 H 25 AR E G S 61/675, 680 S AL L BURIRL 35, HL A 28 it 5| 4\ AR
Yo

ARG
[0003] AW KA T AL S P01 il NVE 4 R B e (B RETINE A &) 1
IR TT i

EREAR

[0004] ‘HRAVESEENTEEREZ . BEEAUALERSES 2% SRS
(AKT) BN 9 » B s A R e A B9 (ESRD) (1-3) o AKT AT ESRD &2 AT I A 22 AN
Lo, H HARH T &N (1,4,5) « FrAEREE AL 5% [CU BFHFHZ) 20% -30%
R A% AKT, I X S5 51 A7 29 20% -25% HR T 8% 2540 (2-4) U AH
ZENE IR, H B ST REPEIE E BRAL (6) , IX B EUR AR AGE , 40 COX2 HIil 71 (1)
fHL (7)

[0005]  JEH I & 5 AN AEZJW) R B e AR 0 R 1, ELS B0 R BT 9 1) 254 4
AP 2% 0 3 B 19% (8) o FFH, HT BRI KIhEefiE &, B2 RN A Ty
e JFAEBHE . —MNMERGE S EES, HasmEiEd/hE 0,100 . JFH, Bk
e RIS 5 N e PR T 6 ) 6 85 R0 G ) SRV T, DA S AR i 3 G0 R i 28 b %) R i e AR AH 9%
5

[0006]  — N2 n] A = LA R P A S0P (I PR AR A o B4 2R 0 ] i 52
[) 22 S 11 RS2 ML, S LA AE L T L, 48] 2 vy ol AR FTAIGIR B e 4h, BB (BU) R3] 22 4k
(REACH Akt it Fa A B3 LB IR ) DL EERHIESR (ToxCast Fl Tox21) $&& 1 AH&4b
BRI G0 . 28 M B BRI UE A TIOR8 ' B e R S M A B BT AN AT . 2R XEAE
T A G SRR AL S % (11-13) .

[0007] 7E'EH, FiE i/ NE (PT) 4IMe s T s =2 B s, XIARE T HAZGY
KA WA E @A /NS YR 4 RER (2, 3) o PT JRMERI AR, 51 A AIHE 48
Mo & HK-2 (NS —2) 1 LLC-PK1 (Lewis i@ - J&'8 1), C/EARSNE s 2r p B N H . 28
T 5 73 A2 410 i B B0 PR T AR B I il /NP 4l (HPTC) (14) J ELX #8500 (1) B 55 4 o
AU (13) , RIFA T 5K A B Dh e BRI 2P i e AR Rk A2 4k (15-17) o R4,
55— Fc 4 B B R S R 2K i, B g BT TS A HE PEER ATP 4508, AR T2 B A
PEREVEROBE A A DU R PR B SR PE AL O R PR AL A D AL R T S PT Ao 35 14 441 e
ZI ATP SFERIE B AR I, K2 B A VIR BT A =Rl i R B A AHELUER (18) .
[0008] &R ANETT VAR Z SHEAE WA SE [ IS VLA CBRINBIA L 36 & AR5 74
SRR 0 (ECVAM) A 2 22 B ARG B X B8 B 1) 2 B 2 L RIPP A A O / B ARTT ISR UE#S

4
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IR ZS 22 (NICEATM/ICCVAM) ) B I v AR 044 A1 B 53 2 2 (1) 36 UE 77 V25 R AT ART 6 it
ECVAM V&%) — TR A 156 AWM ISIERTHT A4S T 1 24328 (19 . CRAAREER
29I ARG I IE 25 10 SRR R B TR 4N B B 2 i e A (20-24) , {H H AT il
DUTEANEH o T BRFF R () il S PR B FE M BB 2 T e 4t i (25) 5B AR Eh Al
(R R AT RE 2 51 R ST i) 22 e M p vl 8. 70 R AR 828 1 BRI G PT ROARZY b 419 2 A
5 (23, 24)

b B

[0009] AR BH 75 V500 S T TG A4 10 B 3 il /N s PE R AR ARS8, BT A4 4K

I AT AR TINAAR B PE . BT 75 vk R A B O it N E Al P ) TL-6 R/ B TL-8 3R IA K

KA MR AP EE

[0010] AT &AM I8 AT R A0 b AT , DR S mT SR 455 T T30 T A4k B i i/ NE 1

BRI RREAL

[0011]  AE—&iF A A, B A 28 ) m S0 R ] DAAH 24 &5, 9l , 2 76 % —85% .

[0012] 4B R AT RS A, BiTid 7772 ] so vV N 25400 4 it R A ) BRI PR

RO BL R B IR/ NE M. TR TRINGE 716 T R 2 M2 5 A B2, JF Bt
T B EE I R SO R P B 2 RO R AR B A

[0013]  7E—ANJ7TH, AR BIERAL A T itk &P S T i/ NE B0k r ks 77k Fnid s

TEAFE, IR A5 B I /N AR AR A R, DU BT AR A R R

KK B FI 22 A3 -6 (IL-6) BUA /3 -8 (1L-8) B IR o 45 Pk Pl +
IR MIRIE KR T R 5 BT Ak S H2 Ak 140 B 30 /DN 400 i 1 ol B o (1) 3R 1A K

U'U%E/Tﬁﬁuﬂlhﬂ)c/\%wxﬁEHzl/J\ FOH L H A ER

[0014]  XFT AN ZRERIAAKFE I v AHE 052 40h5 A A mRNA (197K, I B n] G4

5 & PCR AR northern EFVEHIA FMFEFIFA L TRAC FEA R GAR LT AT A% AL

(phosphorimaging) Fi AR —FrEi 2 Fi.

[0015] T A 2= RIE AT I 5 nl ARG U058 4 0 A A R B A KCF, IF BT

ELTSA Hi AR AR IR BOR AL S A TR | 3 ER R R I SR B 7 e AR 2 e ds

ICEARFNZ AR SRR P —FhE .

[0016]  X}T AN ZH R E A I 5 nl A FERE I E 1L-6 B 1L-8 1 T4 N RISk E

SRR

[0017]  ZWRREE P AN R RIE K ST AN R HRE AP REL) 1.5 57

B, B2 3.5 B WG BT S0 A L A e BT il NVE i i B E .

[0018]  FTik &3 /N 40 M T YR E AR AN MU B 3 T4 M . 72— 2o sty SN, Frid B ik

it /N A B YR A4 4 B ERCRT DA iR AR 20 B BROCR 1 R 4 R 2R ) A T, L 4 N\ AR I

1 /NEF I MY L HK-2 40 fe Bl LLC-PK1 41 ffd..

[00191  'BF 3T il /NE A MO mT R 3 40 i, FF B nT DA MR G 480 B[R] 70 53 40 B B 3 T

Z fe T4 K

[0020]  7F—2EsKht 77 3P, PraduT il /B A e N B il NE A . AE — e st 7 =0,

B i /N 4n e JE N /N 4.
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[0021] P fEfil n] HEATZ) 8 /NA B AR 8] BTk 2f i AR AEL) 3 ~%) 14 KK —
B[R] B — IR IR

[0022] By i 42 fich m] A9 F5 7] B oA B I it/ B A B 0 KR S N UK B2 R 49 0001 ~ &
1000 w g/ml A4 54

[0023]  FriRPUEE r] DU R G 5B 2 RGBS B R TR LS 2D #5555
Yy ARSI INE 3D KA E B IR B F RSB R N5 FRR 3D 3R

[0024]  ARAIUIHE AN SRR AR & B R T B AR S 7 SR R A DL B 2 B A AR R
AH 5 77 T AR

R{ESpizE:):

[0025] A< HIIE (1 B B T Fmads , ANl it o 9] 77 30t W AR R B 1) s it 7 =K

[0026] P& 1. MR E R R AIAREWFRFIL . A A FAE R ALK R HPTC (1 A 4)
H 2. 5mg/ml JRRKEZE (BAGHIE) M 10w g/ml CACL, (VER TR (k] . (3 0
) AbIE. LA IR LR E R 1 S = DA RR R &= ] R B B = M AL X Bl TR ORI
P SR A SR IA Kl oPCRIE (W3R 19 5149 (Bl 27)) o HIRBRME T
A HE R 5 R RIA +/- FRUERZE (s. d. sn = 3) o G SLIG A EAA S BE A F 2 (B 1
SEN Lo AHRTT BN BRI B35 2 R (P<0. 05) HAE T HRR.

[0027] W& 2. FIEma R 2k . fF HPTC 1 #&fhi th/NVg (PT) - #r et B e (A 1L AR,
Rl NETLTENERR (A2, PR SoeEEM Y (4H 3, GE), Hak i x #fs
N (BRIEXS B ) o ZEEI R 1L-6 (KZR ) Al TL-8 (FRZk ) XT3 xt B R IA K
CPYME +/-s. d.) o ZEMVEE LA, 70000 B i 2 tH B A g K A T

[0028] [ 3. REUE HFEFEA S Im AL ek — 3. ZEIEDRIERERE 5 P AT
TN RS R R BT At DRk, 1% B BOR S5 E R EEE B SR — B . AR = A
[FIEIR Y HPTC LA S HK-2 Al LLC-PKL 447 vH 5 A (x ) Y82 0. 3-4. 0. 80%
{EL FH S 2648 7 DT b A

[0029] P& 4. 32 TAESFME (ROC) Mgk, THEXTT St / 288 B %5 s — bR E 5L
FIFbR EWRIZH A ROC #1280 R 2R FHAN (AUC) fHS 4 TR 6. N T HE, BIF[H
SR R I BT A AR Atk / 282803R15 16 ROC Hh 2k (WfArEmA S ) .

[0030]  [&] 5. 7E P ANAS [ 4k X (1) HPTC (1-4) H i 3T qPCR I & A5 SRR RIS, (x
B ) 8RNI 31 AN PR B AH % 1k 7K F LA GAPDH RIEMH 4 e Bos (v &) o« HERSRF
B +/- PREIRZE (s.d. sn = 3) . HTREKFAR, AFRERK y #0488 E AR, I
HXTF o “FEVIEIEA (SMA) M EA (VIMER) KA log b, W7 #am
i A4k B 3 TR AT AL L AR, LR b HPTC 45 S5 P 3 RS A5 45 B b B A 45 <K
WIE & E -1 (AQPL) 2= KBS N(CD13) M8/ 1 (Z0-1)  N- 5% 85 1 (N-CAD) | E- 54k
FH (B-CAD) . v - AL (GGT) \25- FILYEE 2 D31 o — B4R (VIT D3) . HifEEEZ
+ 5(GLUT5) « Na+/K+ATP Jilf "B 7 e PEFS R 22 1 (KSP—CAD) W& F PR3z 240 it B s il A O T o
BB E A (NGAL) B 4% 4+ -1 (KIM-1)  ZE/R A8 G (Wilms” ) Jiffgd FE R L (WTL) \ Jloh) &
FEIR 2 (PAX2) 2B 2GR 1 (MDR1) « Megalin Z 1 (MEG) . Na+HC03- L4415+ 1 (NBC1) <7
BB 552321 1 (0AT1) « OAT3VHALBHE T #eiz+ 1(0CTL) A HLIE T / Wz

6
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2 (OCTN2) T FAE L IR i 12+ 2 (PEPT2) BN A 5 11 4 28] B L 4% 12+ 2 (SGLT2) o kAt Bk
X B S A R R R R AR EY) SRR A (podocalyxin) #£ (PODXL, '
/NER ) EE P IE Kb (CLONKB, Sz (T BiAr ) | W MR iU Ay — &AL 62 (NCCT, 32t o /)
) Nat/K+/2C1 - L2+ (NKCC2, Henle BEFEFSTMHEL ) VIR IHZE (UMOD, Henle RfiFEFSZ
FH Bz v Bl /NE ) R AQP3 (BEAE ) o SIS WS35 3R 27 A1 28 DL 27 (3K 19) .
AHTES 1A (P) I HPTC. ASCHI R R SIAVEHTER 5522 P 5 1Y HPTC Frik{3 145
— ¥ (S WSHE Wk 27) « B, SEAHTR A m & AR50 HPTC Bk 45 3 — 3,
OAT3 1 OCT1 PARRAR KPR, FF H HPTC PAAHNS @1 7K P 3Rk — S AE B WAy / B 1 e i
RN FZILRIFREY) (NCCT A1 AQP 3) o« FFH., VIM PARI/K TAEAR SN R IA 1 45 b 5 56 R 45
R—E (SE 30k 27 A1 46) o —2L HPTC e PR AR B4, 10 GGT. CD13 A1 Z0-1 DMK AK 3R
i5 (FE3RE ATCC () HPTC | 4545 0. 4% I GAPDH %3k ) . 7F GGT € & PCR HE C. T 4o wil
NFF (A, Saito, K. Sawada Fi1 S. Fujimura, Hemodial Int, 2011, 15, 183-192.) HIFH T, H
SRS ME B AR E L AKCEA—3. S8R0, GGT ZEFK [ ATCC ¥ HPTC T Thee (% ik
27 1 28) FFH CD13 BL K& Z0-1 Al i@t G s Al G s e il 2 (2 0LE 6) -

