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The present disclosure provides methods of treating diuretic resistance by administering an IL-6
antagonist to patients who require diuresis. The present disclosure also provides methods of treating heart
failure, and in particular renal symptoms of heart failure, by administering an 1L-6 antagonist to heart failure
patients who have at least one copy of the TMPRSS6 rs855791 major allele. Optionally, the patient has
elevated urine levels of IL-6, plasma levels of IL-6, or both urine and plasma levels of IL-6. Also provided
are methods of detecting cardiorenal syndrome in a patient comprising measuring a level of IL-6 in the

patient's urine or plasma.
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PRECISION TREATMENT OF HEART FAILURE AND
CARDIORENAL SYNDROME
(3]

A SEIHIE BEFE 150 75 B 20 PR (diuresis) 2 B & & B IL-6 35 TR 2K 0E
MFRBIFUM: 2 J70% » AR INE RS d 0 B A TMPRSS6 rs855791 F ¥
AN 2D —{EE A 20 g = 18 B 1 BLIL- 645 DU A B 680 Bl 2208 K
THZOREE ZEERZ Tk - SR > ZEEBEARSRIKIL-67K
A~ e MATIL-67K e » BUB S PRIRIL-6 /K 48 R s MARIL-6 /K 48 o A
MR BRI B 2 OEIERERE 2 7L - Z U7 AE S B Rz B PRI EI
AP RVIL-6 7K -

(53]

The present disclosure provides methods of treating diuretic
resistance by administering an IL-6 antagonist to patients who require
diuresis. The present disclosure also provides methods of treating heart
failure, and in particular renal symptoms of heart failure, by
administering an IL-6 antagonist to heart failure patients who have at
least one copy of the TMPRSS6 rs855791 major allele. Optionally, the
patient has elevated urine levels of IL-6, plasma levels of IL-6, or both

urine and plasma levels of IL-6. Also provided are methods of detecting
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cardiorenal syndrome in a patient comprising measuring a level of IL-6

in the patient's urine or plasma.
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PRECISION TREATMENT OF HEART FAILURE AND

CARDIORENAL SYNDROME
[eflo<sie ]
[oeRidsdin ]
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BEIRTIGEVEERA - EAMBER BRI NS HRREILTE -
B HAAVER R & > CRS Z MRS AL A FiAH R -

FEAFRLEEREEZE ZEEERBTRE N A - NFEEEAL
BHEREE 28 A - R HEEWRES O & B2 e FHE R e H B MR A 2

[#IHNE]

WM AEE PN P — Bt - KAEF 2 B e RO 2 S RE A
PREVER L < BB ( " HF ) ) BEEEA —THai B A - 8
AN AFIL-6 7K 8 DR 3 L e R ME QAT /M R SRR S B R G R
B MFRIRIL-67K % DL RS IL-6 B 57 0 3% 3k K B )H /K8 | 2 e R R UE (b
Z BB o

TR PRIRIL-6 7K 4B B [ 47 1L -6 /K AE 157 L R e~ K
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s W FTFRANGUME ~ ARAEEH B/ NBRIE @A ( " eGFR | ) K3 IRV 4H 4% K 2B &
-1 E W 4R 2= -BE & B 45 ( " RAAS | )E(LEEER -

BN R P R GCR B MAFIL-6 7 [ > KK EERARE - f£ 8 ¥leGFREA
B 2% ERRIL-60rABILE B JARFRRCE 2 BEls 2 EERB - 5
Hh o &R PRIRIL-6 Fe A TL-6 By g A B E [O] B i AVNT - € PROGIL-60r7A B
{EAI PR3 2 JE\ e < R B g [ 252 T~ 6 28 st e b o Wi -

HEEREW » JRRIL-6KEFRE B R 2 HHEYER - BaTHR
EELREEEEN N 2B EER(LEEER) - B SINEH - RIK
IL-6 2 HE SR PR EN A EH L EEE C BE > LHERLEEEE
RIS BB A L AR A

PRBRIL-6E K} » HAEFEMEEE L » mAFIL-6&F} » IRTHRAIL 655t
Bl 2 AR IER MR LIRS B E 2 B4R JRE AR OEIEER 2 F
EAR ©

AT R R R E B =S EE 2 S REREE ZF A - Fr
DA PR i) 5 b8 S 0] HE S e 7 o3 1Y B R/ B0 ik o B 00 i 3= 18 R = 2 B
A3 R HoAtr e B M AR BB B - RHIIL-645HuAR A 2 O TREERR
i ¥ L 2 ] g S E A TS AV B /00 g B <0 MR RIS B 2 G IR IR
% o

THTEEEN29% B - HilE— 055 & B E LB IR & O B & e 1%
6( " TMPRSS6 ; )F1 Zrs85579 1 EEAZHEL 2 AU ( "SNP ) 2 ERRAY -

{#4£ B A TMPRSS6 rs855791 SNP F EHEHEENKN(AGKGG) 2 £ /D
— (B AHY B T PR IRIL-6 /K 2B LRI PR AR ple i EEAH R 5 AE REEMEAR
(AA) A R BE Y B E P PRIRIL-6 /K A BRI R VGCREZ MR - (EEEH
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TMPRSS6 rs855791 SNPZ EEEMAEN 2 /0 — ([ 18 AHY B & § 4%
TL-6 7K 42 BRI PR3 B S EEAR BE 5 AL R E SRR [ 2 & 0 B f e
IL-67K A BRI FR SR AH R -

L M1 CCDHRREF » HATBEEE FELIATMPRSS6 1855791 22
WEERE RS 2 A - TL-6 2 R0 B 8 7 3 i & 5 NKCC2 -
ENaC-BENCCx #ELMHM -

I BRI E L A TMPRSS6 rs855791 £ B#HERH ~ /0 —
AR LIS EE R RIL-6 B ADEF LM EIE R Z N EEE EE
N

B Fri 2 B RHIR F A TL- 6 SR PR 75 52 I 2 B e

Mg > EE—REET > IREEBES REBFREEFE S
BHEZHE - HEBEEGEANE 2 IL-645 i 7 B ] PR 7 4H & 1 F1 8
% o

E—Sgiy+ - BEEFRSEFAMEIL-67KE o £ REE
fid - EEZOBEANMAZIL-6 /KA KFR2 pg/mL » fEHEEEHEH F - BF
ZIBFEATIL-67KE K3 pg/mL - fEREEH G+ - BE ZIEFATIL-67K
RS pg/mL o If HELFjE @l - £ F 28K AT IL-6 K 2 KA 10
pg/mL -

FE—SEFHO o BEH ZHREF/NRS500 « ff—ELFfHEHIF - BF
ZRIFRBLA/NGR200 » AfE—EF o - BHE ZFRBF/NF150 © ff—
RE A o BE 2 FIPRECR/NA 100 -

E—SEhAt - EEEA AR EMEO B EE o 165
o BEEASM LSS o AEEERYF - BEEAEMOREEE -

l\?
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AT

—EBFHMF > BEBRALEIEER  CHFEEHHF 2 —L5%
b R LEERERE o
THIF o BEEBERHER AREEHGF > BEEAHE

i

F

b

F
|5
L

TEMREE ©

FEFEE AT - IL-63E FiEI (R IIL-6 TR R TR & R BT A
Yy o LR EEHAI T > PUIL-6iRREPIRGE G R BRI AEYE o NHIL-6
Z Kp/NA100 nM ~ /NFAS50 nM ~ /N 10 nME £ /8NAT nM o

FEFEEEHE T - FRIL-6 AR IR &G & 1 B BT VAL R# Ak N %

2% R PFREIRZEDTR ~ £2/014K - 2021 REEDI0K -

FEFREE R T > IL-6E PR (h & R ERGUIL-65188 - %7 E B
B iAS (RIgGlEKIgGAPRE < (LXK EEHEH T - PRt RlgCLiikE -

FEFEEEHE T - RIL-6 IR PIRE & 7 B s i Y Ry 5e &= A3
Y o AEFEEEHES T - RIL-65TAS RS & 7 BT £ B N SHLEAY -

EEEFHEM T > MIL-6BRRAEeRh BT EYE S
MEDS5117 2 28875 {# H] 22 & CDR - £ HASF AT > Hiis & MEDS117
ZVHE VL » R EEHEHIF > JIAGAMEDS117 -

FEFEEEHA T - IL-6 iR REG s R RN CTAEY S EE M
LUNSH R < BFRI RS < & 80 75 (@ 7T 22 & CDR © & B & B i (siltuximab)
& B AR H B 471 (gerilimzumab) ~ & & J& B i (sirukumab) ~ 5 fif 5 =5 B 5T
(clazakizumab) ~ & & BE i (olokizumab) ~ X E B {5 (elsilimomab) -
VX30 (VOP-R0O03 : Vaccinex) * EB-007 (EBI-029 ; Eleven Bio) -
ARGX-109 (ArGEN-X) ~ FM101 (Femta Pharmaceuticals > Lonza)

ALD518/BMS-945429 (Alder Biopharmaceuticals > Bristol-Myers
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Squibb) o FEFEFHEF T > FLIL-6FRR IR & R BT A E &K
HEAHBUTHEK B B EEVERKEVE - BEFER - &2
MBS - BEEED - R T EGR - s EL - VX30 (VOP-
R0O03 : Vaccinex) -~ EB-007 (EBI-029 ; Eleven Bio) - ARGX-109
(ArGEN-X) ~ FM101 (Femta Pharmaceuticals > Lonza) ;7 ALD518/BMS-
945429 (Alder Biopharmaceuticals » Bristol-Myers Squibb) {45 E E I
B FIL-65iBG Bl ii R &G & F ERelT A Y Ry B LU T a2 BERY T
ie - BEEET - REMHED - REEER - whETET - BiEaHE
F1 ~ VX30 (VOP-R0O03 ; Vaccinex) » EB-007 (EBI-029 ; Eleven Bio) ~

ARGX-109 (ArGEN-X) - FM101 (Femta Pharmaceuticals > Lonza) &

ALD518/BMS-945429 (Alder Biopharmaceuticals > Bristol-Myers
Squibb) o

FEFREEHEA S o IL-655 i B A BB HIAS - VanZRKEi 88 - Fabag
scFv o

FEFESEEREA T o IL-65E B (R ITIL-6RFTAG S HA R &6 & F Frsils
AV HEFEEHA T o PUIL-6REE ~ HiREG e R BT AYE a6
FI B Fi (tocilizumab) B¢k B H B Hi (vobarilizumab) 2 6{E CDR -

FEFEEFHEO T - IL-655 BRI AKINHIA - A£FREFEA T > JAK
AR E b LT 4R 2 BF ¢ FEIAE JE (tofacitinib)(Xeljanz) ~ B EC
(decernotinib) ~ B £ % JE (ruxolitinib) - JCMH%ZE & & (upadacitinib) -~ E ¥
& & (baricitinib) ~ ZEEF & [E (filgotinib) ~ 2K %% [E (lestaurtinib) ~ THEG
J& (pacritinib) ~ & JE & J& (peficitinib) ~ INCB-039110 - ABT-494 -

INCB-047986 k& AC-410 -
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FEFEF R G T > IL-635 FUHI (R STAT3HIHH -

L

FEFREE G T > IL-63E UKD ERG 8 - e e EHafIT - IL-634
PO J T 25 -

FEFREE RG] T - IL-655 FUHIAE L i -

FEREEER A S - IL-65EH K PLUe RS AR 2K & ~ R K&

Frégie il i - e R E Ao > IL-655 HUHI LUe LR S AR R £ IR H
IKEEZTE ~ W R I - AR R EHE Mo - IL-645Hi M L e B
EmeGFRZTE ~ WA KT @R FE R - fefr € EHEfI+ > IL-635 Hikl
Ll LIRS eGFR £ IR /KA 2R & ~ e K7 @I fL 5L

FEREEEHAIT - HEARMEEUTRES R - HERKT ZIL-6
JKAE > RATE MAEH ZTL-67K4E » BHIE FRIR R A% 2 1L-6 /K% © {14
EEH T > HiARIM SR SRR — 20 B Tl E 2 IL-6 /K e 52
AR TR Z IL-655 T K 2 Kl EHY R 88 BR

GEEEGH D

E & T I B Be) 8 R s B 4 it PR AR A S I 2 i B 2 DL T R Al
g o HHER AR Z HAY - fEE A PR E Al E Z EHER - 2800 E B
B > REIHARNE =T P Eon Z A 2 wE VA B R TE: -

B 1A 5 R AR B8 A B 01 1 P 2 B 7 o B 122 52 = D 2 A PR A
BEH129%.0 B EIE (T HF ) ) BB ZPRIRIL-64H 2 FIFR3ER( " DE | )HY
FREE - ZHEE B 10LEH EBEI0H 1 -

B 1B & E R EREE NAT R 21297 0 EEE( T HF ) ) EEP 2
M AEIL-62H Z MR ( " DE ) YWRPIE - A& HE 10LH £5H59015 57
fir
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B 2AfE iR AR A — D oy 40 2 B 1A KB 1B PR 2 BE 2
FR % IL-6 40 /) DE » 7 {8 [ J& ;R TMPRSS6 rs855791 SNP Y ZH ¥} {8 £ [H
(2321G—A ; ATV A E 2B EHEZER > AAHER~EA
TMPRSS6 15855791 SNPEZHHE[IN(2321G 5 A736) 2 £/ D —(H#EAZ
BEZER -

B 2B @ iR IE AR A — Py 2 B 1A K E 1B FFrsRE 2 B E T 2
[ #FIL-6 40 /Y DE > 7 {8 [ J& /R TMPRSS6 rs855791 SNP Y ZH ¥} {8 £ [H
(2321G—A ; ATV A E 2B EHEZER > AAHER~EA
TMPRSS6 15855791 SNPEZHHE[IN(2321G 5 A736) 2 £/ D —(H#EAZ
BEZER -

B 3A KRB 3B 4glE | R E2H s 2 129 B E 298 EE T4
Z(A)FRIRIL-6 7K #E 2 (B) MMAFIL-6 /K A8 B DT B8 PRI E BY BRI« PR (RAYE
PhAE ~ EAREFE( "DE ) ~ FE iy a2 TE L RIET B o ALK
RISHEEER( " CL, ) « BTA 98 ¥ RIRIL-6 /K 28 K M 4F1L-6 /K 22
TR - FRIRIL-6/KLE DUKFRALEFEFE 1R - M RIR R MAEIL-652 &
IR& M > 1T B B Cox [Al 7 2 Al JE Fl logi(E -

MR ° OR={E#L - HR=JELEL - [L=4p 0 & - SD=fF A % -
eGFR={fi 51 B /NERIE B3 « *=81 3 (i1 & U 48 F B LEG I %l (angiotensin
converting enzyme inhibitor - ACE-I) 2 [f1 & g 45 & % %8 [H & &
(angiotensin receptor blocker » ARB) i FIAETHHEEHY o **=3F ¥ B4Ry
B B - YE R ARG B LA PR # ik (NT-{ BNP) - ACE-T5
ARBZ{EM] ~ RF R EBF[FR | (home loop diuretic)K| & & eGFRETHHE

5 o
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B 4A - E4B B 4CERERAIL-6 R/HE LB B IEHEZEMI CCD
At 2 NKCC2 ~ ENaC-BRNCC > %3 > BI4AE R FIL-6 /5K E
BIRER Z1BNKCC2 2 R B4BEREAIL-6 R/HE B TIEHE L%
ENaC-Br % ; HE4CE R MIL-6 R/E LR CIEHE ZBNCCZ*
B o

B SA - B SBRESCRERHEMAIL-6 /IR AREHR 2 M1 CCD
it ZNKCC2 ~ ENaC-B R NCC 2K - BISAFER{EHIL-6 /SR N fi
AR ZBNKCC2 7 KRB 5 B SBE R {3 FHIL-6 K /B0 R A Big /4% . (£ ENaC-
BRI HESCREREAIL-6 K&/EIE NFEH 2 BNCC R -

[ 6 /2 "~ A PROJEC T 2 Bt o 25 45 R B L i TL- 6 7K 8 2 R gk

7 A K B 7B RIL-64H 2+ A-Z2 Ff (Kaplan-Meien) F & R gh 47 [H
TABRTAEI80KRE 2 FrARRLT & - HE7BER{E60KE Z FiA R KA
SE T A B0 M0 B A B (R -

B 8A K B 8BE R B4R TR 2 M 2 1L-6 2 (b RA-FREFER
Hi4R - BISAE RIEISOREF 2 ATAFRET X » HESBER{E60KE 2
FiT A R PRI 3E T S B0 0 A R T (B 2 -

[ 9 /2 R A BIOS TAT-CHFRF 5T H A& 43 5 A Bt i TL- 6 7K 2 7 R B

B 10A & E10BERIL-64H 2 RA-FRFE/ERIE - B10AER{E2
TR A RRE TR R/BOLESEE 2 FERE - BE10BE R 246
ZHARRETE -

B 11~ 83 2R 1 /K AE BAIL-64H 2 ) 2 73 A -

(&h 7]
MHEHFEEZRXX 2%

5 8 HEEWREHH)
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AHFEZETR2017TH2H 1 H 5 2 E BRI H 35 55 62/453,257 5%
AfELs - HEMNEAE LIS Z =5 A -
BN Bt E B R 2 B

A EERARAL BUR S5 AE 135 B B 2% # 4E B 72 e (National Institutes
of Health)#% P Hy#Z##ESROIHL128973 Fz4K23HL114868 T #1T - BT =
AR SRR -
BN ERE R EH

AR AR A AL BB & K2 (Yale University) ~ MedImmune R E] -
AstraZeneca Pharmaceuticals LPJ Corvidia Therapeutics?5 [F /A 5] 2 [F
T e T 1T -
FF3lR

AHFEEHFIIFR  HO&HEFS-WebE < H L2305 YT =
fF AN A L HF o A 2018 XX H Al # 2 % ASCIL # K &1 # &
XXXXXUS_sequencelisting.txt * H A/NEBX, XXX, XXX r4H -
1.E&

(RIESINE R - & AIA AT A < AT A Bilg fe B i 58 19 B LA 3%
A AT B < b 2 — AR flo B AR T R R AR R 2 5% - JNERRAR - ASCAT
2 frsB & M i E g0~ By - BN AE R PR -

"EEREE & EEE6 (TMPRSS6)Z K | 2551 LINCBIZ 747 5%
NP_00127592942 fit ~ e B lg 51| B A £ /0 §I85% BUR 1185 % <« M e il —
FME BB AGREIEE O MER SN ER B o TMPRSS6% K - JNTE Fs
FEEON-2 MT2) - JRESHEEFEGED AGFPEEREDHEE -
TR MAE L B T365 B NI (736 A) Z BRI TM PRSS6 i Bl Fr 71

59 HEWHRHAS)
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1 MPVAEAPQVA GGQGDGGDGE EAEPEGMFKA CEDSKRKARG YLRLVPLFVL LALLVLASAG

61 VLLWYFLGYK AEVMVSQVYS GSLRVLNRHF SQDLTRRESS AFRSETAKAQ KMLKELITST
121 RLGTYYNSSS VYSFGEGPLT CFFWFILQIP EHRRLMLSPE VVQALLVEEL LSTVNSSAAV
181 PYRAEYEVDP EGLVILEASV KDIAALNSTL GCYRYSYVGQ GQVLRLKGPD HLASSCLWHL
241 QGPKDLMLKL RLEWTLAECR DRLAMYDVAG PLEKRLITSV YGCSRQEPVV EVLASGAIMA
301 VVWKKGLHSY YDPFVLSVQP VVFQACEVNL TLDNRLDSQG VLSTPYFPSY YSPQTHCSWH
361 LTVPSLDYGL ALWFDAYALR RQKYDLPCTQ GQWTIQNRRL CGLRILQPYA ERIPVVATAG
421 ITINFTSQIS LTGPGVRVHY GLYNQSDPCP GEFLCSVNGL CVPACDGVKD CPNGLDERNC
481 VCRATFQCKE DSTCISLPKV CDGQPDCLNG SDEEQCQEGV PCGTFTFQCE DRSCVKKPNP
541 QCDGRPDCRD GSDEEHCDCG LQGPSSRIVG GAVSSEGEWP WQASLQVRGR HICGGALIAD
601 RWVITAAHCF QEDSMASTVL WTVFLGKVWQ NSRWPGEVSF KVSRLLLHPY HEEDSHDYDV
661 ALLQLDHPVV RSAAVRPVCL PARSHFFEPG LHCWITGWGA LREGALRADA VALFYGWRNQ
721 GSETCCCPIS NALQKADVQL IPQDLCSEVY RYQVTPRMLC AGYRKGKKDA CQGDSGGPLV
781 CKALSGRWFL AGLVSWGLGC GRPNYFGVYT RITGVISWIQ QVVT (SEQ ID NO:1)

TSR MAE AL B 736 5L H A GARE BE (736 V) Z B 1 TMPRSS6 g B

A1

1 MPVAEAPQVA GGQGDGGDGE EAEPEGMFKA CEDSKRKARG YLRLVPLFVL LALLVLASAG
61 VLLWYFLGYK AEVMVSQVYS GSLRVLNRHF SQDLTRRESS AFRSETAKAQ KMLKELITST
121 RLGTYYNSSS VYSFGEGPLT CFFWFILQIP EHRRLMLSPE VVQALLVEEL LSTVNSSAAV
181 PYRAEYEVDP EGLVILEASV KDIAALNSTL GCYRYSYVGQ GQVLRLKGPD HLASSCLWHL
24 QGPKDLMLKL RLEWTLAECR DRLAMYDVAG PLEKRLITSV YGCSRQEPVV EVLASGAIMA
30 VVWKKGLHSY YDPFVLSVQP VVFQACEVNL TLDNRLDSQG VLSTPYFPSY YSPQTHCSWH
36 LTVPSLDYGL ALWFDAYALR RQKYDLPCTQ GQWTIQNRRL CGLRILQPYA ERIPVVATAG
42 ITINFTSQIS LTGPGVRVHY GLYNQSDPCP GEFLCSVNGL CVPACDGVKD CPNGLDERNC
48 VCRATFQCKE DSTCISLPKV CDGQPDCLNG SDEEQCQEGV PCGTFTFQCE DRSCVKKPNP
54 QCDGRPDCRD GSDEEHCDCG LQGPSSRIVG GAVSSEGEWP WQASLQVRGR HICGGALIAD
60 RWVITAAHCF QEDSMASTVL WTVFLGKVWQ NSRWPGEVSF KVSRLLLHPY HEEDSHDYDV
66 ALLQLDHPVV RSAAVRPVCL PARSHFFEPG LHCWITGWGA LREGALRADA VALFYGWRNQ
72 GSETCCCPIS NALQKVDVQL IPQDLCSEVY RYQVTPRMLC AGYRKGKKDA CQGDSGGPLV
78 CKALSGRWFL AGLVSWGLGC GRPNYFGVYT RITGVISWIQ QVVT (SEQ ID NO:2)
=z M