[0031] &1 6. I8 3T Hn )% Gt RN 4 ElLZEJU 2 1 HPTC 1 A0 4 A bR Rk . it s 4t
R (A)Z0-1. (B)URO-10 Fl (C)CD13. B IERE A 70-1 AL NEFE A2k 22
WK R R TR T 2 B & e EuflR 50 um(A 1 C) A1 100 um(B) . (D)CD13 A
Na+/K+ATP B a P @I % BRI . SR o — 08 & AE N L EEGT . 100kDa Al
50kDa 73 K/ EM 25 A BoR T 2o UM o) BRI S Qe (o T E IR T 5%
SCik 27

[0032] W& 7. RiEME Lo ZRBE (matrix) dHS5FHME (0 MBAYE ) lhm AR R4
LERM IR EFHPE (TP) B FHME (FP) B (PN) ATEBAME (TN) e . RIERE &
(performance metrics) HE Mo

[0033]  &] 8. GAPDH 7K V- FIZH B . 1# L qPCR JU5E GAPDH /K ( Witk ) I HiEid HCS
SR EE T (A k) o PR ERERUARKRE 5 M Rnueamiie il CF
BME +/-s.d.,n = 3) . FrAEUBMAE I E 2 RR. HHPTC 1| 3R 455,

[0034] & 9. (K 1) WEALA YA TL-6 A1 TL-8 £F HK-2 Fll LLC-PK1 4t e A (1) B =i R 1A 7K
e, ZRFH AL MINRALE Y, A =4 AL (a1 - 22) AR B PT
Fd. H2(a 23 - 33) A A EES PTHIEE ARG G SRS SR, 430k
EW) 34 -41) RFEIEEFHASY . 1 HK-2 A LLC-PK1 40 f 4%/ Lug ml™'~ 10001 g
ml XA AW . 1R B R G B AT AT 45 2 290k S A B (7 TL-6 AT TL-8 (18
EFIEKE . B BN T AR BB R IA SR £s.d. b =3). AR 1P ER
i R RIE AP AER 15-18 o Bon, HyEdl BoR B IR 20k 2 FR1F R IB KT
[0035]  [&] 10. (5 2)HPTC H ) IL-6 Al IL-8 () miRIAK o (YR B A R = A
IR HPTC S5¥KEEN T g ml'~ 1000 b g ml ' 41 Bl alib S8l %R T H R
FHAZVE H FATART 45 58 2 WD FE L2 3 1 TL—6 AT TL-8 i ik K o B Bt T3
XA RIB AR £s.d. (h = 3) o ALK 2 P BRI & ERIEKPER 9-14 158
W, HPEAE R BT WA 2P0k B RAT R IE 7KF

[0036] P& 11. (3R 3) WRIMEL UL « BH A BH 1 5 SRl o DA S R A8 R S P ok B ) S e 91

7
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AEFTREHPTC 1 HURE SR 2 FHURAENBIRHEF . KA 2.0 FB{HE. HX T4
25, 20— FhbR B R A E S T BOR T BME, WP &5 SRIF A (5 o BT
45 58 25D, P RRR A2 R I 2R R A I T BREL, WK 25 RVAZEN BT () o T ix e
SRR VESS S, v S R BRI e B . R e SORFAYERIZE 1 254 (TP) =R DA 22
R4l 1 250 BB AR SONFYERLE 2 F1 3 254 (TN) BOBCERSRLL 19 Fhad 2 Fi 3
RIZ3W ) s B

[0037] & 12. (R 4) BIME B « BHPEARH M 45 SR e LA S R B RN R 5 P v ) S e 1)
HPTC 1 HURESE 11 PrsBdaEmEFE (R 3) . AREER 4 o, Sz B8R 4£ K H A R BI{E K
L ZBIE N 3. 5. FEANMERE LI 11 BUiE (R 3) .

[0038]  [&] 13. (3K 5) XFHFHME (TP)  EBIME (TN) R B ARr 5 B2 I E o TP 58 LA
I Z RIS E S B R B PT fr e M i R Q2 MEW, A 1) o TN 52 SUAFEFRA
(R3S 2 B TEREE PT £ R B B Z AR S 5 254 (19 Fh2g4 41 2 F1 3) o« fifiT A
AN R BB A ZREFH A B PR i3 45 SRR T-38 3 M 4. TP M TN AEFR7R 11 0. 3 ~ 4. 0 (11
EHAEERE AT, B RE. B E, R REE A 2 (TP/ 4 1 Z3 A8
E X100% ) s E T 40t (TN/ 41 243 2900880 X 100% ) B th. REEME: R
ME AR THRS S, 5 TP (REUE) M INCERRE) MHNEE -FHEr. ETRA
A 41 PRI S R, 1 B 4l M S BRI R 59 TP AT TN B ECE: DA SR BE (1) R 0% AR S
FEH . AREIPR R R B AR R E R H 7 e LEIR B R0R T 3.

[0039]  [&] 14. (3 6) AUCH . ZRIS LTINS A Atk / ZEAL () ROC 2k AUC{H (&
4) o XFT HPTC, & WonFIMEM A E . I [L-6 B 1L-8 BUX Pl ks E4 14 A1 AUC
i . AUCAH >0. 5 R AL TR S (chance) o

[0040] [ 15. (K 7) MEREARHE. XK SLE T W T PERR R A P RRS . (8 SCA R
JERNRS 5 8 2 [ B P 3ME ) R BUSE R B2 S BHME TR (PPV) B PEFIINEL (NPV) FiT AUC,
TE R VRE 5 E PPV FINPY (115 0L, o BA 3. 5 NBE IR HIME (S LK 3) . KT AUC
{8, SRR A PR AR S A S TS R, XEE 5K 14 (% 6) KL —3, 1T
BT AEHRXER.

[0041] & 16. (& 8) X} 1L-6/1L-8 KA E =25 WME M L. f# HPTC 1.HK-2
AT LLC-PK1 40 fa 42 i i ik 41 Fhl A &40 X T IL-6/1L-8 R IX K EH4E 2L T 5L w0 45
R ORI 2) o MF 20— P EWAATATIRE N BoRfREIn 3. 5 5808 &, WPk
SR AR (1) o MR EMRIBERFIRT 3.5 65, WPz RERHE (). &
T HCS W AN EL E 1T 1CfH. BHTEEWN B EKIE (1000 g ml ) B, 400875 77
>50% , MIMK T >1000 u g ml "AIME. 7E—LiF A R E A s (\D) . (R 8 G SEQ
ID NO:5-18) .

[0042] W& 17-26. (& 9-18) IL-6 I IL-8 MIFKIAK o =D AFRHRK K HPTC (1-3) LA
Je HK=2 A LLC-PK1 ZHi g2l 29 1 w g/m1.10 1w g/m1.100 1 g/ml 1 1000 u g/ml [¥] 41 Ff
AL A CERARTTER (0 v g/ml MR ) o AR IR & BTN 299 (O AH R 34k . IXBb R
FIH @ qPCR PE I [L-6 8L 1L-8 FRIKHIK o BT W AHRT T 840 HE 1) -3 R4 5
H+/-s.d. (n=3) . fE—EEH A, R E 40 MRIE T AR 2 KL K (ND) o Frill 8424
PR FEIER (11 g - 1000 1 g) o, X T45 8 25 AN 40 fu S 2 / #EIR &I e 1 TL-6 B 1L-8

8
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RIS EREACEFR B CHHAE) o RT3V A REEY / #ERH G RGO IX L i
FRISEFTINE | F 2,

[0043] [ 27. (& 19) S HFRIHEME S BoRE AR EWR S5 (IE
[A] :F, RIA] :R) P30 38R/ AR RS (bp) RN

[0044] & 28. ¥ [ AJEMG T4 (HUES-7) BRA B S ML A T4 GiPS(B ) -4) 1
HPTC FE4R A Y TL-6 FiT TL-8 MIRIEK o WAL A4 CuCl, (PT Hr R EF R ) . 4 F
(HEPT HEMEE &R ) AR (AEEEM) DL x BFTRIREEIN. 18T gPCR &
[RIZRAK 7K, I BRI A XS T 80 BRI K (CFISME +/-s. d. ,n = 3, BRX R
HAND.

[0045] [ 29. REUE RS 5IRREARN—8. HER L FATFIR 41 M &R 4
XTYE A NG 40 (HUES-7) BIAE M2 a6 T4if (iPS (B2 ) -4) ) HPTC FE4H ik
AT #ZBEOCT HPTC BT i SRR DN 58 R % e S P AN 55 I R AR 1) — Bk (1B 3 sk
3-5) o

[0046] & 30. (£ 20) %FT HUES-7 P B iPS (ALE7 ) —4 P PE HPTC RE4H M 3R43 1 1tk B J
. PRT HPTC Frid AR 7 e thge & (R 7).

[0047] & 31. IS5 40 MafE ) ROC M2k, Ik ili2k (HPTC A1 HK-2/LLC-PK1) 5Kl 4F iy
TNIBESAH ], T LR B R T AR S

BRSHES T

[0048] R SCHTIR (BRI 7 V500 AR A0 B B 3 /N A1 sk v Al B A U dl/NE AL S
VIR B S . FrA T VAT T BN AP B i i NE R R & 1.

[0049] %77 VAM H P Rh 4 i IR, 1/ 3% -6 (IL-6) A3 -8 R IA/K P, IL-6 Al
TL-8 AEAT i1/ INEFIUT i/ NeE 41 B A Ak A AR SR IE o AEZ 789, AN T X BRI 5, 1L-6
A TL-8 2 — B R AA I 487~ B 1 /N 23

[0050] %77V T 4R R AEORI 4 e 10 45 L, B R A N LA BT it /N 4t g (HPTC)
1T o ZTTIEARAE— PR, iZ A RS TL-6 A1/ B TL-8 M 2K A, G54 N it /N 4 i
(PTC) , M FCVFFRIN AR P B PT B bEde . JF H, V8 A T4 (B8 A T4 ) 1 PTC
FEAIB AT T AT

[0051]  [RIUk, $2 6t 7 —F0 A T A &9 00 '8 B8 1, BRI Tt /NE P 1Y
BRI WS 2, BT 5 A A RE 0 B 1 /N 40 M (0 R 5 R VAl PT 2R PRIk
Ak, R I PR A A . PR SR S, A Iz IR R TL-6. TL-8 B (1)
FISIKT, Hole o5 AR i Ak 54 (0 30 /0“5 440 Ty 0 B RS P ) SR KA L
o A DRFE R TL-6 BT [L-8 B & M RIE AP B &, MR R iZ AL &4 23045 B ik
i/ NEAI R R

[0052]  FHI-THrid 772 A 2 . (AL HE I BCRE RN R B 40 i ) 35 7] DURATAT SR AL PTC,
B A] U BN T4 B A AT AT SR () PTC BE4NAR . Bk 4l i ] >k B B 5 0T ih /N 4 il
[RATART 0 Fl, ELFEIRT FLBN A, ] G BN

[0053] [k, A 40wl I AR L0 . BT 4 i m] DAk 1 OS2 B U /N 40 i &R, 5%
A DA S5 AR B Ol NE A . 9 T, BT R 4 T DU 3 88 B R R AR PTC, B 4 B E

9
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NBE I PTC, Frik 4H M mT LAE 3R B it B KI5 (1) B A PTC, A HE4 23R B 38 B ML A 55 5521 TR
Hly (ATCC) o Bkl i n] DA O L () B I i/ VE g i &, SRR NS (HK) -2 40 e Bl
LLC-PK1 4HJu.