" TMPRSS6 77 F | EH4mtETMPRSS6 %k (BIE EH -2 ;
MT2) 2 %% & B - B/~ TMPRSS6 #% B4 73 T 7 %l LA NCBI & 1% 4% 5%
NM_00128900048t - T iR EZ ERUI E2321EEAG (" GHER

R " EEHEENR ) ) ZTMPRSS6IZBL Y1

5 10 HEEHIEREIE)

(C234624PA docx

FH Y% A0l01 1102000149-0
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61
121
181
241
301
361
421
481
541
601
661
721
781
841
901
961

1021
1081
1141
1201
1261
1321
1381
1441
1501
1561
1621
1681
1741
1801
1861
1921
1981
2041
2101
2161
2221

(C234624PA docx
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GGACAAACAG
GGATGCCCGT
AGGAAGCGGA
GCTACCTCCG
GGGTGCTACT
CAGGCAGTCT
GTGCCTTCCG
CCCGCCTGGG
CCTGCTTCTT
AGGTGGTGCA
TCCCCTACAG
TGAAAGACAT
AGGGCCAGGT
TGCAGGGCCC
GGGACCGACT
TGTACGGCTG
CGGTCGTCTG
CGGTGGTCTT
GCGTCCTCAG
ACCTCACGGT
GGAGGCAGAA
TGTGTGGCTT
GGATCACCAT
ATGGCTTGTA
TCTGTGTCCC
GCGTTTGCAG
TCTGTGATGG
TGCCATGTGG
CGCAGTGTGA
GCCTCCAGGG
CATGGCAGGC
ACCGCTGGGT
TGTGGACCGT
TCAAGGTGAG
TGGCGCTGCT
TGCCCGCGCG
CCTTGCGCGA
AAGGCTCAGA

AGGCTCCTGA
GGCCGAGGCC
GCCGGAGGGG
CCTGGTGCCC
CTGGTATTTC
GCGTGTACTC
CAGTGAAACC
AACTTACTAC
CTGGTTCATT
GGCACTGCTG
GGCCGAGTAC
AGCTGCATTG
CCTCCGGCTG
CAAGGACCTC
GGCCATGTAT
CAGCCGCCAG
GAAGAAGGGC
CCAGGCCTGT
CACCCCGTAC
GCCCTCTCTG
GTATGATTTG
GCGCATCCTG
CAACTTCACC
CAACCAGTCG
TGCCTGTGAT
AGCCACATTC
GCAGCCTGAT
GACATTCACC
TGGGCGGCCC
CCCCTCCAGC
CAGCCTCCAG
GATAACAGCT
GTTCCTGGGC
CCGCCTGCTC
GCAGCTCGAC
CTCCCACTTC
GGGCGCCCTA
GACATGTTGC

FHHIE A0101

GGCCTGTGTG
CCCCAGGTGG
ATGTTCAAGG
CTGTTTGTGC
CTAGGGTACA
AATCGCCACT
GCCAAAGCCC
AACTCCAGCT
CTCCAAATCC
GTGGAGGAGC
GAAGTGGACC
AATTCCACGC
AAGGGGCCTG
ATGCTCAAAC
GACGTGGCCG
GAGCCCGTGG
CTGCACAGCT
GAAGTGAACC
TTCCCCAGCT
GACTACGGCT
CCGTGCACCC
CAGCCCTACG
TCCCAGATCT
GACCCCTGCC
GGGGTCAAGG
CAGTGCAAAG
TGTCTCAACG
TTCCAGTGTG
GACTGCAGGG
CGCATTGTTG
GTTCGGGGTC
GCCCACTGCT
AAGGTGTGGC
CTGCACCCGT
CACCCGGTGG
TTCGAGCCCG
CGGGCGGATG
TGCCCCATCA

CAGGCCCGGC
CTGGCGGGCA
CCTGTGAGGA
TGCTGGCCCT
AGGCGGAGGT
TCTCCCAGGA
AGAAGATGCT
CCGTCTATTC
CCGAGCACCG
TGCTGTCCAC
CCGAGGGCCT
TGGGTTGTTA
ACCACCTGGC
TCCGGCTGGA
GGCCCCTGGA
TGGAGGTTCT
ACTACGACCC
TGACGCTGGA
ACTACTCGCC
TGGCCCTCTG
AGGGCCAGTG
CCGAGAGGAT
CCCTCACCGG
CTGGAGAGTT
ACTGCCCCAA
AGGACAGCAC
GCAGCGACGA
AGGACCGGAG
ACGGCTCGGA
GTGGAGCTGT
GACACATCTG
TCCAGGAGGA
AGAACTCGCG
ACCACGAAGA
TGCGCTCGGC
GCCTGCACTG
CTGTGGCCCT
GCAACGCTCT

11 HEETEREE)

ACCTATCTGC
GGGGGACGGA
CTCCAAGAGA
GCTCGTGCTG
GATGGTCAGC
TCTTACCCGC
CAAGGAGCTC
CTTTGGGGAG
CCGGCTGATG
AGTCAACAGC
AGTGATCCTG
CCGCTACAGC
CTCCAGCTGC
GTGGACGCTG
GAAGAGGCTC
GGCGTCGGGG
CTTCGTGCTC
CAACAGGCTC
CCAAACCCAC
GTTTGATGCC
GACGATCCAG
CCCCGTGGTG
GCCCGGTGTG
CCTCTGTTCT
CGGCCTGGAT
ATGCATCTCA
AGAGCAGTGC
CTGCGTGAAG
TGAGGAGCAC
GTCCTCCGAG
TGGGGGGGCC
CAGCATGGCC
CTGGCCTGGA
GGACAGCCAT
CGCCGTGCGC
CTGGATTACG
ATTTTATGGA
GCAGAAAGTG

CGCTCCCAAA
GGTGATGGCG
AAAGCCCGGG
GCTTCGGCGG
CAGGTGTACT
CGGGAATCTA
ATCACCAGCA
GGACCCCTCA
CTGAGCCCCG
TCGGCTGCCG
GAAGCCAGTG
TACGTGGGCC
CTGTGGCACC
GCAGAGTGCC
ATCACCTCGG
GCCATCATGG
TCCGTGCAGC
GACTCCCAGG
TGCTCCTGGC
TATGCACTGA
AACAGGAGGC
GCCACGGCCG
CGGGTGCACT
GTGAATGGAC
GAGAGAAACT
CTGCCCAAGG
CAGGAAGGGG
AAGCCCAACC
TGTGACTGTG
GGTGAGTGGC
CTCATCGCTG
TCCACGGTGC
GAGGTGTCCT
GACTACGACG
CCCGTCTGCC
GGCTGGGGCG
TGGAGAAACC
GATGTGCAGT

1102000149-0
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2281
2341
2401
2461
2521
2581
2641
2701
2761
2821
2881
2941
3001
3061
3121
3181

TGATCCCACA
GTGCCGGCTA
TGTGCAAGGC
GTGGCCGGCC
AGCAAGTGGT
AGAGCCCAGG
GCAGGCCCTG
TGGCAGCAGG
CCCACACCCA
CCTAATGCAA
GAGGTGCGCC
CCAGCTTCGG
GGGGACCCTC
TGGGGAAGTC
GCCCAGACCC

GGACCTGTGC
CCGCAAGGGC
ACTCAGTGGC
TAACTACTTC
GACCTGAGGA
GCARACTGCCA
TGGTGGCAGG
ATGGAGAAGT
GCCCTTCTGC
GGCAGTGGCT
CCACTCTGTA
AAGCCCCTGG
AGAGCCCTGG
CTGACTCCAG
TCACTGGGAG
ABRAARD {SEQ

AGCGAGGTCT
AAGAAGGATG
CGCTGGTTCC
GGCGTCTACA
ACTGCCCCCC
AGCAGGGGGA
AGGTGGCATC
GCCAGCAGCT
CTCCCAATTC
CAGCAGCAAG
CAGAGGCTGT
TCTAACTTGG
AGACTGCCAG
GGTCCTTGCC
GTGAGCTCAG

ATCGCTACCA
CCTGTCAGGG
TGGCGEGGEGCT
CCCGCATCAC
TGCAAAGCAG
CAAGTATTCT
TTGTCTCGTC
GGGGGTCAAG
TCTCTCCTCC
AATGCTGGTT
TTGGGCAGCC
GATCTGGGAA
GTGGGCCTGC
CCACCCCTGC
CTGCCCTTTG

GGTGACGCCA
TGACTCAGGT
GGTCAGCTGG
AGGTGTGATC
GGCCCACCTC
GGCGGGGGGET
CCTGATGTCT
ACGTCCCCTG
GTCCCCTTCC
CTACATCCCG
TTGCCTCCAG
TGGAAGGTGC
TGCCACTGTA
CTGCCACCTG
GAATAAAGCT

CGCATGCTGT
GGTCCGCTGE
GGCCTGGGCT
AGCTGGATCC
CTGGACTCAG
GGGGGAGAGA
GCTCCAGTGA
AGGACCCAGG
TCCACTGCTG
AGGAGTGTCT
AGAGCAGATT
TCCCATCGGA
AGCCAAAAGEG
GGCCCTCACA
GCCTGATCCA

ID NO:3)

TR H BRI B 2321 i B A ZTMPRSSO%BZFP 5

1
61
121
181
241
301
361
421
481
541
601
661
721
781
841
901
961
1021

(C234624PA docx

110100113

GGACAAACAG
GGATGCCCGT
AGGAAGCGGA
GCTACCTCCG
GGGTGCTACT
CAGGCAGTCT
GTGCCTTCCG
CCCGCCTGGG
CCTGCTTCTT
AGGTGGTGCA
TCCCCTACAG
TGAAAGACAT
AGGGCCAGGT
TGCAGGGCCC
GGGACCGACT
TGTACGGCTG
CGGTCGTCTG
CGGTGGTCTT

AGGCTCCTGA
GGCCGAGGCC
GCCGGAGGGG
CCTGGTGCCC
CTGGTATTTC
GCGTGTACTC
CAGTGAAACC
AACTTACTAC
CTGGTTCATT
GGCACTGCTG
GGCCGAGTAC
AGCTGCATTG
CCTCCGGCTG
CAAGGACCTC
GGCCATGTAT
CAGCCGCCAG
GAAGAAGGGC
CCAGGCCTGT

FHHIE A0101

GGCCTGTGTG
CCCCAGGTGG
ATGTTCAAGG
CTGTTTGTGC
CTAGGGTACA
AATCGCCACT
GCCAAAGCCC
AACTCCAGCT
CTCCAAATCC
GTGGAGGAGC
GAAGTGGACC
AATTCCACGC
AAGGGGCCTG
ATGCTCAAAC
GACGTGGCCG
GAGCCCGTGG
CTGCACAGCT
GAAGTGAACC

CAGGCCCGGC
CTGGCGGGCA
CCTGTGAGGA
TGCTGGCCCT
AGGCGGAGGT
TCTCCCAGGA
AGAAGATGCT
CCGTCTATTC
CCGAGCACCG
TGCTGTCCAC
CCGAGGGCCT
TGGGTTGTTA
ACCACCTGGC
TCCGGCTGGA
GGCCCCTGGA
TGGAGGTTCT
ACTACGACCC
TGACGCTGGA