[0054]  7E B ARSLHE 77 2, Pk 40 o2 A B it /NE 4, HOR IR AR B /N A
(HPTC) Bk A L4 R

[0055]  BYFE, Frid 4 m] DA 404k B T4 M i) B T il /N E R AR (PTC #E ) i, Pk +
A H 45 I 440 P A 44 B s 1) 70 5 40 BB S S P 22 B T4 M . PTC AR L 2
A3 CA IR B B I /N A1 oA B B0 40 A, Fd S Ak i /0N E AR i b S A A 9 G K e TE
EE (AQP) -1 ( HEAIZ/K I8 ) \CD13 (UK N) AI'E e R 5 AE 28 . PTC FELH MR /EAR 4T
TE A A o S8 i B P ) AL O R R AL 1) 1 52, I BAEAR AR 7= AR O 54 . LB
7~ PTC MU IO BEE Thae, B R ARSI . A TG 41 i 71k 5 B U it /)N 4t g A
HNLRJT %, 15 WO 2009/011663 Al Narayanan 55 (27) HHRTA. A RH &A1 T4
Mo &, AFEF ARG T (HUES-T7) 40,

[0056]  7E-—LeiF LA, HPTC A] G52 A& [A] (inter—donor) Z& 51§20, B ME LAZR
130 AL, AR SH HPTC 38 7R — 8 B S I M 734k, TX ] B S e 1 4 i 43 B8 I R B AR IRAS
IFHR R RE 2 PTRREEE R G NERNEZ 7% (novel) AKT M br £
B2 L. 78— BesiE 7 AP, T4 IR PE R PTC FR4M AR Y S FH B8 8 5 K A HPTC B g —
B A ] R

[0057] WA A WA F I, FE AR VRSO0 T , 18 B T /NS A B PTC &
FEAFEA o O T 40 7 A ) B il NE A RE (PTC A ) 4Hfie.

[0058] WP, MR FHAH R 40 S 2 AR A il Tt R 5ot HE T o

[0059]  ASCH AT I BARTE ~ 4HME 7 AEah S B i /N E 4 i B0 U /N E R A O, AR
5 A0 ML A S 2 20 M B4 O o SSALU, ZE NS RTINS B0 T, ARG 7 2440~ s fEds
LA

[0060]  [RL, fE1Z 5L, Soid IR bR AL 49U 55 5 1L 85 55 4 . T 8535 ikt 4E N ik
SEiE PR AR . T B N E AR RS R A AR R TR . RIER, AR
FEP R E LG T R S EE M AL RIPE T o TR, B i 2H 2185 5 28 vp ) I 5 0 2
(PR HI 22y 0. 5% MFECE > ) AIReE AR .

[0061] WK IUBCHRE B 40 M 3% 55 R 3, AR A 52 Rl 5 2 VG R R
B Y RG 2D B3 AR /NE 3D KER B FRMEL 3D B Y (AEERS 3D B FEMEk
TERIR AT N KR 3D £5554) o

[0062]  fE—L8sgyiti 7 0, (A M A KRl 2, Bl R A B S )2 . NYE R, ARG
B 4 M T RR S RS R I Al o4k

[0063] 50, 4 AT BLE A2 (97 50000 DA /em?) 2R T 2 AR . HEUEFREIK
O E AT LR R AT AR A . B S A el 2 5T AT 40 ks 7 3 R, M
M A4 R SR AL R Ak b Rz i) [a], ot 2 2Rt G 5 )2 BRIt (S5aTH T H e sLirr
KPR G Z EAR) R 5 5 A AP 8 Al AT 8, 1 2 8 /NEF ~ 16 /)N
mf, SR 2 K . B IE R R4 T, B, Li 5§, Tox. Res, 2013 (DOT: 10. 1039/
c3tx500423)
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[0064]  7E— Loy 77 A, Al E AN B A SRR AR ) I RE g P AR K, AR R A L2 B 2D fib
G R A A R RS AT R T AR 37 DL S I A S i B R 4k (AR 3C
Frid ) o LAl AR TAESE T2 = A S VIR ERE K .

[0065]  FEZTTIET, ARSI IR A5 4R xS PTC AR A B R A S il

[0066]  FriR A4k G4 LOR R vE Al PT & e MEEE MER TG4 . Pk 4k &4 7]
DL TR S50k el (LR SRR EIRE ) ARG, B, Bridiifi 464
LR EY) EIULAE D) A BRI HR S EER LAY A IER &R
INFA A S B K R

[0067]  Frid A m] it (o) e op 85 35 BT iA 4 Mo 1) 4 28 SR L N N Brid Ak & 0 K 34T o
[0068]  Fpid 2k m] HE 4T — B A], 80 0, JE DA AR AL B 5 B 3R R 40 B e
Ho PR AT BHTZ) 8 /NRFETE A, £ 16 /NRFECEE A, 24 N BT A, 72 /N BT A .
[0069]  FEHHIIEAL SRR IE AT A, FF BT B TR AL A4 - 385 1 &, 247E
Z11ng/ml ~%5 1000 v g/ml [ E T EER) PTC AR SN EFPERS , 1Z%55 MR T T I AR AH 9%k
JERH PTCAR A . TR SCSRHEH]  Frw, WAL 59 1 ~ 22 BoRIGRAH ISR E XA
(%) PT r e B 1%

[0070]  fltw, IR Z A2 0. 001 1 g/ml B E .29 0. 01 1 g/ml B V270, 1 1 g/ml BY
W2 T ng/ml B2 10 1 g/ml B .29 100 b og/ml B B4 1000 1 g/ml B &
IR A A 40 5 Al Mo e fi . AT B N2 0. 001 1wg/ml ~%J 1000 1 g/ml %] 0. 005 1 g/
ml ~%J 1000 1 g/ml %) 0. 01 1 g/ml ~%J 500 1 g/ml FIIRA A5 40 f FE 2 i

[0071]  REERAE, U AR T /)N 20 1 0 RETE B2 e DSk & 4, (L R A EL 4 i BH
X RV a0, T AR 0 A S 4 DA WA 2 A R A R BOA M (AR TR ) o

[0072] W] LAEE R Hefih. 40, PRk s fil ] 75 25 52 i ) P9 AT PR B 2 0%, = IREE £
VLN EC T E2CERICTEY/ ¢

[0073] 54, 76 55— B B 58 i 2 e » AL R0 57 3 AT A& I ad A & 4 10 3 fif i o
B, B3, Frid s s= 2 n] S AL &Y R R 2 2 8 e, IF HAE Bl — BeRf
()22 S » AT -0 A8 200 o T e A 5 4

[0074] PRI, B2l m] AN EE —REZ R (£ Pz f5 ), fltn, /£4) 3 ~4
14 RIAE) o AT S (BRI, (E40 Mo bz g s 5% 58 ) B9 8] B& ] 75 $ i 1) 22
)RR, BN 4E | R~ 14 K.

[0075]  FriREAbml eI 5 1L-6 F1 / B 1L-8 FiSAKEZ Wi EE B % EE .
[0076]  {E5 AL A B JG, PP IZ IR 90T TL-6 Fl 1L-8 Z — B & MR E
Ko

[0077]  MEEf@E, 1L-6 B -8 FIRIEK V- rl @it a0~ 77 200FA0 A& Bk 40 i 2w 1) & A
JoR B ZRAK K, KD B A 240 2RI 1 mRNA 97K F, BRI TL-6 B 1L-8 4% X s il
R4 2 R R AL KR

[0078]  [EIL, i sE AH G 2R ERIA K SRECK B BT I (0 41 Mo B 55 S A5
I EHLA A 5% A A 2 1082 A B KCE B mRNA 7KCF, B R AE 9% A 2358 N RIE RS
FIIEAFUKY . HT 3L &Y 7] 582 5200 8 156, mRNA 7K (R4S I AT 2 (i e
fi I FH T 58 B 3 Rl A A & 4 0 B Ay i 77 2K

11




CN 104641237 A w BB B 9/19 7

[0079]  TL-6 Fll IL-8 ¥ 9 73 WA £ 11 o1, [RIG m] 7E 35 SR 4 M i 4 e i 2 A R S 1
Fr 77 922 TN, F B ARG 0 ELTSA FoAR AR RSB S AL SR A L G Bl
IEFEAR A& G R IR ISR FETN AR RO AR iC B AR MR & T4 SR

[0080] 5] 4u1, 4 BAE i BSLED, 25 43V B 1 5 I 3 SR A P R WA FE T S % BV O, SR
a -IL-6 B a —IL-8 itk LA KRB & Frid B i R AR AE A4 TL-6 B IL-8. Fu& 734 Al
ALHE AT RS AR IC A, B 407 ' A BB PEAR I AR W), oS o —11-6 B a ~11-8
Julks, BOEEE R AN a —1L-6 B a —IL-8 —Hui —Ht. AIfF a -1L-6 B a —1L-8 Huikmfft
R, B FER NS AN R - RS E1Z 5.

[0081]  AFIAEMIER IL-6 F1 1L-8 & 5T H1| & T AN o 75— L5t 77 X, ki 1L-6
EAFE S SEQ ID NO :1 Fron/TA B SEQ ID NO :1 Fin/F oA B LA H SEQ ID NO :1
B e B R -

[0082]  MNSFSTSAFGPVAFSLGLLLVLPAAFPAPVPPGEDSKDVAAPHRQPLTSSERIDKQIRY ILDGISALRK
ETCNKSNMCESSKEALAENNLNLPKMAEKDGCFQSGFNEETCLVKI I TGLLEFEVYLEYLQNRFESSEEQARAVQMS
TKVLIQFLQKKAKNLDATTTPDPTTNASLLTKLQAQNQWLQDMTTHL I LRSFKEFLQSSLRALRQM

[0083]  7E—siif 77 A, AU TL-6 & (47 SEQ 1D NO :2 FroR)F 51 B SEQ 1D NO :
2 FiRIT A B A SEQ ID NO 2 Fion 7 FI 2 i,

[0084]  MNSLSTSAFSPVAFSLGLLLVMATAFPTPERLEEDAKGDATSDKMLETSPDKTEELIKY ILGKISAMRK
EMCEKYEKCENSKEVLAENNLNLPKMAEKDGCFQSGFNQETCLMRITTGLVEFQIYLDYLQKEYESNKGNVEAVQIS
TKALIQTLRQKGKNPDKATTPNPTTNAGLLDKLQSQNEWMKNTK I 1L.ILRSLEDFLQFSLRATRIM

[0085]  7E—ULsifii 77, KON TL-6 & (A & W~ & A5 IR & A A A
AN & A AR ik & A S SEQ 1D NO :1 8% SEQ ID NO :2 BA 75% B 5. 241 80%
Bl B [ L 249 85 % Bl B 7 L 449 90 % B B L 40 95 % B N B 4 96 % BT B 4 97 % B B 4
98 % B S i1, BRE 99 %6 B Ry (1P FIAH R HAEAT B AT 1L-6 Dhfg.

[0086]  ASCH TR “HEAH oo A B TR A e R R FR IS, PR B A TS
12 (545 ) ik ¥ 51 P BUAE BT i 2 51 () — i SO o 10 A0, & — DN B AN R R TR AL, (H A0
HNRIETR A A TR TR S A R ThRE

[0087]  7E—4siif 77 A, AU H TL-8 & A48 SEQ 1D NO :3 Fron)F %1 B SEQ 1D NO :
3 FRIT A R E A SEQ ID NO 3 Fion /3 FI2H i,

[0088]  MTSKLAVALLAAFLISAALCEGAVLPRSAKELRCQCIKTYSKPFHPKFIKELRVIESGPHCANTEITIVK
LSDGRELCLDPKENWVQRVVEKFLKRAE

[0089]  7E—uLsiiif 77 A, AU A TL-8 B A7 SEQ 1D NO :4 Fron)F 51, BH SEQ 1D NO :
4 BT A B AR SEQ ID NO 4 FiR TR A -

[0090]  MTSKLAVAFLAVFLLSAALCEAAVLARVSAELRCQCINTHSTPFHPKFIKELRVIESGPHCENSEITIVK
LVNGKEVCLDPKEKWVQKVVQIFLKRTEKQQQQQ

[0091]  7E—Lesgi 77, /I TL-8 S A& W N &AM HW T & AR AR A
8 A B 2% A & A 555 SEQ ID NO =3 BY SEQ ID NO :4 B 75% B8 & . 2] 80%
B B L 249 85 % B T 7 L 249 90 % B T L 40 95 % B T L 4 96 % BT L 4 97 % B L 4
98 % B HE /1, BE 99 %6 B Ry (1) E FAE R HAEAT B AT 1L-8 Thig.

[0092]  RNA A I 773272 CANH, FEE 4 5E & PCR AR northern EIZEHIAR FUFEFIHAR |

12
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TRAC FE A RIEHRICH AR MBI A AR A .

[0093] 4321, 5E & PCR (qPCR) ¢ A ] F T4 Wl A0 5 ok 11 I 3 0 1 &40 i 190 8 o P 1 2
116 B IL-8 [ mRNA [17KFo & RNA AT 3R 40 Mo &, M7 cDNA 7] % A BT ad 441 e = %) mRNA
TR AR S0 30 2 SRk A e SR AR BT ¢DNA ] FHAE PCR ASAR , SR FH 70 VP46 U ir A:
R 3811 52 &5V, B A I A A OZAE R B I A ER B S P N
PRiCA kBT BRI

[0094] X T ANEAYMER) IL-6 A1 TL-8 mRNA /57142 O 4010, 3 B ARSUSH AR A R g8t
K M2t 1L-6 B 118 [1J mRNA [I4F1E

[0095]  BhAb, AR A o F IR AR H R AL L DR PTC RSN TE TL-6 B 1L-8 Ja 3+ / 1% X 4%
il T FIA B T 2 R A P RAG I TL-6 A1/ 8L TL-8 HIRIAKF. B0, Al R AE 11.-6 5%
T1-8 s X 46l T LB TRP=P RS 2R . mlRg R 2 1 R Rk N,
40 S5 R B w3 B0, DABRRY SRR s A Yo il 5 PTC B o B3GR, MR AN 3R AA Bk
FIER P AR N PTC BERFER AL TL-6 A1 / Bk TL-8 FERBE, FitfLt AR 2 B, 4 H
AR T2 5 5 A SCHTd R 2 J7 iR B HE R N T4 40 1) PTC #E4IiE. 5
[ 55 2 R A FE g 2 (58 S B 1 (GFP) B OC R ML, g bs Hoe oL B A R
(1) 2 PR B g R 8 AL 7 AR PR U P B B B2 R ASTRVAEDAR R 116 A1 11L-8 LA
YR X772 T

[0096]  BH_ESCUREART UL, SR HH vE SALAH B S0 E AR v B TR U 11.-6 8¢ 1L-8 SRk KF.
BT 58 T R AU T 5 19 A0 24 B SR AR 2% B AT, DUINPUE T . AT [RIRHAG U 265 52 41
MOFER 1L-6 A1 IL-8, #— DR prd i i S AE = . H, W R A s A& 77 vk il
116 B 1L-8 FRAK K-, W AT SR FH 48] 40 gy PR 30K 075 228 140 52 A A 52 SH i 0 0 e A i 2
FRIE KT o 7 PRI 12 AR S ARSI AR B R0 R (9o BESRBE AR AT K B s il f8 4
FrUAVPAS7E TL-6 A1/ B¢ TL-8 YR 3 H] T 2t & A rRIE K.

[0097]  — HLFAl, BRI 43 IR BE(Y) TL-6 1 / BF IL-8 FIA/K F-5 MAEFH R &4tk T 1H
B A B DAk A 1 5 BT /DN 4 Bk HE R T 1S R LA LR e o SRR A T o B E T
L6 Fl TL-8 2 /b — P SRk A AR FE 7 iZ b S P 2 B i N i e B A B
B EER. Bk, w5 A A BB i A AR ) TL-6 BX 1L-8 RIS I3 ] #1
VEFE R TR AL A V) & B Bt/ NE AR S H .

[0098]  FIREFE B EIRT 1L-6 B 118 FIA KT FAS I i BRI /K F- o 3 AT S8 Ik SR FH BH 4
o REFE AR P R — A A RS &Y. — A O B A B SRR B i il
INEA A B R R R LAY, UL — B AR B p NV E 4 i B R R MR
WEYRIAT. Al iE EAPE R B E BB AR B S, DL E B R & (PPV,
NPV, REUEAIRR 7 ) o nl o5 28 T I ABUE , 3+ H P& ROC -4 77 V28 A A O HLRS
FH

[0099]  BhAb, AT e B AE DAk s Tt 2 B2 B ik A2 B . BTl L0 B¢ TL-6 B 1L-8
FERT T84 %) B 108 B A5 2 m

[0100] {54, 2 & /D> — PR B LR (1L-6 BE 1L-8) HIIA K E B i 5 s T R4
DUV s R mT A B o e I R T 0 e Y 5 ¥ L ) R S o » R SC St (R
B3 ) Bion. SERREIE AT RLRT F 40 B SS YRD iy F 835 97 5 B il 2 A i 52

13
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[0101]  fE—2esijfa 7y s, BME (B, JRE o TL-6 RIAEY [L-8 FRIA K V-5 % REFE A
FKFEZ b ) B2 1.5 B B 2 3.5 B . 24 5 B /7, B 10 BUE .

[0102]  XF-TATATL & (IR AL S0 5, A7 G P 3 B R LB Y I 5 E’J
S5 R 50T RS R LBk T E N R Al £ . I %7V, PIIRIS R B I it NE

J A 2 M AL S EC0BR 1C sofH

[0103] P/ 7732 A] S0 VF AR TR0 5L 300 il PR w7 A B ) A A& P 16 il /N0 S PR 5
VE, XAESCAT RIE LI . ik BN n E 25 R e SR (hit-to-lead) F14G FAMR
At R RSN A INME RIS B, T HLRE7E S MR BEAE A2 PT e S PE s M 7EM L o 7]
FETRI PT e 5 PE 2R ME RO PR B0 45 SR A A B T I vH IR R A IR e R AR = B
BB R IR 22 A PEVHl, BB RIS 25 B2 0T, &AM TT BT A HER A F+ &
(905 B RS ) £ (B, = SR ) o BRI &, 51 oeyd it R IAE FH BT i 75 ik
B, POFR 2 2 25 B PR 5 3L, 0 T St Bk o i 254000 A B B R B 23 4 R, (H
A5 O B R B d B AKL FTESRD (51, 52) « BHEE A T4 0 'S 55 MR (0 B A A B
(31-35) BEMEAEIE PRI 9 FR R FEAE FL, 60 T PRAE S0 1M 5 BI85 R PR R 28 T 0 e 18 1 M
TS B3 PR

[0104]  [RISL, AR AR 5975 v 7T F T FAL & P75 ZAL & BIIG RAH SR FE R 2 55 A
(1) PTC A& a0 B Rk, T SCSRta ] F Frdk 946 54 1-10 A1 19-22 I7E G PRAH R E T
SR AERE PT B R S &3, 4Pl 1 ug/ml ~ 1000 w g/ml FRIH AR SN I, X B4k,
AR Z B TR TR B N . R, AL A7 1w g/ml ~ 1000 b g/ml ¥R JE T4k
AR 5 FH PRIt A5 A AT o VR T lm PRAH S BT AR A PT Hr e PR EE e

[0105]  ARSCHTIR B 77 28It SCAE PR i) 14 S it 4] gk — 2D Ui BH

[0106]  SEjitEfs]

[0107] St 1

[0108]  FH-T- TN A BT il /N E B PR SRR F HPTC, I HoRFH B/ 3 (IL) -6 A1 IL-8 1)
FIBIKTAE RN o ZAEACR A 41 Pl SR AE K2R 5 ATV . 45 R BN, 1R
T ELAT v P TN, 3 H LTI PR AE 2 76 % 85 % Y [l A

[0109]  FHEMAITTIZ

[0110]  JWEAL & DR T 41 ML A, XA EWRIVERT, UL HAEASF AL 2258
THRI(E 9. b5 3-5.8.14.18-20.23.30.34 F1 37 FEHER AT Merck) ( fEEAMH
FEEERE ) o ALEW) 1 THH PAA SEECZE B AR A 7] (PAA Laboratories GmbH) ( B A M
D) o A 10 3 E AL LR AT (ChemService) (FEE T2 A VEJE N PE AR 747 ) , ik
HW 22 W H Tocris AMIFHF AR (FEEAREFE/R) . AWML LEYE H 76
WA ZF A A (Sigma-Aldrich) (EEZEF EMER S ) . RAEDEARFEINMK (st
Base A a], #Fnk ) il & NI AT BERIAE I (10mg/ml) AL &4 1.2.4-6.9-18,
23.25.28.30-36 1 40, B%& K —H AN, (DMSO ; P kE 3L B4 B 25 0N &) LS4 3.7.8. 19,
22,27 M141) BLZ. B8 (AE4) 20.21.24.26.29.37 1 39) il 4 A& (6. 8mg/ml-100mg/m1, #f
MEAE IR EE T E ) o BN RIS R A RS FIRAT o FT A i e fig /7T 4°C.

B AT (&) 11-16 A1 18) HIEREF 22 6 M H . ANULEYIHIE TR i
AR 34 H, HRZHERAL) 2 RS R H ARG 2 .
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[0111]  4HfEs% = HPTC Iy [ 35 [ AR =Y R 0 (ATCC, S 9 3 J AN S 475 1
HPTC 1) BU&HEHEA (26) 75 BB VIBREEM (HPTC 2-4) « RHA 44X (P) M1 P5 T B Y
HPTC(HPTC 1), BAJ% P3 1 P4 [ HPTC 2-4. "B VIBRFE SR B I8 22, IF H R B2 R AEAG
I i 356 5 1 2 23 IX 4843 B HPTC.o FH N (1) BE 44 44 1) 185 AL 4R it 3R 1 I ST oK 22 R 2 L A
(HEPE (NUHS, Hrimd ) . HK-2 Fil LLC-PK1 40 eIy 5 ATCC. % HEFEIA , 700 A pi 9 32 1 55 5%
SR B FEAFEM MR (14) o FIT HPTC 5305 0. 5% A4 G . RAFTH AN E
FEdh (DSRB-E/11/143) F4Hf2EAL (NUS-IRB 4% 5 :09-148E) HEATHI R CFRHLA B A 25 5
2> (Institutional Review Board) #t#E. P A 4HMuAE/E FH BIIDE A5

[0112] A T WA 0R A& R 240 M 5t B A AR S RIB MO, KA 31 Fibr 47 52 Rd i e &5k
I A LR R (qPCR) il BT LR 16 HPTC (181 5) o 78 88 11 K, 85t 42 e 2 F0 4
FEENI AN T — bR B RE (B 6) o XTI, Fuik A5 s Lk 19 (B 27) (HIL
2k 27, 28) o

[0113]  qPCR: 5 4 g LA 50, 000 4> 4H i /cm®f) 25 i f2 Fh 2 24 SLIHAR (Nalgene Nunc,

FEEALIMNE TR ) . MIEESR 72 /N, SR AL P40 EE 16 /BT &8 RNA SR A
NucleoSpin® RNA 11 (Macherey—Nagel, 7 [Hil4$; ) BiRNeasy® k/kid & (YA AT

(Qiagen) , 75 /R ) 78 cDNA ZH SuperSeript® 111 First Strand SRS (FEA

A7) (Invitrogen) , 3 EUNAHE R LM R /R BT ELHE ) Fil MyCycler® Sgasri (14 A7

(Bio—Rad) , 3& [E A& JE AN R s 8 ) & e S8 )5 KA 7500 Pk SER PCR R4 (M H
AW FE S aw) (Applied Biosystems), 38 ENAI4E JE WA R /R B 48 ) 34T oPCR( 2 £ 40
MEIR) o AR U, SR E T A B AT &R . R A Sequence Detection
Software 7500 Fast 2. 0.5 fRARMFHATEIR 5471, FH 2- A A CT J7iEINE B R R 1A K- 5
Y)H Primer Express Software 3.0 R¥MFTl. FrAGIY (T H FIHEIS RE H a5 AW )
(VRS T2 S0k 27.28 FIE 19 $2140%.