ACCTATCTGC
GGGGGACGGA
CTCCAAGAGA
GCTCGTGCTG
GATGGTCAGC
TCTTACCCGC
CAAGGAGCTC
CTTTGGGGAG
CCGGCTGATG
AGTCAACAGC
AGTGATCCTG
CCGCTACAGC
CTCCAGCTGC
GTGGACGCTG
GAAGAGGCTC
GGCGTCGGGG
CTTCGTGCTC
CAACAGGCTC

CGCTCCCAAA
GGTGATGGCG
AAAGCCCGGG
GCTTCGGCGG
CAGGTGTACT
CGGGAATCTA
ATCACCAGCA
GGACCCCTCA
CTGAGCCCCG
TCGGCTGCCG
GAAGCCAGTG
TACGTGGGCC
CTGTGGCACC
GCAGAGTGCC
ATCACCTCGG
GCCATCATGG
TCCGTGCAGC
GACTCCCAGG

5 12 HEETEREE)

L

=]
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1081
1141
1201
1261
1321
1381
1441
1501
1561
1621
1681
1741
1801
1861
1921
1981
2041
2101
2161
2221
2281
2341
2401
2461
2521
2581
2641
2701
2761
2821
2881
2941
3001
3061
3121
3181

-t o
ZE KR

FPAlZ %

(A736V) >

C234624PA docx

110100113

GCGTCCTCAG
ACCTCACGGT
GGAGGCAGAA
TGTGTGGCTT
GGATCACCAT
ATGGCTTGTA
TCTGTGTCCC
GCGTTTGCAG
TCTGTGATGG
TGCCATGTGG
CGCAGTGTGA
GCCTCCAGGG
CATGGCAGGC
ACCGCTGGGT
TGTGGACCGT
TCAAGGTGAG
TGGCGCTGCT
TGCCCGCGCG
CCTTGCGCGA
AAGGCTCAGA
TGATCCCACA
GTGCCGGCTA
TGTGCAAGGC
GTGGCCGGCC
AGCAAGTGGT
AGAGCCCAGG
GCAGGCCCTG
TGGCAGGAGG
CCCACACCCA
CCTAATGCAA
GAGGTGCGCC
CCAGCTTCGG
GGGGACCCTC
TGGGGAAGTC
GCCCAGACCC

iz;-\-EEl
)L_J\ E[)g

CACCCCGTAC
GCCCTCTCTG
GTATGATTTG
GCGCATCCTG
CAACTTCACC
CAACCAGTCG
TGCCTGTGAT
AGCCACATTC
GCAGCCTGAT
GACATTCACC
TGGGCGGCCC
CCCCTCCAGC
CAGCCTCCAG
GATAACAGCT
GTTCCTGGGC
CCGCCTGCTC
GCAGCTCGAC
CTCCCACTTC
GGGCGCCCTA
GACATGTTGC
GGACCTGTGC
CCGCAAGGGC
ACTCAGTGGC
TAACTACTTC
GACCTGAGGA
GCAACTGCCA
TGGTGGCAGG
ATGGAGAAGT
GCCCTTCTGC
GGCAGTGGCT
CCACTCTGTA
AAGCCCCTGG
AGAGCCCTGG
CTGACTCCAG
TCACTGGGAG
AAAAAA

A —5%

TTCCCCAGCT
GACTACGGCT
CCGTGCACCC
CAGCCCTACG
TCCCAGATCT
GACCCCTGCC
GGGGTCAAGG
CAGTGCAAAG
TGTCTCAACG
TTCCAGTGTG
GACTGCAGGG
CGCATTGTTG
GTTCGGGGTC
GCCCACTGCT
AAGGTGTGGC
CTGCACCCGT
CACCCGGTGG
TTCGAGCCCG
CGGGCGGATG
TGCCCCATCA
AGCGAGGTCT
AAGAAGGATG
CGCTGGTTCC
GGCGTCTACA
ACTGCCCCCC
AGCAGGGGGA
AGGTGGCATC
GCCAGCAGCT
CTCCCAATTC
CAGCAGCAAG
CAGAGGCTGT
TCTAACTTGG
AGACTGCCAG
GGTCCTTGCC
GTGAGCTCAG

(SEQ ID NO:4)

AREHRR RS
Bk R 31 -

ACTACTCGCC
TGGCCCTCTG
AGGGCCAGTG
CCGAGAGGAT
CCCTCACCGG
CTGGAGAGTT
ACTGCCCCAA
AGGACAGCAC
GCAGCGACGA
AGGACCGGAG
ACGGCTCGGA
GTGGAGCTGT
GACACATCTG
TCCAGGAGGA
AGAACTCGCG
ACCACGAAGA
TGCGCTCGGC
GCCTGCACTG
CTGTGGCCCT
GCAACGCTCT
ATCGCTACCA
CCTGTCAGGG
TGGCGGGGCT
CCCGCATCAC
TGCAAAGCAG
CAAGTATTCT
TTGTCTCGTC
GGGGGTCAAG
TCTCTCCTCC
AATGCTGGTT
TTGGGCAGCC
GATCTGGGAA
GTGGGCCTGC
CCACCCCTGC
CTGCCCTTTG

FISNP rs855791 (G—A)5[#E -

s 13 E(éféﬁw\%i)

FH Y A0L101

{# frzz

{51 7 1= TMPRSSG6 %

CCAAACCCAC
GTTTGATGCC
GACGATCCAG
CCCCGTGGTG
GCCCGGTGTG
CCTCTGTTCT
CGGCCTGGAT
ATGCATCTCA
AGAGCAGTGC
CTGCGTGAAG
TGAGGAGCAC
GTCCTCCGAG
TGGGGGGGCC
CAGCATGGCC
CTGGCCTGGA
GGACAGCCAT
CGCCGTGCGE
CTGGATTACG
ATTTTATGGA
GCAGAAAGTG
AGTGACGCCA
TGACTCAGGT
GGTCAGCTGG
AGGTGTGATC
GGCCCACCTC
GGCGGGGGGT
CCTGATGTCT
ACGTCCCCTG
GTCCCCTTCC
CTACATCCCG
TTGCCTCCAG
TGGAAGGTGC
TGCCACTGTA
CTGCCACCTG
GAATAAAGCT

S AENENS
=B B TMPRSS6

TGCTCCTGGC
TATGCACTGA
AACAGGAGGC
GCCACGGCCG
CGGGTGCACT
GTGAATGGAC
GAGAGAAACT
CTGCCCAAGG
CAGGAAGGGG
AAGCCCAACC
TGTGACTGTG
GGTGAGTGGC
CTCATCGCTG
TCCACGGTGC
GAGGTGTCCT
GACTACGACG
CCCGTCTGCC
GGCTGGGGCG
TGGAGAAACC
GATGTGCAGT
CGCATGCTGT
GGTCCGCTGG
GGCCTGGGCT
AGCTGGATCC
CTGGACTCAG
GGGGGAGAGA
GCTCCAGTGA
AGGACCCAGG
TCCACTGCTG
AGGAGTGTCT
AGAGCAGATT
TCCCATCGGA
AGCCAAMAGG
GGCCCTCACA
GCCTGATCCA

o2

“n
=

1102000149-0
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"EREBRLSEME ) 5 TSNP, B ERAT L EZHRAAEYY
T 2 B B 2 [ B A (# 88  Z B ¥ s (e 2 )1 [BlHY R A FAE Z DNAFS
BER o  SNPHHEERBHMBEERZEHEHER - £—EE KA F -
TMPRSS6 SNP{4rs855791 -

" rs855791 ; HEH NHTMPRSS6 EN 2 BB% H B % B ML (SNP) »
2321G—A > fEMTMPRSS6ENmth Z MIEE B -2 MT2) ZE{LEF 5]
e PN I B 2 SRR B < HLU(AT36V) - ABIEER T HRE S ZHEER(E
THHEER)%42321G > wHE736A - AR THRRE ZHMERCKE
FEERDHR2321A > GRHET36V -

CRAES ) SR ERNEERAREA FEEER - AT
P . 7k 2 —(AE BT > BERE G (A L N ERE - fEH o —(# A
BEREARGABERMETIONR B A WNMKE 2 TMPRSS6 % ik 2
TMPRSSO61Z &5 (PI40 - FETMPRSS61% 8% 77 T Z i H R (L B 2321 ja B
GE(C)(rs855791 EEHHEAN) » Hn—HEERNEAEBALEERIE
736 i B & SR B Z TMPRSS6 % Ik 2 2 R TMPRSS6 1% % 7 51 (B 40 > 1%
TMPRSS61Z: o7 T 2 BB L B 2321 H A ABLT) (rs855791 RE B H 5
A e

'ERES ) SR EARERAR(EME RS EER - AT
Pl 2 7k 2 B EHa Bl > BRI G (Ada DL TN BN AL « o 5 o i (i
BEREARBAEBRERA ET36E B SN 2 TMPRSS6 % ik 2~
TMPRSSO61Z &5 (PI40 - FETMPRSS61% 8% 77 T Z i H R (L B 2321 ja B
GELC)(rs855791 A Mt 5  FRHMAEN) - LR EEHH T - FRHES
i LT EAAL © e i E B E RN B A RS BRI E736m S

5 14 HEETIEREE)

(C234624PA docx

110100113 FHGSE A0101 1102000149-0
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4R B < TMPRSS6 2 Ik 2 TMPRSS61% B Fe 51 (5540 » {E TMPRSS6 % B 73
T EREAUE2321EEHAKT) (rs85579 1 A AR & 2 REHHEER) -

"HEE B FEH B TMPRSS6 rs855T91 T EHEER 22 /D—EH
A BFEER RN T o A E EE B A TMPRSS6 15855791 T ZH{H
BERZZ2/0— &Aoo Ee LI E £E B TMPRSS6 1s855791 %
ZHEER 22D —EELR  FBE DL E B E B A TMPRSS6
rs855791 T HEEAR 2 2 /D —@EA 5 DAHA 7 5 [ B H] 43 65
TUATE E BB % HH TMPRSS6 15855791 F B ER > E/D—HEA 5 K&
AR TMRSS6 BN A 7y i E R B E 0 B SR B Fr P & R AT E B E BAH
TMPRSS6 rs855791 T HHEER 2 £ /D —HEAX -

"rEE6, B "IL-6 , 5 "IL-6% K | =5 P LINCBIEH 74 9%
NP_000591#2 it~ e A B 75| A 2 V&85 BB KT 85% 2 R Bl — EUME:
HERIL-64YE M 2 ZIREH R B o IL-6/4 87 ZE £V U5 2 23001
HRENZE o PIRMEIL-6 4 Y& M B HE R RS R (e R MEEME « T SCHR L]
EIL-6 7 B il 7 5]

1 MCVGARRLGR GPCAALLLLG LGLSTVTGLH CVGDTYPSND RCCHECRPGN GMVSRCSRSQ

61 NTVCRPCGPG FYNDVVSSKP CKPCTWCNLR SGSERKQLCT ATQDTVCRCR AGTQPLDSYK

121 PGVDCAPCPP GHFSPGDNQA CKPWINCTLA GKHTLQPASN SSDAICEDRD PPATQROETQ

181 GPPARPITVQ PTEAWPRTSQ GPSTRPVEVP GGRAVAAILG LGLVLGLLGP LAILLALYLL
241 RRDQRLPPDA HKPPGGGSFR TPIQEEQADA HSTLAKI (SEQ ID NO:5)

"AEE6 (IL-6)XEE | EiEFEETrEE6 (IL-6) B2 L E -
B RPETTH 26 (IL-6)#%E2 F2 5l AN CBIE 7 4% 5 NM_000600f2 it < T 5

FEAEDINCBIEZLRYENM_000600 = MEFES

5 15 HEETIERBIE)

(C234624PA docx

110100113 FHGSE A0101 1102000149-0
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6RB)

W B — 20k A
Y

1
61
121
181
241
301
361
421
481
541
601
661
721
781
841
901
961
1021
1081
1141
1201

"TERGZEIL-6R)EEY
FEArEZE6E5kEE
ZEHE®EEY -
MERZEBTEITe (IL-6Re)F K |
NP_000556E(NP_8520044% fit ~ B Fr 5 A3 £ /D &85 BB K7y 85% 2
BAIL-6ZRAEVIEN: 2 ZIKEE R EZ
o EMEBL30 (gpl30) KA

AATATTAGAG
CCTCGAGCCC
ACTCCTTCTC
TGCCTGCTGC
CACACAGACA
ACGGCATCTC
AAGAGGCACT
TCCAATCTGG
TTGAGGTATA
CTGTGCAGAT
ATGCAATAAC
AGAACCAGTG
TGCAGTCCAG
TAATGGGCAT
CTCTATGGAG
AATATTTAAA
TACCACTTGA
TTGAATATCC
AAATGGCTAA
AATGGTTTTT

A (SEQ ID

(EECREFSE VIR

TCTCAACCCC

ACCGGGAACG
CACAAGCGCC
CTTCCCTGCC
GCCACTCACC
AGCCCTGAGA
GGCAGAAAAC
ATTCAATGAG
CCTAGAGTAC
GAGTACAAAA
CACCCCTGAC
GCTGCAGGAC
CCTGAGGGCT
TCCTTCTTCT
AACTAAAAGT
TATGTGAAGC
AACATTTTAT
TTTGTTTCAG
CTTATACATA
ATACCAATAA
NO:6)

T 1 & H 130

CAATAAATAT
AAAGAGAAGC
TTCGGTCCAG
CCAGTACCCC
TCTTCAGAAC
AAGGAGACAT
AACCTGAACC
GAGACTTGCC
CTCCAGAACA
GTCCTGATCC
CCAACCACAA
ATGACAACTC
CTTCGGCAAA
GGTCAGAAAC
ATGAGCGTTA
TGAGTTAATT
GTATTAGTTT
AGCCAGATCA
TTTTTAAAGA
ATGGCATTTT

i

& o TOGRAPIRIMEIL-6RFFA

(C234624PA docx

110100113

izi-\-EE[
)L»DE

AGGACTGGAG
TCTATCTCCC
TTGCCTTCTC
CAGGAGAAGA
GAATTGACAA
GTAACAAGAG
TTCCAAAGAT
TGGTGAAAAT
GATTTGAGAG
AGTTCCTGCA
ATGCCAGCCT
ATCTCATTCT
TGTAGCATGG
CTGTCCACTG
GGACACTATT
TATGTAAGTC
TGAAATAATA
TTTCTTGGAA
AATATTTATA
AAAAAATTCA

i Ry A

iz
)L»

5 16 HEEHIEREIE)

FHHIE A0101

&IL-67 T
HZzo6xziFEHITp (IL-

ATGTCTGAGG
CTCCAGGAGC
CCTGGGGCTG
TTCCAAAGAT
ACARATTCGG
TAACATGTGT
GGCTGAAAAA
CATCACTGGT
TAGTGAGGAA
GAAAAAGGCA
GCTGACGAAG
GCGCAGCTTT
GCACCTCAGA
GGCACAGAAC
TTAATTATTT
ATATTTATAT
ATGGAAAGTG
AGTGTAGGCT
TTGTATTTAT
GCAAAAAAAA

W]
=)

ger —

T

CTCATTCTGC
CCAGCTATGA
CTCCTGGTGT
GTAGCCGCCC
TACATCCTCG
GAAAGCAGCA
GATGGATGCT
CTTTTGGAGT
CAAGCCAGAG
AAGAATCTAG
CTGCAGGCAC
AAGGAGTTCC
TTGTTGTTGT
TTATGTTGTT
TTAATTTATT
TTTTAAGAAG
GCTATGCAGT
TACCTCAAAT
ATAATGTATA
AAAAADAANA

FA LANCBI 3 17 4 5%

RN ER IS
I A & R oy

1102000149-0
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1
61
121
181
241
301
361
421

"ERZEBTEITE (IL-6RP)ZAK |

MLAVGCALLA
VLRKPAAGSH
CFRKSPLSNV
PEGDSSFYIV
PHSWNSSFYR
GEWSEWSPEA
SVPLPTFLVA
TPVLVPLISP

ALLAAPGAAL
PSRWAGMGRR
VCEWGPRSTP
SMCVASSVGS
LRFELRYRAE
MGTPWTESRS
GGSLAFGTLL
PVSPSSLGSD

APRRCPAQEV
LLLRSVQLHD
SLTTKAVLLV
KFSKTQTFQG
RSKTFTTWMV
PPAENEVSTP
CIAIVLRFKK
NTSSHNRPDA

ARGVLTSLPG
SGNYSCYRAG
RKFQNSPAED
CGILQPDPPA
KDLQHHCVIH
MQALTTNKDD
TWKLRALKEG
RDPRSPYDIS

izi 2
)L_J\ =)

DSVTLTCPGV
RPAGTVHLLV
FQEPCQYSQE
NITVTAVARN
DAWSGLRHVV
DNILFRDSAN
KTSMHPPYSL

EPEDNATVHW
DVPPEEPQLS
SQKFSCQLAV
PRWLSVTWQD
QLRAQEEFGQ
ATSLPVQDSS
GQLVPERPRP

NTDYFFPR (SEQ ID NO:7)

BA LINCBI % ¥ 4R 5%

NP_002175 + NP_7869435(NP_001177910%&{t > B B fg P51 B A £ /04
85% B K 85% 2 R A — M H A AIL-6 2B A Va2 ZIEH A

Bz e

A1

1
61
121
isl
241
301
361
421
481
541
601
661
721
781
841
301

"IL-6FEHLA

MLTLOTWLVQ
NANYIVWKTN
ISGLPPEKPK
SCTVDYSTVY
KLTWINPSIK
CMKEDGKGYW
GKILDYEVTL
FOATHPVMDL
YLRGNLAESK
QLPVDVONGF
KDGPEFTFTT
SHIAQWSPHT
TEGHSSGIGG
ESTQPLLDSE
NEEDFVRLKQ
MPKSYLPQTV

51 -

BIRMEIL-6RBAE ¥ 1
sl A&

ALFIFLTTES
HFTIPKEQYT
NLSCIVNEGK
FVNIEVWVEA
SVIILKYNTQ
SCWSEEASGI
TRWKSHLONY
KAFPKDNMLW
CYLITVTEVY
IRNYTIFYRT
PKFAQGEIEA
PPREHNFNSKD
SSCMSSSRPS
ERPEDLQLVD
QISDHISQSC
RQGGYMPQ

izi 2
)L_J\ =)

fIE4E LS 2 IL-6Ro ~ IL-6Z B (=

AFIHPEIE (hepeidin) RILZE o T HE AR PEIL-6RB

TGELLDPCGY
IINRTASSVT
KMRCEWDGGR
ENALGKVTSD
YRTKDASTWS
TYEDRPSKAP
TVNATKLTVN
VEWTTPRESV
ADGPGSFPEST
ITGNETAVNV
IVVPVCLAFL
QMYSDGNFTD
ISSSDENESS
HVDGGDGILP
GSGOMKMFQE

(SEQ ID NO:8)

EE R IF B IL-6 2 Ik 2 /KAE 2 S8

L EEH
Bl RE

(C234624PA docx

110100113

(&K IL-6

KIL-645 &

+ A7
B

FHHIE A0101

ISPESPVVQL
FTDIASLNIQ
ETHLETNFTL
HINFDPVYKV
QIPPEDTAST
SFWYKIDPSH
LTNDRYLATL
KKYILEWCVL
KAYLKQAPPS
DSSHTEYTLS
LTTLLGVLEC
VSVVEIEAND
QNTSSTVQYS
ROQYFKQONCS
VSAADAFGPG

HSNFTAVCVL
LTCNILTFGQ
KSEWATHKFA
KPNPPHNLSV
RSSFTVQDLK
TQGYRTVQLV
TVRNLVGKED
SDKAPCITDW
KGPTVRTKKV
SLTSDTLYMV
FNKRDLIKKE
KKPFPEDLKS
TVVHSGYRHQ
QHESSPDISH
TEGQVERFET

KEKCMDYFHV
LEQNVYGITI
DCKAKRDTPT
INSEELSSIL
PFTEYVFRIE
WKTLPPFEAN
AAVLTIPACD
QQEDGTVHRT
GKNEAVLEWD
RMAAYTDEGG
IWPNVPDPSK
LDLFKKEKIN
VPSVQVESRS
FERSKQVSSV
VGMEAATDEG

fe # [ R IL-6 2 A= Wi ME 2 BE R - TL-645 471

i M R ER

Hil

LR [E(RIL-6 2 IR B BL 2 23
f2E (R IL-6R 2 L3R

ZIL-6R ZHE ] Z B K
e 78 A1 IL-6R<Z S IR (5

5% 1

5 17 HEEHIERBE)

o B -

i
R EE I

1102000149-0
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B > TL-6F5FU A EIL-6 £ P& M (K 2 /0 &J10% ~ 20% ~ 30% ~ 50% -
70% ~ 80% ~ 90% ~ 95%EEZE100% - 40T X H476.3.4 s — ik
IL-6FE H B B FEIL-645 & 0k - sEmiIL-ofiis R i F&E S R BREiT4
Y5 IL-6R&G G 2K » sEWHIL-RILB R i RE SR BREOTEY S K
GHALE ST > sEMTAKL R TAK3HIHIA -

"IL-6Fife | X " piIL-6%iAE | EiEfT RS SIL-6 ZHiEE o HiIL-
oHiRe EIEHIL-6 R AR B « Bk R LRl R KR & R BRENT4E
Y o TL-64REAE T SCHR 7 3.6. 1 Hr BT S 4 3 #8 C

WMASCHFFER - T FIRBER ) STEREINEG 7 KRB R £ 5 E

Z mmol R #{ (mmol Na/== [Q IR FI PRI H| & 2 N f%) » iR Hanberg% A,
Circ. Heart Fail. 2016;9:e003180 it 2 7% » HARNEL£35]
Az AP AR T -

"HLFIR BN OB | B R E IR BCR/IN 1002 D f =S -

MAHARER e " EYER ) = TR RETHEN S
F oo FIL o IREAFE 2 AL EEANRIZE - 20 - RAKLEE
V- BBE - ST - AT HEBZRTEBETTEZAE " 4
YIREED ) LA B S RR N BRI R < BRI E o T AR ) T
IEE T A R0 B A AT T B B T 2 R TR 2 A A L T R T R A
AL 15 BH B T EL A {E M
MASCHRARER - fEASH F T3k TEYRER ) wE B ARR®

EOE - BRI R LRI - 228 - SR - B - F8T - R
B BEH-BLRECYRIEREY) - 7o ~ HER RS K HAL S i 2ok
WOTAENERE - EVEA T EREEE QN RERE - VISR E

5 18 HEEHIEREE)
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fERR RN < FE MR M R T B E o i Y AR AR D » SRR 28 DAR(EER
ERERRRAF  WHaELHBEYEHF Food and Drug