[0114]  @PRIRGHLE (HCS) :HPTC A1 HK-2 4 i LA 50, 000 A4 HE /cem’ ) 25 5 200 &2 96 fL
AR (Becton Dickinson 2], 38 BB &P M & % 7 Ak ) , 1 LLC-PK1 4B LA 16, 000 4]
M /em* . ANHRRT IR 72 /I, SR AL A WAL ER 16 /NI, IR B 3. 7 % FREE I
S R 22 ShK [E 58 10 4G, 4UMARE H 47, 6— —BREE —2- 2RI (Merck) Zufh, I
ImageXpress Micro & P#iiiL RG (F & AT (Molecular Devices) , 3 EnAl4E e
WSS YEIR ) RS 40 ZRAL 2GR AT 3 N EE . XF 3 fLP A —FLIREL 9
TR . KA G BT A0 AZ TH B 1 XSS BER RIS REL IO T 4 B & . BUEIRE
Ao HriEIT MetaXpress2. 0 (- F W& AR, £ EMFAE WSS 4ER ) #H1T.

[0115]  HUHEAHT 5% Microsoft Office Excel 2003 BHATHIATHE . & AEMIR KT
AR IE T, A 2D — R SR (116 BL 1L-8) L in&s T 8w T e, 7844
AT AR AL A SONBHEFETN N PT 45 R e B & 2. I 0.3 ~ 4. 0 FIRIME. 4
e LA 7 R R R R AL FEYE (TP) 58 XORFEARSME Y rR 25 HBH 1 45 A PT F =
HEFR (1, AW 1-22, 4 1) . HHEM (IN) 2 ONFERSME R th o5 BE P45 R Ak
BEMEAEY) (R 1, 43, (&Y 34-41) B AN K PT K'EFMEILEY (£ 1,
2, B 23-33) o REFUZIEEING TP BEMRUPT e EHmER (AL thEW1-22) 1

15



CN 104641237 A w BB B 13/19 |

MBCRHE . B R TN BUERR DAAE PT 35 AL -& 4 (40 2 A1 3, (& 23-41) 1Y
SECRTHE  SPET BRSSO R U S RS IE . BHETRINAE (PPV) @I f TP
B8 R DU 2 AR S A 5w N BH I RSBk TR . B PETIONE. (NPY) IR TN 20 R
DL I iZ Ak A MR A 2 N BT R S BORTH 5. SRR B 10— M N 5 TP+TN/41 Fif
IV SR PR A O BB T IR DL 100% . 5238 TAEEHME (ROC) fiZRid it 0. 3-4. 0
FIAT A R (5B S PAFRRBIE ) 4R (- 57T ) b REBUERER. Fiit22airx
FIA AT t #55 (Microsoft Office Excel 2010) . %4 (¥ 1IEA 441 %M SigmaStat (3. 5)
(Systat FAFA ], EEAFRE BTN 2 mEr ) Bk

[0116] 45

[0117] AR TH AT i 3RATIIE B HPTC AR Jy 4 M ASE AU HY T 2 77 v DA Ji 6 50 P 4 Y A
YL RAHSCH M. A fb R HPTC 357385 B s 38 Al gPCR 8 FILERAE, B~ oPCR AT 52
31 R ARFEIbR SR E R IEKE (S K5 MBS T5ER) « EE AFKE, it G g
e R % B A — S bR EM R B IERIE (B 6) o IR e M i AR A3 L AT L fé & i 28 72 A
. HMMAEFEREEN 2R PR 7. REENAHLE 72RO LA HPTC PR ReFr4E
T B G AL R R AR (29, 30) o 20 BRAE 2GRN 2 BT LA o R S b g
F2 =R, LRVFIE LR b 5, Joan B AT /e X B Seag AT aih (BdERER) (14) .
3 AR AS O T SRAZ 40 M SIS 2R e e 1 o B2 1 5 AR B 2

[0118] &, ATE I VPEEE & PT 3545 (A R AR B AR R R RAT Nk i 8 il 4 .
X LA F) 78 FAR EEILEE (VIM) o B )5, B s 0+ -1 (KIM-1) FI6E A PR 4 i B
WA S e P ia 38 ) (NGAL) ¥94E/NE B e i, I Hook AKT F 5S4 I T 5 22 7 AE
BAEIRREY) (31-35) . ANER (IL) 18 fE AR AE RS i PT Lz i, 5 HAT
Re e F TR B 25 1 1A F AR AR B (31, 36, 37) .

[0119]  TL-6 1 IL-8 7E PT F1 PT Y5 VL4 i 44 oy FfA 4P RIE (14, 38-41) FF HLAEAE %8 1t
R R E EAEH, AR 5 I ARBFFER, IL-6 F1 TL-8 7B 524 F & 5 A i
(42-44) o AR R TEA LR 7E AKT ('S BHRE S AKD R EZEM (45) . Ik,
OE B R R A R A 1) PT IR S B iR EME, 1L-6 B35 i (24) .

[0120] AT JU 5 W5 B 2 X I 7S Bk A A 5 DR A A ME A, AN AS R IR () HPTC FH & 551
EMRKFZRM CACLLAEE, H:H gPCR A HTRIE Ko BT A5 RIPREAL 2 R IE KT
H g 3- R AN (GAPDH) , H 540 fudiE — 2 (K 8) « WRFFEfr SRR R L &
G TFAE AL A, MiZHE DR R AL A A PR 21 i AP B R OIS A, 1 i BB 25 2 B KT G
V5 Fo BAh, ik 2 IR B B AN [F) B 5 R AR A ALK R HPTC — 3 B B 1 BoR 1L-6
FTTL-8 3l B iX Se bRt . BN AR EVER S, LA B S RAE)E, 1L-8 Bon sk
i

[0121]  NGAL B W7~ —Er B, (HH BN 1. 8 f5~ 3.5 f%, iIXAKT IL-6 Al IL-8 [
EAACE . VIMAAE — Dottt B KIM-1 F1 TL-18 {7 — /N0 M ity o i o — Fif
e &¥) Eil . 5t NGAL (B BRIz 3 E 1 —2) M KIM-1 1 5 2 S M 2 3K F e sk = i, X
5 RN BT i/ INE 41 B AT PT 51 40 e 2 1 L e AR SR Y 1) 45 SR — 3 (PREDICT-1V, 3=
WA EETY I B E R (Project Periodic Report),20124F 6 H 30 H ). MyFE&, Bid6
R B AR 1Y S5 A g0 i o — B R R PR M A . FRATTAILEE R VIM, NGAL A1 KIM-1 3%
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O 4 DA R KPR R AL R 0 R AT e k08 (] 5) , iX 5 VIM G H I Je T4 R — 2L
(46) » IXTIREREWMAREAE B B R b E G B IR B P LIS . s i BT b
HEVHERM S, 1L-6 Al [L-8 /EARAE HPTC H 1R IS K P & A, I H 35— <0. 1% 1)
GAPDH 31K .

[0122]  RHI 41 FRACA YD AT T PR BE <422 T 2k, AT SE 1 K 41 Bl sl AR AE B AT AL 22
(RN R o RS AT F )X 41 Mk S R 2 H0E M BT 2 N TG R SE B R 254 . —
SeAh A4, a0 CACLEURS T, & AR AE PR B 21, I BXT T R a e & Win 5, A n] 3745
(IR E NSRBI 9 B AR o 1B UG i, BATTRRAE AL A4 BN AKR B 25 7 S %)
BN A A RS 2 A E AN BT Ak &4 73 K A B R IR B & (2, 3,18,19) .
SRIG S BATTRAT T W SCikEE 2 (PubMed) , FF H R FH Google Fi1 ChemIDp lus /55 4 240 2 K
BRI R T BN IEL EWIE B, AL 25,

[0123] 22 Bk G4 A A DN B UG PT B R (AL, R 1, (LA 122 :F% 7 PT
R MR DAL, IX EL 254 R i — e 00 B B AR MERCR ) o BhAh, 1X 41 b &4 a4
AEEME PT BXPEEAHE/ERMN 11 MEER (A2, &1, b5 23-33) . 1A A
FE S FIAR S HMEZY (U3, F 1, (W 34-41) o Z 56 K VR [ A R 1 = AR
HPTC 3 H 2 s J2 85T gPCRMSE K IL-6 Fl IL-8 KA. NECEL, B sei 55 A HK-2 Fil
LLC-PK1 4l (£ 1) .

[0124]  ZELARD & 25 FERE RN 3 K Ja, BEAT 16 /N AU 2G4 . W08A R, AR I T 78 5
5 MNEZHA0.01 ug/ml ~ 1000 v g/ml FIBEIRIEVER . BT /LA B AR WG A2
U FRARN CHECT X ), JAN48/ TG 3F AR A5 DL RAS I 1w g/ml 10 1 g/
ml. 100 1 g/ml H1 1000 1 g/ml IR SE . PRI, 78 B SEE0 A B e T8 1A PR FEJE ], Hor
T T IR B B = 2975 5 197284k, 1 s T BR B9 B U S ma vV 2 AL S RV il - BT
45 B EAR G AR UEAL, I LA 1L-6 F1 1L-8 Fik IS5 LR R .

[0125]  SRH] HPTC A%k B -4/ = Fh 25 3R G IR S ma Bt 26 7m T 18 20 % T %541 i fit
W/ BB EWRE TN S, 1L-6 1 1L-8 FI&K P B VE4 45 R 5] T % 9-18 (K
17-26) o 525 2 AN Mo ftb ok / 2828 LA Bl A AT ART 26 58 243k B 0 5 (1) TL—6 1 TL-8
RIEW BT TR 918 PRI ER, XEHEHEREKFLETR LM 2, ERERA
[F 2%} 1L-6 1 1L-8 [FRIEHAANFEH, I H— 259015 3P A s SR A, i o — L
HME S — Pibr SRR BT ShREWER (F2) . A PT Rt EERZ )G, @
WH D MR EYRRNNREEE A (A1, R1M2(E 9/ 10), E2), mrEiiid
2 M 3B )G, A RS T BB R AR A0 AR FRAEAAKC (R LR 2, B 2) . it
ELISA VP& 1L-6 F 1L-8 14 WART, 3R1S BAR A U045 R (BB R ER ) o« 5810, Br W)
[ 2 0 5 1 5B R FR T gPCR 258 B Rl 4

[0126] A T A5 RHFrE WA AR/ #RERAS 104 I3 A B BB M, Tl e T B s
FILKE CPIIME R 1M 2) S2RETEETBRE. HrdfrEY (1L-6 fl1L-8) FHZE
PR R RIS I S mIE RS T B T BME (3R 1R 2) , B 254 V3 4 FE P 3 7
PTHRR M B R . BT IFATE TR BB SN A IS, %8st 0. 3 ~ 4. 0 JEH 1) BE K
AT

[0127]  PIHEIRA R R BIR T3 3 il 4. XA FAR I B R B HPTC 1 3RS AOAH R B
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o ZEURESER 2 T HPTC 1 BHRHEMFA, I HBIR 1L-6 F1 1L-8 fI i mRIEK T 5
ZEARES BB 2.0 EME (R 3(E 1)) 3035 MIRME (R 4(E12)) . EHEDb—Ff
P AL TR G R A 7K 2 T 3 m T B, WP IR 45 SR A B, BHSORT36 3 il 4. &
Fixsess B, oF RS (4 1 A EWRIBHTEI 45 REE (TP) /22 Rl 1 tb A8 %0)
MR (4 2 3 A MEIBI 2 R A& (TN) /19 Fhéd 2 F1 34 &9 8 %) .
[0128] 8L %773, BL 7 ANASFEIBE AT oH 5 40 B S B AL IR ) R AR 5 45
FICETES (K 13), 3 HUARFRR RS T K 3. 46, K 3 SR 5w R EIE i sk — 8t
[0129]1 L5 IR 3.5 FIEMEXS AN HPTC #bX i 5 o &l (B 3 HPTC 1 A1 2) o fEi%
BIELZK T, R S A 5 m R 1 ek — 3 M2 29 90%  (HPTC 1) F1Z) 80% (HPTC
2) o EXTE =R/ HPTC 3) NAIAHFIBIME (3.5) , W45 AT AL 80% , 1M R &% A 5 I
PRBE B Ak — B4 B2 64 % F12) T1% o GHFEITIRE, 1X SE50RE 5B7 26 A R 2k 1 J5 AR
Y 22 1) A7 AE — e fAA ) 22 Sk o A% T HPTC, HK-2 A1 LLC-PK1 4 A () S AR B 48 7K S A
[, I BS RS SR, SR A X S 40 i &R I TR0 AR TR A HPTC (&1 3) « e, SR A 3 il
i T BRAEL, 0T LLC-PK1 4l 1 5 e oA &0, BT A BE R FRAEAR T 80 % 3F HAEL) 64% ~4Y
74% BI3E FE Y

[0130] AT HE— B Hr i, AT E T ROC gh£k - T ik F A (AUC) fH. K
4 TR RS ALK / g0 RIRAGH ROC #i 2R, IF H B R 11-6 B8 1L-8 Bibs EMA A
i, MR AUCHE R TR 6 (K 14) o 45 5HESE, KA HPTC I HA T & i iol i (AT
HK-2 F1 LLC-PK1 408 ) , 3 HiX& A T P A (i BA R 2% 5 —HER B HPTC.  AHER TR
M IL-8 15 , KPS SRS TS R A 238 . KA AR S G 3RAF 1) AUC {E 1)
T & 0. 71 (HK-2) ~ 0. 94 (HPTC 1) .

[0131]  HEZEMMRAE PR R U R 7558 PPV NPV FIAUC{H ) L& T3
T(E 16) o B3R 7T D g, AR 1L-6 1 IL-8 fE N & S B G R IBHUE .
HPTC [ 35 PPV 2 0. 85, IX RN 85 % MK AL, (b & W H B a4 F 2 ok PT R HEFR R
HK—2 1 LLC-PK 1 4 2 fRIAH SIAEL 43 7l 42 0. 73 1 0. 74, HPTC [ F3 NPV J& 0. 79, Ab, 40
ZIME S 0.6 (HK-2) F10. 67 (LLC-PK1) .

[0132] 2K BN Rk, JATTEL R T R 1L-6/1L-8 K IAE4H M AL T A& s i 3k
ovERe. 40 gl & S AT E (HCS) W, DLe E4idtt.. & 8( K 16) LS4 .
R HPTC 1A, BLIL-6/1L-8 RIAIE ML 5, H 91% (20/22) BIPT R E B 24
Mgk R, I HAREF TN . A, IAE 42% (8/19) Bl 1] Aol 22 31 m] A T & 1C50 511
RKEAHUIET o BIEAE R AE >50 %6 4H M B8 T 1 B A7 e X4 48 VA A BH MRS, R B0t R AR
TARSREA . KA HK-2 A1 LLC-PK1 4H 3R 5 4 RA A, AP oo T4 1 (b & K =41
FET-AE 43% (6/14) F153% (8/15) RN M 2L 3,

[0133] X EE2E BUSCHF T A TR I — A4t B3 M O 28 Rl Be AN E A TR B e il ie
(AR o B 5 2R S AR I8 0 e A0 e 0= R 0 ) A R B T, i e R S
R, 9 2 rp PR 2T S IR B MTT 3036 (MTT S B6 A U A i ik 1 , e FH A 40 i 55 & 1 1)
RN ) o HETIXELLE B, FRATEE S 1 SR F P TS I — st e 8 1 ) L e 2

[0134]  ZSci, JAFFR T T FUAAK PT 5 S P55 PE OB . i 3L T HPTC JE%
41 FAL AR T bR, JEVPA T HK-2 T LLC-PK1L 4Hjfd. 4 R =LK E HPTC
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I, S EVERE A E AP A A A PR B R U e 7 2 \PPV.UNPV R AUC B ) Y]
72 0. 76 ~ 0. 85, X 2eeh LR R BT iR #E AY HA 5 BE TN, FF HLFvH 76 5 s A A 8 i
BHME B R M2 76 % —85 % H I w4 Tl 2 v A 11

[0135]  FRATTAAE AL 5 FI PT 4 5 PE 5 1 0 e BE R n] A £ EHFAE X 4 :1) RH
HPTC Al i1) KA IL-6/1L-8 RIEMERNL S B—NERIET, MG FRERNA, HiZSHH
S H RIS . AT S5 B BN, R HPTC Ak 8 i 28 i dR At TR 45 1. 4% ] HK-2
B LLC-PK1 4t i A~ & HPTC I, S8 PR R FE B AN 0. 60 ~ 0. 79, Ff H., R H 40 st -1
A2 TL-6/11L-8 RAXNE N miy, REEF“H K. 1L-6 A1 TL-8 ) 32 4 eSS A ma 7 )32
ARG ALE] RIS (S BT, 22 30k 47-50 ARSI D), R REA TR B
TN BIR A SR, i) BeA F A e 4 Mo B R 3 A 7 T — Ph 4l e 28 B g A4 e A
BER o WHRAEZARSMER (5T HPTC #3445, ¥ He S E08 nkr B3 R RE, A8
AT 1208 L2 e S P Y

[0136]  SLJiEfs] 2

[0137] i RE0 R H AP S 1) B Ul /NVERE A Y, AF ok SR 1 h Bk (9 5641 T, 2R
FAH R B 22 558 (1) AL Pk S A03EAT o BT PPt o S 202 ARG T-40 e (HUES—7 41,
TR A B « REFE S5 BT (Howard Hughes Medical Institute)) FIAGESMEZEE
TafL ( YR AR GPS(EFZ )4 ;WiCell HFR BT (WiCell Research Institute),ZE
E g REEM ) S AREE . RAHERTITRE AR (2 WS 3k 27) AR T40 e 2y
AL T N R

[0138] 3% & Ak & 7E P AP SR AL 40 ol B A 45 s T 1 28,

[0139]  [S{EL = 3.5 I, PN B I /N AR 4 B fiF 35 B 7R D70 %6 I R B AN Rs e 2 DA S 5
NI PRECH [ oAk —E0ME, l& 29 A1 30 B SR HH 4 M 5 M B a0 /0 A 8 4 i ) 36
)3 B R EVEH A 0. 70 ~ 0. 82 (& 30) » SN FERY ROC M2k R T 18 31, Filit
T I AT M e A it N R A M ) A T R R — D Rl iz

[0140] AUt A5 5] FH BT A KRV LR H 5 it 51 NS, Bl 845 kR E
) ER A 4 s A B b b 3 5 AN A SO RE o ARART HE AR I B SR AS H 2 BT A I
AN AERE R AGA AR R A B @ 78 5 & W 2 T 26 R B BUR

[0141]  FEAR Uk BB ANBCRIZE SR AL A By B O S0 — A7 — P M7 B 2 AMER
W), BRAE BRSO A B IIR IR . FEAR UL BAET BEBCR SR 1 A BT R ARGE “E5 7 “F
H7CARE” DA B IR e ARTE (I R RS R R A A RO B, AR B ARSI T
R (BAHERRATAT e e R B A WA UL AN BT BEBCRI 2R F BT A S 45 HE 430
6 [ B BA 51 35 7 A AR AT ART A ) (B BV R B L P BT 8 AT A o BB DA Ui, AR S
Bt B A BHS AR E 5 48 B I J s e 1 AR N 58 i B A () 38 25 SO AL

[0142]  ESRH-T [ W B 19 O 430 Ul B2 51 (1) 75 SO0 AR R A BT 3A , {H AR 458 3%
FARN RARYE AR BT AME T f#, 7] DA AR S BAAE H it e g AR A& 2l if A 5 25 BT B
ISR AL A4 BTG
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34 15201 14201 -~
35 17202 206+£01 -
36 09104 1.1201 -~
37 12201 15203 -
38 18200 13201 =
39 3.43+1.0 1801 -
40 16202 15201 -
41 10203 36212 4
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CN 104641237 A w B P KM E 16/37 7
<9
ey HPTC 1,IL-6 &Ri& v
0 1 10 100 1000
1 1.0x00 1000 1200 29=0.1 169=x0.2
2 1002 1301 15+01 18+03 8009
3 1002 3205 3102 1709 389+3.0
4 1000 1101 1409 63+£07 10=0.1
5 1.0+01 1001 85+10 5004 68=x13
6 1002 0900 1000 0701 39101
7 10£01 14+02 1.7+£03 26+01 36+08
8 1.0+01 2906 38+06 1.0%0.2 ND
9 1.0£01 1501 1.7+£02 16+01 08=x0.1
10 1.0x03 2005 24+02 31+0.7 22405
11 1001 1.1£0.1 08£01 0400 30x0.1
12 1001 11+03 1.1£02 1.0x04 ND
13 1001 15201 6605 29%+15 ND
14 1003 1202 1404 0901 104+29
15 1001 0801 1004 1200 1705
16 1.0+01 1.0+£01 174+£03 0801 100+13
17 1001 14203 18£06 2403 35104
18 1.0+02 0000 0301 0601 17202
19 11206 7716 7704 11.7+3.5 24.6=+5.7
20 1.0+0.1 09+02 11+£02 09+01 06=x02
21 1.0£01 1103 1,101 06=x01 39107
22 1.0£00 15+02 1.6+01 15+01 08=00
23 1002 1300 1402 1303 08=02
24 1.0£03 1102 1.2+01 1.1+02 0100
25 1.0+£0.1 1201 1300 1001 0200
26 1.1+03 0501 0801 09+01 2.6+08
27 1.1+05 03200 0400 02400 1.7+04
28 1000 0701 04£02 0400 0100
29 10+£02 0900 1.0x03 1002 04=0.0
30 1002 0901 1.0+02 1001 07%£0.1
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CN 104641237 A w B P KM E 17/37 5

=9 (&)
31 1.0x01 13201 17x04 1101 07+03
32 1.0+£02 1.3+01 1.1+£01 1.0£00 09=0.1
33 1.0£01 1602 14+£02 23202 4,7+06
34 1.1£02 15401 0901 0300 0300
35 1.0£0.1 1501 1602 1702 14=x0.1
36 10£01 09=x00 08+£00 0901 08=x0.1
37 10200 12401 10200 08x00 0.1x00
38 11203 1.1+£0.1 1800 04£00 03x01
39 1002 1201 09=+01 04+=01 3410
40 1.0£04 16+02 1.0x0.1 0901 0900
41 1002 1003 0501 0702 ND

B 17 (48)
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CN 104641237 A Ww BB B M E 18/37 7
%10
e __HPTCLIL-8 Ri&E
0 1 10 100 1060

1 1003 0900 08x01 07+00 86+1.3
2 10202 12201 1201 1.5+03 89+1.2
3 10204 6910 6007 41+14 110.8+39.0
4 1000 0900 1201 15=x0.1 08+0.0
§ 1000 03200 95+06 88=+0.9 4805
6 1.0£03 0901 1.0+01 22=%1.1 2.3+0.2
7 1000 1202 1202 24102 22+04
8 1.0£0.1 13.6+2.0 201x22 134+32 ND

9 1001 1401 15x02 15+0.1 09+0.2
10 1.0x02 2617 23=01 59=+08 16.3 + 4.6
11 1.0x00 1101 1602 0800 6.0+0.1
12 1000 1603 6.1x05 11.9+6.2 ND

13 1.0x00 1901 2401 9725 ND

14 1.0£02 1402 1.7+£04 36=%03 75+4.4
15 1.0+02 08+0.1 14203 1501 29+1.7
16 1000 0800 2207 14204 0501
17 1001 1203 15202 2.6x04 33+01
18 1105 0501 38x10 2204 1.3+04
19 1.1x04 3508 28%£02 39x13 2.7+1.1
20 1.0+£00 1002 11£02 26=x19 56+13
21 1001 1304 11202 0.7=0.1 2.3+0.7
22 1.0£01 4110 4304 40205 1.3+0.0
23 1003 13=10 1503 1.6+03 1.1+£0.2
24 1.0+0.1 12+01 13+£01 10=+02 00200
25 1001 1402 15+01 11=x0.1 04+0.1
26 1.0=02 0300 0501 02200 3.1+14
27 1.1=04 0500 0400 02200 1905
28 1000 05201 05+£01 02+00 0.2+0.0
29 10203 10£01 1.1+03 1.1zx04 0.7+0.1
30 1002 11201 1.0£02 0900 1.0+£0.2
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CN 104641237 A 19/37 W