Administration - FDA)FTEF - AWIZCGEE T KB B H A FvE & IEE
AViBtE - BUR B B RV T TR B A T TH L BE B2 N HE 2 A5 R
AR (B0 o] & HIBYDNA F /B RNAEE H) - AV /N aEm B )y
EEA AT REIEHEA M A R 2 AR — R E 2 G o B R
B R o AYNER AR RUK EE BT B RN - BEAR RN
RETRE N ~ (4R B 4R < B8

TEEWM , ESEEAESREARET 2 LEYEEEY) - BRI
BiFELE(LeY  E0E  BENMBRERESEGRE K Rzl
% o

" {E #& (subject/individual) ; ZH NEEGE NEHAHY) - BiEE
ARRAAHE ~ BB - KRB a0 - MR RS (BiE R R B[ -
"RBE B AR -

WASCRFTEEA - fl75E " J& B (treat/treating/treatment) | F H AR (D
E {5 FE PR B B i R/ B M B 2 B SR B AR - BRI B (k H
12 o B - BN BERR - (BB E BUR ML R B 2 MR 2R E
73 ot BB ELRH R 2 iEAR

ERAET ) EEMRB AR 2 A S — RIGHIL-645 H K
ZH o SEEATARHEGR B R ERIL-6B A DS 2 Ja 5 - SE A AR
Pl (5 0= IRER I PR ) VB < A1

"EYIR R BN EY (B - NEERS) 2 TR - AT -
RRNEMYE - A EEFERA T - VK RGIOE - M3 - REEE

5 19 HEEHEREE)
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i

WASCHRTEER - " {EEMR ) B AN EERRH ZES AR
ERA S T~ YIRS L EHFRIARME 2 AR S - Bosk - BT
o] HoAth BRI S » A 2 Bl 245 EA R ] DLETAO GRS & A A 38 00 2
Hor L F BB Ay LB il o N > TR EM R Al BLE EE 57 B
K BE MR E A R -

—HREZ AR L " KE ) EHEAS L P WOFE H E A mRNA -
cDNA ~ DEFWHS T - HHEK - T EQ BRI EAE 7 GEOFZH
Bz IR FT i E 2 EVITRAC LS H BEMHH EBURE AR E T30 £YHE
AL LKA E (e & E/KEEAEYIRG 25 T o WERF ER A Z /K2
FEEDHOIEPRBIMEE B - KEERERIR R T Z VIR Z EEURE - BOK
AT M AR o Z M E A VIR Z B BURE -

" & M (measuring/measurement) ; ¢ B X # ' {H M
(detecting/detection) ; = 55 M E 11 b R = (E B8 IR ME B M W& EVVE 2 F
£ AFEE - BEEREH A BANE) > BEEYE ZEMNREEREK
2014 > BAHE AR T FURNE (88 2 ERR 2 8 2 (HEUr 3 -

YRR T2FKE ) BEFRETESFERERYEEH LY
REL L KEE ([FRE N AR LK EF N ARG L2 HKER > f5RF
PR E R BAFEEHOKERE TS - RN LV ZKEERREY
WAL L 2B KR - f5 /R A AL E R BB S R = -

1. EAth 2 R R

FRIESFINEE - & RITTAR 1A € & 2 5 4R 9R (R AR 12 W Kabat i Z EUR

5l -
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#HE  CARHBERET  AFHE L ZEEETUHERXNER - @
B EERT Y 2R AT G R o FERR MR o P BAR EU ME R T U R R TR
FLR e R o R S BF 2 S Y B E FR & « Rt - & 2 S s B e
TERRATA TRy T B DR R E B N 2 E R B - BOlinE - B
oL HE HAER U ERBE RENIE3 184 1585258428
6 - 3ZE6FFHEURZHEN Z(FREF  flml ~2-27~3-4-5-
5.3k6 - NEHE TR - HIFEA -

BRIE T AR R ESREIM S R BRNASCRRRER - ifrsd
"B JEER R REEMRY -

BRIE T AR R ESREIM S R BRNASCRRRER - ifrsd
"—(a/an) | K "% VERRER S BEBEESR o B - AR EARERE T —(a
Jean) | KfEez ptaE L —(H B 7Y — @ JRRN$E 2 /0 —#) OEERE - #58)
RNER T —FEE ) B —EEZENSN—EE -

fEA S - T & & (comprises/containing) ,~"&HF ;" BRE >
" & (includes/including) , R HFESZ(LPABAEREFERE SR
TH&F  REERMIL 2 EE - RFFEINE D ZF1E -

FR3E T SCA R AR E BCOL HA O T B R BROA SRR Z
flrss T4y ) MEERME BT L TE Ml b 2 EE ASFEE N - fIAE e E 22
FEEEN > HERWEMMEZ+20%5+10% - F{E+5% - EE2E(E
+1% H P F {#£+0.1 % &1L -

Hrh SR VH T B(Ko) » Ko XA ER FILIRAE - H
s (EH RS G R BOEE R EAICEE R FRE 2 &R RE -
2L.EBRBINGER 2Bt

5 21 HEETIEREIE)
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R SCAEE I — 2B A - S AEFI2 Bl T L SR E A
PREVER L < BB ( " HF ) ) BEEEA —THai B A - 8
AN AFIL-6 7K 8 DR 3 L e R ME QAT /M R SRR S B R G R
B MFRIRIL-67K % DL RS IL-6 B 57 0 3% 3k K B )H /K8 | 2 e R R UE (b
Z BB o

M A TL-67K e B R R IL- 6 7K S 15 L BR M1~ K -

HEFEOEEEEED > RIRIL-6/KE Y A S HERES - EF
s DA PR BN GTM: ~ (fESTHE/NERIE AR ( " eGFR ) R W Y 4H 4K 4B B
- ME ISR -BE BB 240 " RAAS | E{EEEMER -

RN P AR B R B M AFIL-6 > (8 2 K2 EERAWE > 4141 BfeGFR
A 1% > EPRIRIL-60r7 BLIE 35 g 2 (RORI PRAGR 2 b 2 BE =& R e
Fh > B PRIRIL-6 k2 MAEIL-6 B i A B8 [l g R A0 By > (EPRIRIL-60RH
ER{E I PR S8R 2 B <[5 g T 1 252 TL- 6 2871 L e )P [ Mg

FEEMEW > RIRIL-6/KEGREE R ZARHEYERL - HaTHAR
HELETIEER T 2B R EEOL B EME) - B BIINET > RIR
IL-6 2 BHEEMN AN EMNRES LR ZESE  THERLEEBREE
LU BT IE B IR JB R B -

FRBIL-6E K} - HAC KM F o mEEFIL-6 &K - THR A IL-645 15
ZIBFEA RO REIE B S LB #R > JRRL JEFLEIE R ZIE
ik o 2RI 0 R R BB (oL B = 0E B L S EUE RE R Z5R IR - BT LA
PR il 3 It 5 1] RE S M B BY B A1/ B0 0 B DD BE 2 0 g = 18 R s Z BT A
2 R HAM R AR AR E R - RAIIL-65E PUEIE R 2 AN R 1
FI I FF AT AE S HE T D E BT B A0/ B0 B D) A 20 g = 0E BB e 2T IR Y E
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% o

WAL EHR2FEL - BEOIFETZ oMERE 1298785 -
1A TR IRIRIL-640 2 FIFR A ( " DE | YHIRIPE - SEALISHEE T
AR ZE B OB FRIL-6 /K 48 BRI PR3 2 S EEARRA © B 1BARE RS 129
#BE ZMARTL-64H 2 MR R ( " DE | ARV E - 388 MAFIL-6 /K4
FIPR R 2 L LEAHER -

AL 129 E R 2 E— AMEEBE O BB MEZ6( " TMPRSS6 , )~
rs855791 EEfZ H L 2 U M4 ( " SNP | ) Z EER &Y - TMPRSS6Z K - JRHE By
FEEA-2 (MT2) ~ EEAZEFAGED AAHFPEEREDEE -
rs855791 (G2321A) SNPI& TMPRSS6TE 55 : MM TAE RS
BHEERN(FEEBEER)%2321G > RIET36A 1 ARSI R RK > ¥
BRI (R EHEEE)H2321A - 4FHET36V -

ME2AH AR - EEEHTMPRSS6 rs855791 SNPZ - ZH{E AR
2 B/ —(EW AR B PR IRIL-6 7K BRI PR 8CR p & LE AT BE (B12A » A
{HIE > " AG+GG | {EREHBERBE RS HYEE FIRIKIL-6/K 4R B
FI PR %4 B2 AHRR (E12A - Z2 (A& - " AA -

JOE 2B F AR - E1EE A TMPRSS6 15855791 SNP 2 + BB AR
2 B/ — (B AN B i HEIL-6 7K 8 B PR R g K2 LL A B ([B2B - A
{IE - " AG+GG 4 ) 5 fEREHBEERE B S K BE P MAFIL-6 /KR
BRI PR AR B E AR (E2B - A fIE - TAA, ) -

IE 55 & k% BE R IL-6 45 fi B G 95 0 i 2= U8 & £ 5. 75 TMPRSS6
rs855791 T HWHEENRZ £/0—EE AN LIEEE EE PSS EIER -

LM CCDAMREH » HATERA FHE{LIATMPRSS6 rs855791 22
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BB R A FE RS 2 NI > IL-6 2 75 h B B 1 & 45 & 3 NKCC2 ~
ENaC-BENCCx #ELMHM -

B b AT i il > B RN F2 B TL-6 LRI PR 61 K7 Jiee > R Wi -
3. BREF R BIHLE LBREIE 2 J7 7k

MHE - EFE—EF > REAEREESRABFREE AT
BHEZHE - HEGAEHEGERNE 2 IL-655 57| 8L F| FR 7 4 & 1% B 2
o gAY - BEEAREEFEAMAZIL-6/K2E « {£—LE i d
o BE B EF R

HE—SEH > REERLOEEE 2 k- HAEEREBE L
B EBBRIERAME ZIL-6EHE >  HbPoMEEZEREHR
TMPRSS6 rs855791 T HHEERZ £/ —@EAR - (EHEEEFHEH+ - &
HEEABREEEAIRIRIL-6/KEE « {ERREHEHEOIF - BFEAREIEEA
MAFTL-67K % - fEFEFHEFIF - B FH B AR IEHATRRIL-6 7K 2 & i
HEIL-6/K#E o fLERE G - BEBHOBIEGERE - RS E RO+ -
B BA GUR R B0 =g -

3.1. TMPRSS6 rs855791 % F#

G - JoR] i E B E B A TMPRSS6 rs855791 - Z ¥R
ERzz2V—FHEAL (LHMEKO T - HESIEEHEERERR
TMPRSS6 rs855791 FZHHHEE R~ £ /D —(FEAR 2 5 R 5

W REERENEERE AR > Rk &R &S
TMPRSS6 1855791 F BB ERFE UGN ETE - TEKRXZETMPRSS6
rs85579 A BN BB ST BB R TMPRSS6 15855791 X B B B A [F]
RIPF I BE -

—
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{50 P A 28 15 g e 8 AE TMPRSS6 £ R 1 SNP 1855791 (2321G—A)ik
Z(FEHEER) RFE (R ESEER)

 (EFPCRIEIEH BE 2 AVEL -

FEFE LT i 5 o - [FI0S 8 A BIRFPCR (RT-PCR)AEHE Y T (=81 2 AU 1
LMk Z BAFAL o ALFEE G F - RT-PCRIy A1 £8 HI 5" #% B B (TagMan ® £7
)~ T (EIE R/ FRETH L BEEE - fEEspyZE A, Clin. Microbiol. Rev.
2006 January; 19(1): 165-256rF &gl » H LA 5[H 2 AR SLF -
TE B AT it (9 o - (56 P ] B REEY o A o AEFTEE B B T 0w P Y 0 A 2
AL T 4A R > B - TagMan™ SNPEE[A 43 %I 43 #1 (ThermoFisher) ; PCR
SNP £ A 43 #1 43 #7 (Qiagen) ; Novallele £ & 43 #1 43 #7 (Canon) ; K SNP
Type™ 34T (JRSNPtype)(Fluidigm) ©