F10 (8
31 1001 1301 12=00 1.2+£0.1 1.1£0.1
32 1.0£0.1 12£00 1000 09£00 0.8+0.0
33 1003 1502 0901 0.6=+0.1 53+1.1
34 1001 14201 0900 06£0.1 04+00
35 1.0£02 19201 1701 20=x0.1 20+0.1
36 1.0£00 0701 08=01 1.0x0.0 1.1201
37 1.0=00 15+03 1301 0700 0.0+£00
3s 1.1£03 0800 1301 13+01 0.3x0.0
39 1001 18201 1300 09%£0.1 1.6x0.5
40 1000 15+01 08x00 08=+01 0.7+£0.1
41 1001 1203 06=x01 3.6+1.2 ND
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F11
ot HPTC2,1L6 %EZ
= 0 1 10 100 1000
1 1.0£00 0900 1000 1.0+00 1.7x0.1
2 1000 1.1£01 0900 12+01 14+0.0
3 1001 17202 18%£0.1 1.2£00 3.6+0.7
4 1.0+0.1 0801 10200 20+01 23+03
5 10+0.1 12+03 22+02 499+32 795+1.7
6 1.000 1.1=00 1.1+01 16=01 36+03
7 10201 2101 25£01 48+06 12x=04
8 10201 83+£0.2 93£05 279208 3.6=0.7
9 1.0+£01 09+0.1 1303 1201 13x0.1
10 1002 0901 14201 44206 75+00
11 1.0£00 1.1=01 0200 1600 ND
12 1000 08200 0900 1603 19+03
13 1000 13200 129+0.6 3201 3.1+00
14 1.0£00 12201 1100 54+0.1 124114
15 1001 1.3=£0.1 1.1£40.1 1602 3.6+0.2
16 1000 11200 12+01 31+04 13.6+1.0
17 10+01 0900 1100 2004 8.6+04
18 1.0x00 0800 0200 08200 ND
19 10201 14201 0900 37.6+£0.7 158=06
20 1.0x01 08=0.1 3407 0900 14%0.1
21 1001 0900 0801 03+01 1.3+0.1
22 1001 0700 07200 0600 06+00
23 1000 14+0.2 1202 11202 13x0.1
24 1.1x04 06200 08+0.1 0600 01200
28 1001 14+£01 1302 1604 29102
26 1.0x01 16200 1701 44+£01 161x1.2
27 1001 24=£01 24200 26202 06%0.1
28 1001 1.1+00 1.0%+01 15+01 17.4+08
29 10+£0.1 0800 0700 0700 08100
30 1000 18401 1301 1201 1100
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CN 104641237 A w B P KM E 21/37 T
Fz11 (8
31 1001 1201 1.1£01 1201 1.6+£03
32 1.0£01 13401 12+01 1000 12=+0.1
33 1.0£02 1301 1.1+0.1 0901 04£0.1
34 1000 1.2+£01 0800 05+01 07%£0.1
35 1.0+x0.1 27+08 16201 15+£02 0200
36 1000 27+01 2401 1805 0300
37 1.0+00 11203 08400 07£00 03201
38 1001 10200 0801 12+02 069£0.1
39 1000 1.7£05 1.2+01 18£03 31zx03
40 10200 1100 1.2x+00 1.1x01 1100
41 10200 1000 0701 0301 ND
B 19.(4)
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CN 104641237 A w BB B M E 22/37 7
=12
o HPTC 2, IL-8 ik
= 0 1 10 100 1000
1 1.0£00 1100 1.3£0.0 1.4+0.1 20+0.1
2 1.0£00 13=x0.1 1.2%0.1 1.3£0.1 1.5+0.1
3 1.0£0.1 19x£02 1.9+ 0.0 1.8%00 13.1+3.0
4 1.0£01 0701 0.9x0.0 2.2x0.1 3.6+0.8
5 1.0x00 1.4=x04 21.3£47 89145 146.1+3.1
6 1002 16=x0.1 1.60.2 92+0.2 3302
7 1.1£03 1.9=x0.2 1.8=0.2 38109 1.7£0.2
8 10201 46=x0.2 5002 32.7+09 39+0.7
9 1001 1.2x00 1.8+£0.4 14=+0.1 18402
10 1.1£03 1.0=x0.2 1.3+0.2 57208 132203
i1 1.0x01 1.2=0.1 25,7+ 3.8 2.3x40.5 ND
12 1001 12=0.1 1.3£0.0 3307 225+£20
13 1.0+£01 1900 1652+14.7 3.1+058 39+0.1
14 1001 14=+0.1 14+0.2 1190584 113207
15 1001 15=20.1 1.3£0.1 1.7+ 0.3 5.7+0.2
16 1000 14=0.1 1.3+0.2 83105 224202
17 1001 1.2=£0.1 1.6x=0.2 41+12 238129
18 10+01 1.8%=00 2.7+03 20+0.1 ND
19 1.0£01 09=£0.1 07200 293x43 15103
20 1.0+£0.1 1.7£0.2 6.5£1.6 5507 674+3.1
21 1001 16=%0.1 1.3x0.1 4.9+ 0.1 18+0.2
22 1.0+0.2 1.0+0.0 0.9+0.0 0.7+00 __0.5 +=90.0
23 10+01 18+04 1.5+04 1.5+0.3 1.5+0.2
24 1.1£03 0600 0.9 0.2 0400 04+0.1
25 1001 1401 1.5+0.1 1.5+03 2.6+0.1
26 1.0x0.1 06=x00 0.4x+0.0 1.1+£0.2 43+03
27 1.0£00 2,6+0.2 24+00 23+0.1 2.3+0.1
28 1001 1.1x0.1 1.0+0.1 0601 205x+08
29 1001 09=x0.1 0800 0.8+0.1 1.5+:0.1
30 1.0+01 20+£0.1 1.420.1 1.3x0.0 1.2=:0.0
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F12 (&)
31 1001 09=0.1 0901 09+01 1.2x0.2
32 1.0£01 13201 13201 12400 1.4+01
33 10201 1.6+02 1101 1.0+00  07%0.1
34 10200 1201 09+00 08%00 1401
3s 1001 11201 1.1+01 13200 03%00
36 10200 28=00 29+00 2407 0.5+00
37 1.0=01 12201 1000 07+00 1.4+02
38 1001 1.2%00 1.1+02  31+02 2101
39 1.0£01 1.6=02 13200 20+03 24.0+3.4
40 1.0£00 1.1£00 13200 12200 12200
41 1.0£00 1.6+0.1 1.1£02 0904 ND
K20 (42)
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CN 104641237 A w B P KM E 24/37 T
Fz12
HPTC 3,IL-6 Fik

LA 0 1 10 100 10600
1 1002 16201 09=x0.1 0.8+0.1 0.9+0.1
2 1001 14201 1102 1.1+£0.0 1.2+0.0

3 10£0.1 53+04 2908 1.4+0.3 ND
4 1001 15202 1401 23628 3.5+0.1
5 1000 0701 9307 59.2£26 80.4+2.7
6 1001 1100 1.2£00 1.4 +0.1 0200
7 11204 7510 359=x02 12.0+1.8 0.5+0.1
8 1002 11307 121+04 11,909 £2+05
9 1000 13+01 1.1%0.1 1.1+0.0 29+03
10 1001 1101 14=00 44£0.1 11.8: 05

11 1000 09200 02x0.1 314128 ND
12 1001 1501 1300 1.3+0.1 4.0+0.1
13 1104 2702 108+1.2 3.5x£0.1 6.0+04
14 1002 04201 0500 0.3£0.0 0.9+0.2
15 1000 13x01 1.1£0.1 1.5£0.0 22102
16 1.0+00 1201 1.1£00 0.9+£0.1 58+£25
17 1000 1.2+0.1 1.3£0.2 1.1+0.2 2.3+0.2
18 1001 06+£02 03=x0.1 0500 04£0.0
19 1000 0000 1000 38.1+1.2 8303

20 1000 0901 09=0.1 1.3+0.1 ND
21 1000 0800 08=00 1.2+0.3 2.3+£03
22 1.0+£02 09+00 1.1+0.1 1.0+0.1 0.8+0.0
23 1206 10+04 0900 0.7x£0.1 0.6x0.1
24 1611 3905 31=x0.1 6.2+1.0 0604
25 1.0£0.1 0601 08x01 0.6£0.1 0200
26 11203 14£06 0502 0.9+0.2 29+0.1
27 1103 90x+06 84=x03 8.1+£0.2 0602
28 10201 1102 09=£0.1 0.6£0.1 0200
29 1.0£01 0902 09=£0.1 0.7+0.1 0.9+0.2
30 10202 0901 09=%0.1 09+0.1 1.0+0.2
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CN 104641237 A w B P KM E 25/37 T
F12(4)
31 1.0x00 1202 1100 1402 1.4+0.2
32 1.1£0.3 1.0£0.2 04=£0.0 0.4+0.1 0.5+0.1
33 11204 11202 04=x90.0 ND 2.9+ 0.1
34 1002 12403 0400 0.5+0.2 0.7x0.3
35 1.000 10201 09=x90.1 0.8£0.0 0.9+0.1
36 10202 1402 1.0x0.1 1.1£0.1 09+0.2
37 10200 0901 0800 0800 0.1+0.0
38 1103 0601 0300 0.3+0.0 02+00
39 1.0£01 12+01 12+0.1 28+£04 3.4+03
40 1.0+00 13201 10=0.1 1.0+0.1 1.0+0.1
41 1001 0700 0501 206=19 1285+21.1
Bl 21 (48)
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CN 104641237 A w B P KM E 26,37 T
12
e HPTIC 3,IL-8 &k
H 0 1 10 100 1000
1 1.0+£02 19+03 08=+01 0800 12=%0.1
2 10+00 20x£01 1302 1.3%+00 18%02
3 1.205 32206 3.0+x04 73x27 ND
4 1.0£01 1604 13=0.1 355+44 82=+09
) 1.0£01 09+00 189=+04 29.1+36 464+1.2
6 10202 1100 11201 24%£06 0.1£00
7 1002 2202 26201 54204 44=05
8 1.1£03 17226 219+08 188x05 32x05
9 1000 15201 13£01 1100 26+02
10 1001 08x01 10200 3301 97+0.2
11 1.0+00 07+00 53=+03 228140 ND
12 1001 1402 1201 1503 9618
13 1.1£04 22403 13.3+14 24201 15x01
14 11203 0601 15202 99+11 2602
15 1000 1301 1,100 1502 34+05
16 1000 1101 1300 35+1.0 1002
17 1001 1302 1302 1102 28+04
18 1.0+00 16£03 2203 2204 10.1x09
19 1000 1100 12=00 250+08 05+03
20 10+01 1201 1201 178+1.6 ND
21 1.0£00 12200 1.1=x01 15+01 13%00
22 1.103 14=0.1 1.70.1 2002 1.0£02
23 13+06 08+£02 0700 0601 05£00
24 1205 1401 1801 36+£03 23%£07
25 1001 0900 09+00 0600 0200
26 1001 07£03 08«01 15203 03=x0.1
27 1002 82+0.7 7503 58£01 38+06
28 1001 13203 0901 08£00 05x00
29 1001 1102 1000 08+00 12x00
30 10201 12403 0802 09+£02 1101
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F=14(40)
31 10+0.1 12+£02 1101 13+02 10=x0.1
32 1.0+01 11402 08+£01 08+=00 08x0.1
33 1.0£0.1 08+£0.1 0501 ND 3.2+03
34 1.0+£0.1 10+£0.1 0601 08x02 1.7+04
as 1000 1001 08+0.1 08+01 1.2+01
36 1.0+0.1 1703 1.0+02 1000 1.1x0.1
37 1000 13201 1201 0900 1300
38 1002 10203 0900 12+£00 13+0.2
39 1.0=01 04200 04200 1203 §1x03
40 1001 12%01 1.1+01 13+01 13+£0.1
41 10=02 04=00 0401 277208 382x71
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CN 104641237 A w B P KM E 28/37 i
&15
oy HK-2,IL-6 &k
= 0 1 10 100 1000
1 1.0+00 12201 1.1+£02 1.0+£0.1 0.9x=0.1
2 1.0£00 1402 0900 09+02 1000
3 1.0£0.1 83x02 7.6+£03 61+0.1 128 +1.7
4 1001 14+£03 0900 8.6+13 40+£07
5 1002 07+02 36+£02 252+£27 120.5x26.1
6 1001 13=01 1.0+0.1 1000 2.6+03
7 10£02 3608 2202 2800 1.5£00
8 1002 1.7+01 1.1+£01 02=x0.1 ND
9 1.0+£02 1.2+£01 0702 05+0.2 0800
10 1000 11201 1000 1.2+0.1 0.8=0.1
i1 1001 0300 1610 40x14 59+05
12 1.1+03 07201 0500 08x04 1.3+00
13 1001 15£00 2300 28z2038 26x200
14 1001 1001 0900 0500 16.1 1.1
15 1002 0701 0701 0600 0.3+0.0
16 1001 1603 1.1£02 1101 3.5+05
17 1.0+02 1402 09+0.1 15%0.2 2004
18 1001 01£00 0100 0.6:0.0 ND
19 1001 40+£03 5102 7.8x04 58x1.6
20 1001 08=£01 0601 1.1+01 1.2+0.1
21 10201 1500 1400 13x00 14.7+ 1.5
22 1.0+0.1 20+03 1.8+0.1 20=0.1 1.1 0.0
23 1.0x0.1 08+00 0600 0400 0.7+0.1
24 1408 07+£01 0500 02=+00 04x0.1
25 1.1+03 1.2+0.2 06+£0.1 07+0.1 06=0.1
26 1.0x0.1 091205 03+01 03+00 ND
27 1.1£05 1.0+£0.1 0701 05=+00 02x00
28 1.0£01 1.6+00 11200 09=%0.1 0400
20 1.0£01 0300 15206 01%00 0100
30 1002 1.3+£01 1.0+02 1.0+£0.1 0900
K 23
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CN 104641237 A w B P KM E 29/37 T
15 (85)