FEH S B B o AE R 1% (56 A B SNP rs855791 B AR R 2 %
P2 AT~ IR BE WU REHAE - MBEE R ~ SIFIEMR - s s AR
R o i~ B e o i S /SR DNARE fr& o3 A o 2R (AN 2 A M 2 ik = BTF
1o AEHEEEAIF - HEERNESRBHEMEFHE - EREFEHHNF -
{#£ F 2218 % F* (Sanger sequencing) ° (LR ETHEFIF - (EHSHE T —RE
it —%  SREFOEE R TER BN E TR - MEYE
F£ ~ Solexa 7 J¥ (Illumina) - ¥ F 2 & (Life Technologies) - SOIiD
(Applied Biosystems) ~ EEBfZ E 7 ~ B4+ BB E J7 (Pacific Bio) ~ £
RFLEFr KPR EEREFF ©

FEFEEL T i o - GER N SCE B2 o ATl i 2 R R fRURT 22 A M 2 sk =
B ©
3.2.08%FTIL-67K £

5 25 HEETIERBIE)
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3.2. 1.6 A1 FRIRIL-67K %

fEFEE A - B ZERATRIKIL-6 /K2 RN & ALEFS.0 pg
IL-6 ~ &5 HLEF6.0 pg IL-6 ~ &5EALEF7.0 pg 1L-6 ~ 5 HLEFS.0 pg IL-
6 ~ G fLEF9.0 pg IL-6E(F LA 10.0 pg IL-6 - fEFEEEH T - £FE
ZBBAIIL-6 R R KE R EFHLEF11.0 pg 1L-6 ~ FHLEF12.0 pg IL-
6 - FHLEF13.0 pg IL-6 ~ T HLEF14.0 pg IL-654F T AT 15.0 pg IL-
6 - fEHAMEF T - BE ZIEEATKRIL-6KE R EFHLEF16.0 TL-
6 ~ FrCALEF17.0 pg IL-6 ~ e fLET18.0 pg IL-6 ~ &5 AILEF19.0 pg IL-6
B ALEF20.0 pg IL-6 - fEfFEE O - BEH ZIEFAIRIKIL-6 /K4
RKAERHLEF21.0 pg IL-6 ~ F5EALEF22.0 pg IL-6 ~ &5 ALEF23.0 pg IL-
6 ~ FreALEF24.0 pg IL-6 ~ F5CALEF25.0 pg IL-6 ~ HIEHLEF26.0 pg IL-
6 ~ FrCALEF27.0 pg IL-6 ~ &5eALEF28.0 pg IL-6 ~ HIEHLEF29.0 pg IL-
6 HEEZRNERALEF30.0 pg IL-6 - (LFEEFEHIF > BE ZIBFHIR
RIL-67K & R & 7 ALEF35.0 pg -

FEREEE O - B BRI R EKER P ERALE 14.2 pg 1L-6
( " BERIRIL-6KEE | ) - fEHMEH T - BE IEFTATRIRAKLE/NR
T AlET14.2 pg IL-6 -

RS EE G - £ AIL-65 T RIE R 2 AT KAt H = RIEBFRADE
A BE ZRIRIL-6/ KERNEFHLES.0 pg TL-6 -~ G5 HLEF6.0 pg
IL-6 ~ e fLEF7.0 pg IL-6 ~ 5 LEF8.0 pg IL-6 ~ 5 HLEF9.0 pg IL-6
B HLEF10.0 pg TL-6 < {EHFEGIF 2 —td » BF ZTL-6RIKRAK
ERNEFRALE11.0 pg IL-6 ~ = HLEF12.0 pg IL-6 ~ 5 ALEF13.0 pg
IL-6 ~ G HLEF14.0 pg IL-6EE EHLEF15.0 pg IL-6 o {7 HA FHE M+ >

5 26 HEEHIEREIE)
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FE LIS LR G 2 A fe A 5 IRER A PR A& Z Al » B3 Z FRIRIL-67K
ERNEFEHLEF16.0 pg IL-6 ~ FALEF17.0 pg IL-6 - F5ALEF18.0 pg
IL-6 ~ F5ehLEF19.0 pg IL-6EC &L ALEF20.0 pg IL-6 - {45 & B i+
BE ZRRIL-6KE RPN E 7 ALEF21.0 pg IL-6 ~ & ALEF22.0 pg IL-6 -
FrelEF23.0 pg IL-6 ~ B 5EALEF24.0 pg IL-6 ~ E5eHLETF25.0 pg TL-6
F e HlEF26.0 pg 1L-6 ~ B EALEF27.0 pg IL-6 ~ &5 HLET28.0 pg TL-6
G HLET29.0 pg IL-6 » By H % AR R ALEF30.0 pg 1L-6 « 15 FEL BN ]
o A LIS PURDEB Z AT AL = RIBAIFRBE R Z AT - & ZRIR
IL-6 /KR & ALEF35.0 pg -

FEREE A - £ IL-63E i e Z Al kAT A = RER AR B
A BB ZIRIRIL-6 /KRN EALEF14.2 pg 1L-6 o 1 H A & B
o A LIS PURDEB Z AT AL = RIBAIFRBE R Z AT - & ZRIR
IL-6/K#E/ N &5 ALEF14.2 pg IL-6 -

3.2.2. AT M SR TL- 67K %8

FEEBERAI S > B8 B AESERATMERIL-6 /K4 -

RS EEAI - B B RATMEEIL-6 /K4 KF22.0 pg/mL » f£H
EREIF - BE AR ATMAFIL-67K 2 /NjA2.0 pg/mL -

FEFREF A - BE ZBFRATMAEIL-6 /KA Kj1.0 pg/ml ~ 1.1
pg/ml ~ 1.2 pg/ml ~ 1.3 pg/ml ~ 1.4 pg/ml ~ 1.5 pg/ml ~ 1.6 pg/ml ~ 1.7
pg/ml ~ 1.8 pg/ml ~ 1.9 pg/ml1=¢2.0 pg/ml - feFEEHE I+ > BE 26K
MM AFIL-6 /K 28 K FA2.1 pg/ml ~ 2.2 pg/ml ~ 2.3 pg/ml ~ 2.4 pg/ml ~ 2.5
pg/ml ~ 2.6 pg/ml ~ 2.7 pg/ml ~ 2.8 pg/ml ~ 2.9 pg/mlE;3.0 pg/ml o {fFH

SEEFHE G 0 B AT MAEIL-6 KB AF3.1 pg/ml ~ 3.2 pg/ml ~ 3.3
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pg/ml ~ 3.4 pg/ml ~ 3.5 pg/ml ~ 3.6 pg/ml ~ 3.7 pg/ml ~ 3.8 pg/mI=3.9
pg/ml -

TE—SE i E - BB ZIEEATIL-6/KAERFL2 pg/mL - FATKRA3
pg/mL ~ 4 pg/mL ~ 5 pg/mL ~ 6 pg/mL ~ 8 pg/mL ~ 10 pg/mL ~ 15 pg/mL
220 pg/mL o {FREHIIF » BEZIEGRATIL-67/KE RT3 pg/mL - £
HEEEHEHI T > B 2 JAEATIL-6/K#E KFYS pg/mL o fE HEEE HEH & -
BE 2B ATIL-6 /KA K210 pg/mL -

3 EHATIL-67KE Z B

PRI ~ (32 R I35 H 2 TL-6. % & B {5 A IhE 28 2 g o 2 60 2 AF: fT A 288
SHCEE o & B MPRIE T 2 IL-60% » TL-6/K4E 0] DA 53— Wi sR (45 fE uk
EREE S —EWIED - AEFE T HE B (5 F O PR ALET -

45 €& i F 5 > {5 B MesoScale Discovery (MSD) - & (Meso
Scale diagnostics, Gaithersburg, MD, USA)Z &0l RE -
3.3.FRZ AR

LS EHG T o FREIL-6EMEAR B HEBEARESIR ZBER
RN o AE— R EH A BECEFRENEE - HRLERYIF > BF
O &% WE ok A BR K - FE 40 & UE IR (Diuril®) - & E MR - & R EIE
(Microzide®) ~ 15| 2 ijF & B¢ 25 ¥ FiI 5% (metolazone) )& « 11 F 25 & e 5]
F BECEFREMKA > 554010 =S (bumetanide)(Bumex®) ~ {R4th
f2 Bt (ethacrynic acid)(Edecrin®) ~ B 0§ % B % (Lasix®) =% 41 75 i@
(torsemide)(Demadex®);A M < fEFLEFH G - B & & I FIRE -
st Q0 FE B BK ~ ¢ A1 (eplerenone)(Inspra®) ~ 24 fi5 (Aldactone®) B¢,
R ZEUELE (Dyrenium®) 6%  fE— L E I F - BEF KL 7 — B FRA
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AR A o BECEANEBEEZ FIREDE

FEEEE G+ - FEIL-6FBHBDER 2 BEH A RE BAHIE
E— g F o HRREEA DM EEREGH AR 40 mgbkfEH
Rl (BE YD 2 FIRBIEE - EFEERAIF - —td » BEZEFEEH
AR 80 mghk i ZE R B (B Y < MR IER - [ EEH I F 2 —1Lb
do BEFEEGH AR 120 mg bR 74 B (B F 8D MR VG H -

& EE G+ - HFIRE R A M BB AEAIRRE o FlR
WG B B DUS IR N 40 mg bk I8 2 i B 5 50 B & B 0 B D65 = IR ER A
PRI | 8 36 HE 2 S H 2 8 & ¢RI PR 3803 =(Nai tf mmol)/ (loga (5 B1HY =
K I8 FI PR B ® & )-4.32) o £ H Hanberg % A, Circ. Heart Fail.
2016;9:¢003180 » HIRA B LA G Z A AL H -

fE—S AT B ZHMRBRNFES00 - FEWM/N 450 - 400 -
350 ~ 300 ~ 2502200 - fE—EF A - BE 2RV /NR200 - B4
/NFAT195 ~ 190 ~ 185 ~ 180 ~ 175 ~ 170 ~ 165 ~ 160 ~ 1558150 - {f—LbgF
Wi g o B 2 FFR AR /N 150 - BB 40/ 145 ~ 140 ~ 135 ~ 130 »
125 ~ 120 ~ 110 ~ 1055¢100 - fE—SEF M F » BEH 2 F RN
100 > Z40/NFA95 ~ 90 ~ 85~ 80~ 75~ 70 ~ 65 ~ 60 ~ 555450 « [ EH
FEFIF - BE 2 FIRAF/NFS0 » sEA0/NA45 ~ 40 ~ 35 - 30ECE /MR
25~ 20 ~ 15810 -
3.4.0 S

RS R P it J A2 —SRE A o BEBEH LSS -

LT T - BEBANYHALRE IGO0 REYE - (L5 S H
pid o BEBANYHADSE IR LSS - XS EHEI+ - BEEH
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NYHAD e PEITSRL O B = 1 - AR R B E

pfs —2

LB 2 -

gHas T

EENYHATLRE TV &R

e BB OEEE - FEREERA T - BE

Pl > BEEAEE TRIT MY DR -

=1

ICD-10-CM

At

150

& BRI IR B R IR fF88 2 O EErg > Filfe O BREEng
EEI)‘J‘ e BRSO BeErs - RIS R R Z S e - ER T
it SR P BB 2 O BEEENE - BURNME O BETErS