31 1.1+£03 14+£00 0700 0600 08£0.0
32 1.0+01 08+01 0700 09+0.2 0800
33 1.1+03 11401 08+00 09+0.1 ND

34 1.0£01 13+01 08+01 06+0.1 0.7+00
35 1.0£0.1 1.3+01 1100 0803 1300
36 1002 1.0+£0.1 0701 06=£0.1 0.5+00
37 1104 0501 03200 02200 0.8+0.0
38 1001 15+£03 07+02 06=0.0 02+00
39 1001 09=x0.1 0500 04=x=0.1 24106
40 10+0.1 1.2+01 0901 09=x0.1 0.8+£0.1
41 10+£01 22=x01 09£00 0700 35.0+4.3
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&16
A HK-2,I1L.-8 3Rix
ha 0 1 10 100 1000
1 1000 1.1+0.1 10+£01 10+01 13+05
2 1000 11+£01 08+01 0801 0700
3 1001 §1+02 43£01 3501 41£02
4 1000 16206 1.0+£0.1 139x26 188=+53
5 1000 1304 50=+1.1 135218 305+27
6 1001 1202 10+£01 10£01 19103
7 10£0.1 9007 86£05 143+1.2 09x00
8 1.0x02 25+01 2201 1.6=£01 ND
9 10£02 17201 0800 0601 0700
10 1001 12201 0900 0901 14+05
11 10+£01 0200 2.0+£10 1305 10=x0.1
12 1002 1301 1201 12x01 3.0x00
13 10£01 0901 3.7+0.7 2304 25x00
14 1.0201 1.0+00 08+01 0200 12201
15 10£01 15202 15+02 1501 1102
16 1000 19204 1503 1.1+02 0400
17 1001 14=01 12+02 21+01 21204
18 1.000 05201 06201 0400 ND
19 10200 28+01 21202 2603 2505
20 10£02 06201 0500 13202 1.6+03
21 10200 1100 1.1+£00 08+0.1 1.7+00
22 1000 39+05 38+04 3105 12+02
23 1.0+x01 1.2+02 0801 0701 0701
24 1.1£03 47206 3.6+08 2200 05+03
25 1001 1.2+01 1201 1101 1.1x0.1
26 1000 05+02 0300 04=£0.1 ND
27 1002 83+07 54%=02 3202 24%10
28 1.0£00 1401 13201 14+01 08%0.1
29 1000 03x01 0100 0401 05400
30 1002 16+£01 12+02 1101 1300

K 24
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CN 104641237 A 31/37 1L
16 (&)
31 1.0+£01 1.7+03 1.1£01 10+01 1.0%00
32 1.0£01 1.1+01 1001 11+02 1.1=00
_ 33 1.0+£02 0901 10+01 12+0.1 ND
34 10+£00 12401 13+01 0800 0500
3s 1.0£0.1 1401 0901 0900 15+0.0
36 1.0+00 0801 0601 05+00 0400
37 1.0+£01 0300 0300 0200 03100
38 10£01 1100 08+01 07200 1201
39 1.0£00 0400 0400 04+00 10235
40 1000 1.0£00 09+0.0 0901 09x01
41 1000 4304 1701 21+£01 824=82

Bl 24 (48)

61



i B B M E

CN 104641237 A 32/371 1
17
s LLC-PK1,IL-6 RiX
= 0 1 10 100 1600

1 1.0£01 07£02 23+08 52+1.0 1.8+0.5

2 1001 0901 0900 1.0+00 1.2+0.0
3 1.0+£01 14x02 0701 0.5+0.0 0.3%+0.1
4 10201 1.1x01 19=%07 1.0+0.0 48+ 0.3
5 1.0£0.1 1.2+02 151+£27 313.7+31.4 1805=16.1

6 1.0£02 0601 0500 0.9+0.0 1.1+00

7 1.0£0.1 1600 18+0.1 1.8+0.1 1400

8 1.0x00 1401 1.7+01 1.1+0.1 ND

9 11203 1.0+0.1 08=0.1 08+0.0 0.9+00
10 1.0+£00 1.1+02 28=%03 6.31:0.3 4705
11 1.0£0.2 03x00 0500 0.9+0.1 ND

12 1001 0900 1.1%0.1 1.3+0.1 1.8+0.1
13 1.0+0.1 22=01 129x7.2 ND ND

14 10+0.1 1100 1.1+0.1 3305 3702
15 1.0£00 08x00 0900 1.0x£0.0 2400
16 1001 1300 1.1+0.1 1.2+0.1 28100
17 1000 0900 1300 14+£0.0 25+0.2
18 10£0.1 09=x00 0500 0.9+0.0 0.7x0.1
19 1001 15=01 1500 74 +1.0 14=03
20 1.1£03 0701 11=x03 22x0.2 24106
21 1.0£00 09=01 1.0=x0.1 0.9+0.0 1.7+ 0.5
22 1.0£00 1501 L§5x0.1 1.4£0.0 1.4+0.0
23 1001 0901 0700 0.8+0.1 09+0.1
24 1002 13x01 08£00 0.7+0.0 08+0.1
25 1.0£0.1 0901 1.3£0.1 2304 1.7£04
26 1002 0300 0300 04+0.1 2.1+05
27 1002 1801 1902 26+0.1 1.6+0.2
28 1.0£0.1 0800 1.0x0.0 0.9+0.0 1.0+ 00
29 1.0£0.1 06=01 05=%0.1 0.3+0.1 09+0.2
30 1.0£0.2 11401 08=£0.1 0.8+0.0 1.0+0.1

Kl 25 (42)
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CN 104641237 A Ww BB B M E 33/37 1
F17(8)
31 1.0£00 11201 120.1 1.4£0.2 1.6+0.3
32 1.0£0.1 1.6201 1.6+0.1 1.1+02 0.9+0.1
33 1.0=0.2 0900 09=+0.1 1.1+0.2 8.2+2.6
34 1.0£02 0700 05+00 0.6=0.1 1.8+ 0.0
35 1.0=00 0700 0700 0.7+0.0 0.9+0.1
36 1000 0700 0.7+0.0 0.7+0.1 0.8+0.0
37 1307 0501 2.4+03 1.1+0.7 1.1+0.5
38 1000 07+00 0.7%0.1 0.8 +0.0 0.7+0.0
39 1.0+£00 0601 0500 0.7+0.1 7.7+ 0.6
40 10201 10200 1100 11200 1.1£0.0
41 1002 09200 08=00 0400 0.5+0.1
K 25 (42)

63



CN 104641237 A w B P M E 34/37
#18
o LLC-PK1,IL-8 ik
= 0 1 10 100 1000
1 10£01 13+01 1.1=03 2.7+0.1 2105
2 10200 10+00 13201 1.8+02 23£0.2
3 1.0£0.1 78+15 39204 2.1£0.0 8.4+0.1
4 1.0£01 09+01 12204 1.0+ 0.0 89+0.3
5 10200 09+01 23.1+39 413.7+28.8 B839.4+3059
6 1001 07+01 06=00 1.6+ 0.2 0.8+0.0
7 10201 101:07 81207 9,1£04 1.8+0.0
8 10201 10204 07203 1.2+ 0.4 ND
9 1.0£02 1.7+00 1.5+02 1.5+0.1 12+0.1
10 10201 05+01 1501 203+2.0 15.8+2.1
11 1.1£03 08+04 6.9+03 0400 ND
12 10201 07+£00 0900 1.7£0.1 4309
13 10201 21201 12.2x43 ND ND
14 1.0£00 12201 18203 370144 1.6+0.1
15 10201 0701 1.0%01 1.3£0.1 2.5+0.1
16 1.0£00 09201 12202 1.6+ 0.3 0.7+0.0
17 10£01 10+01 1.6+00 2,002 16.3 +4.3
18 1001 0500 04£00 1.4 0.2 0400
19 10£02 59%04 7.1+05 301.3+27.5 47.9+6.0
20 10401 12+03 0.7£02 3.9+0.1 49+1.2
21 1.0£01 22202 184401 1.2+0.2 2.6+0.3
2 1001  4.0+03 2201 24+0.2 1.5+0.1
23 10201 12£01 04200 0.6£0.1 0.7+0.1
24 1.1£03 161204 8407 71+13 1.4£0.1
25 10£00 09201 1100 1.8+0.3 0.5+0.1
26 1001 07201 05+0.1 0.9=0.0 2910
27 1.0+£02 7.6%11 57+07 13.7+1.2 0.4+0.0
28 1.0+£01 06=01 09=0.1 0.9=0.1 1.0 £ 0.1
29 1.1£02 09+02 08=01 0.6=0.1 1.2 +0.1
30 1000 2.6%01 1.8+06 1.6+0.3 1.5+0.0

Kl 26
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CN 104641237 A w B P M E 35/37 7
18 (45)
31 1001 0800 1000 1.320.1 1.3+0.0
32 1.0£00 21+0.1 1.3%+0.1 1.1£0.2 0.7+x0.0
33 1.0£02 09+00 08+0.1 0.8+0.0 9.1+0.6
34 1001 08+£00 0701 0.7£0.0 0.5+£00
35 10201 07+01 07=+0.1 0.7+0.0 1.0x:0.0
36 1.0x01 0600 06£0.1 0.7+0.1 0600
37 122058 0701 26+0.2 1.3£0.7 0903
38 1.0=00 09=0.1 1.0=x0.2 08+0.1 1.1+0.0
39 1000 0800 0700 0.7+0.1 164.4 + 4.0
40 1.0=01 1001 1.0=00 1.0£00 1.1+£0.0
41 1102 2403 18«01 2001 11010
K 26 (42)
19
T | S T (o)
VIM F 5'-ACCTGAGGGAAACTAATCTG-3 105
; R 5'-CGTTGATAACCTGTCCATCT. 1-3% ;
KIM-1 F 5’-CAGGCTGATCCCATAATGCA-3" 100

R 5’-CTGCCTCTCCACCAACCTTTAC-Y’

NGAL F 5"-CAAGGAGCTGACTTCGGAACTAA-3" {36
R 5" TGCACTCAGCCGTCGATACA-3 -

-6 F 5’-TGGCTGCAGGACATGACAAC-Y’ 100
R 5-TGAGGTGCCCATGCTACATTT-3"

iy F 5"-TTGGCAGCCTICCTGATTICT-3' 10
R 5'-GGGTGGAAAGGTTTGGAGTATG-3’

I-18 F 5’-GAACCAGTAGAAGACAATTGCATCA-3’ 01
R 5-CCAGGTTTTCATCATCTTCAGCTA-3’

GAPDH F 5’-CCCCTTCATIGACCTCAACTACA-3’ %
R 5°-GACGGTGCCATGGAATTTG-3"

Kl 27
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CN 104641237 A 36/37 L
PTH; S B R IEPTH R SR 3L 3
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CN 104641237 A iﬁ, EH :Fg Bﬁ Ig 37/37 1L

E20
i) aE i) ?};fj‘iﬁﬁ REE BERE PPV NPV AUC
HUES7-iE 1% 0.73 0.73 0.74 0.76 070  0.80
i PS—3E % 0.78 0.82 0.74 078 078  0.77
&l 30
2% Fh i B JE B4 BYROC i 2%
100%
80% |
2 60% - |
ﬁ_ :
= 40% A
jmf
- HPTC
20% o HUES7- 344
¥, == HK-2/LLC-PK1
0% 1 H T I
0 0.2 0.4 0.6 08 1
BRFEEZE (-4 5 E)
K 31
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