150.9

DR - JEREE

B V= O ) ZEIENOS

OB ~ OB L HIERIENOS

TR

PR e=31

PEYINCE=315 L g ALV - 23(3))

150.1

Pt =31

ORI R

A LR Z 7K EENOS

A OIS 2 Bl 7K A

s\ 52303

A LR Z 7K EENOS

A OIS 2 Bl 7K A

150.20

IR e IEETEGRm M) LB

150.21

SKREE A EREMITTEIIN . E=315)

150.22

(ELEREARREMITIEIIN E=315)

150.23

R EE T EGEm A LS

(C234624PA docx
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*1

ICD-10-CM #hk
150.30 FERF ERIET SRR OB 1
150.31 e MEET SR MEGRI M) O B TS
150.32 EMEEF R G ME) O =
150.33 eVEE MR SR GRIL ) OB S
150.40 FERFE YA R ) R &P R G M) 4H & 1 L Bl g
150.41 U R GG B T SR MR 4R & L B 2 1)
150.42 @M P G M) e &F SR MEGRIm M) 4B & M L B2 08
150.43 e M R E M R ) R B o G M) 4H & 1 L Bl 8
150.1 FrlNEE IS

DR - JEREE

B V= O ) ZEIENOS

OB ~ OB L HIERIENOS

TR

PR e=31

PEYINCE=315 L g ALV - 23(3))

FEFEREERA T > BEEALOBTIERE - R EF A+

BEE

AVELLEEREE - e e gheflt - BFE A2 LEERE - R EE
B BEEAIELEERE - AR EERA T - EEEFELEIE

fzEE -

FEFEEERG T > B EATUAREIE RS - A EEFE T

B > 0 B SRR B FIFR AR /NFA 100 ~ 95~ 90 ~ 85 -

80 ~75~70 -~

65 ~ 60 ~ 55550 - fERFEE AT - BB IR /NF45 ~ 40 ~ 35
0 S&EE/NFA25 20~ 158410 -

3.5.89%

(C234624PA docx

110100113

5 31 HEEHIEREIE)

FHHIE A0101

1102000149-0



1850514

AT 2 AL — S EA T > EEEAER -

EFREFRHO T - BEBATNREMEE R o 5 L% E 6
s BHE B 2 FI PR BRI 100 ~ 95 90 ~ 85~ 80~ 75~ 70 ~ 65 -
60 ~ 555450 - fERFEE AT - BE ZH KRN 45 ~ 40 ~ 35 ~ 30
BCE £/ R25 220 ~ 15810 -

R EE AT > BEEA B IEREE -
3.6. IL-6f5 51

A S AT i il 2 775 2 TL-6 55 i Bl se 4 [ R IL-6 < A WS M -
3.6. 1.5 IL-60L8

FEFEE AT - IL-63E FiEI (R IIL-6 TR R TR & R BT A
Y -

FEFREE R T > IL-6E PR (h & R ERGUIL-65188 - %7 E B
T 2RERPURRGRIgCHE - £EEFHAT > 2REKRTEHIgCL
1gG2 ~ IgG3EIgGAPLag - LR EF R+ - IL-65EH B /2R =) -
HeagefkiIL-6HiE @B HEYE > E@8EY T 28 —3F B8
CDR ° {EXEEEHEHIF - IL-635 1]/ %E 5 Fab » Fab' K F(ab)2 /5 2 Z i1
Be R B o AEFEEEE G F o IL-615 Hu Bl By scFv ~ & "B g B 2 Fv
(dsFv)SCER I LA » S5 A0JR A B8 Bk « VHH B =R fifig - fE e F i 6
o IL-63EPIE B E S IL-6RE o R BRZ REESYIRE &) - fEFE
BRI > PUiS BN RS R RN > HoiiREaHrfh 220 —
EHEEAHHHIL-6 2 FF R -

EEEEH T > ke e ABE - £FREFRM T - JileFA
By - AR EERA T > iR HRecHEFIEABRVERAFCE

5 32 HEEHIEREIE)
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o AEFLEE AT - i A eI

LA ERER T - SIL-69i RS 45 & AHIL-6 Z Kp/NjA 100 nM o {1 K
BE NG TIL-6P A 4SS ASHIL-6 2 Kp/NFAT75 nM ~ 50 nM -~ 25
nM ~ 20 nM ~ 15 nME;10 nM - £ EE A+ > FLIL-65iks4i & A
IL-6. 7 Kp/NiA5 nM ~ 4 nM ~ 3 nMB{2 nM ° {EFT S fI T > HIL-63%
Ae s & AMHIL-6 ZKp/Njr 1 nM ~ 750 pME(500 pM - £ BB E T - Hi
TL-6%7 88 4 & AJEIL-62 Kp R A F500 pM ~ 400 pM ~ 300 pM - 200 pM
5100 pM «

A EREE S - PrIL-6Fi 88 FAIIL-6 2 £ Y E M o 3 56 F i )
b RHIGURR DT IEIL-645 & R IL-652 85 -

LR 5] PLIL-6Fi AR AL AR AR NI B 18 OB R =R R 2 /0T
Koo LR F - HLUIL-6PLEE L HRPFEI B2/ 14K~ 2021 KR
230K -

EREEEmA F - fIL-6tiie B A RA 20— @A I 2 ANH
TG EE - HAREE A ARG 2 N ERIgGR E UL & IMF =1 -

EFREE NG+ > IgGRE BB SR A252 ~ 254 K256 < B -
BCrp b B W T AR 252 Jig 2 e A A A A% (55 P B e B8 2 BUAR - B Al e A
2545 < W B R AR 8 R ek B B < U - R AR R AL 256 o~ Bt B %
AR B RS < HUR( " YTE ) - 2 REBEHEF[57,083,7845% » HLA
2 NEIHZ TR AR - FEREEIERNLZIAE A+ - IgGEE 3K

4 5 DLT 2 B 0 T250Q/M428L (Hinton % A, J. Immunology

176:346-356 (2006)) ; N434A (Yeung A, J. Immunology 182:7663-

7671 (2009)) ; B¢ T307A/E380A/N434A (Petkova Z A, International

% 33 HEWHRE)
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Immunology, 18: 1759-1769 (2006))

FEFEERA G - PLIL-6F1fe Z R E2HFEMA N ABEMmEE &
H ZFRN&E EFF IR S - AEEREERH A+ - Pt &R 8 EH (Smith
s I, Bioconjug. Chem., 12: 750-756 (2001) « £ E B Wil > HIIL-6
MmN EAEASS &1 (StorkZE A, Prot. Eng. Design Science 20:
569-76 (2007)) - fEFLEFHH T - HIL-6HiMENBEBE &K
(NguygenZ A, Prot Eng Design Sel 19: 291-297 (2006)) o fF - 56 & i {31
o LIRS R R kA - Hop—fE R Rt ¥IL-6 - H—HE% 21t
HAMEH EH (Ablynx » WO 2006/122825 (B R MEZRORFIAR)) -

FEFEEF G5 - PrIL-64i8e < K bR -1 = B I PEG (L (Melmed 35
N, Nature Reviews Drug Discovery 7: 641-642 (2008)) ; f£#iHHPMA It
B4 L (LuSE A, Nature Biotechnology 17: 1101-1104 (1999)) ; %5
# B M4 & (Nuclear Medicine Communications, 16: 362-369 (1995)) ;
8 1 B b B B s B & Y45 & (HAP ; HAP/L)(Schlapschy A, Prot Eng
Design Sel 20: 273-284 (2007)) ; B¢ #E i ZEE R & (b (Constantinou s A,
Bioconjug. Chem. 20: 924-931 (2009))#2 7 o
3.6.1.1. MEDIS117 1574

FEREE AT - PlL-65iie s R4 & 8 0 B & MEDIS117 2 &
7S {ECDR - fERFEE AT - iR HIIR&EG &8 7 8&MEDISI17H
MEVE REHEVE - FERBERA T - e /£ &KMEDISIITHE -
MEDIS117HiEEfE 7 A WO 2010/088444 &z US 2012/0034212H » HIF R
NELL &G Z 2 AL H - MEDIS1175186 B3 LU~ CDR K & #
KSR 3]

5 34 HEEPIEREIE)
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MEDI5117 VH CDR1
SNYMI (SEQ ID NO:$%)

MEDIS117 VH CDR2
DLYYYAGETYYADSVKG (SEQ ID NO:10)

MEDI5117 VH CDR3
WADDHPPWIDL (SEQ ID NO:11}

MEDI5117 VL CDR1
RASQGISSWLA (SEQ ID NO:12})

MEDI5117 VL CDR2Z2
KASTLES (SEQ ID NO:13)

MEDIS5117 VL CDR3

QOSWLGGS (SEQ ID NO:14)

MEDI5117&E

EVQLVESGGGLVQPGGSLRLSCAASGFTISSNYMIWVRQAPGKGLEWVSDLYYYAGDTYY
ADSVKGRFTMSRDISKNTVYLOMNSLRAEDTAVYYCARWADDHPPWIDLWGRGTLVTVSS
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGG
PSVFLFPPKPKDTLYITREPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREE
MTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRW
QQGNVFSCSVMHEALHNHYTQKSLSLSPGK (SEQ ID NO:15)

MEDIS11 788§

DIOMTQSPSTLSASVGDRVTITCRASQGISSWLAWYQQKPGKAPKVLIYKASTLESGVPS
RFSGSGSGTEFTLTISSLQPDDFATYYCQQSWLGGSFGQGTKLEIKRTVAAPSVFIFPPS
DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTL
SKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO:16)

FEFREEREE T > HIL-65188 HMEDS117 20149 -

FEFREEREF T - MEDS11710TAEY4EMEDS 117 S 8 Ko /BE 2 V&
BFE— B (i B A BE ELAX -

FEHEEFEHA T - SHEFRMEDIST7HIL-6 5188 Z R Va K/ VL > 177

EVELE DR 25 (E B A B B ~ DR 20 {8 F B BE AUAC ~ /DB ISl B B
5 35 HEEHIEREIE)
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A~ D5 VO {8 Pe 2 B BUA ~ 2D S48 e 2 8 FU A~ 2D % 4 (08 e 2 8% Y
£~ DB 3 e Bl BUAC ~ /D B2 2 {18 e B e B A Bl 1 {18 P B B A - [l g O
W $t 8 AJEIL-6. 2 45 B o

FEFEEE AT > MEDS1170T4A Y& BIMEDIS117 2 VH K VLI
ZEEBFFINE/VA5% ~ £/050% ~ £/055% ~ £/V060% ~ £/V65% ~ &
L70% ~ 2/075% ~ 2/080% ~ £/085% ~ £/090% ~ £ /V95%E 2 /D
99% — 20 2 Hg BB P %1 - £ I BLASTRA 5 F TH R 2 Bt € 7 51 — 2k
Hortk -

FEHEEEHA T - MEDSI7UT AR & 0 M AP « 2P CDR
B& BFMEDIS117 2 & H|CDR Z g Bl Fp 4 £/045% ~ £/050% ~ £/0
55% ~ £/060% ~ £2/065% ~ £/070% ~ £/075% ~ £/080% ~ /D
85% ~ 2£/090% ~ £/V95%EE/V99%—E 2 B A LT Y - (EHBLASTE
AEHATER S B ERFS— 2ot -

R FHG T - Va&/E VL CDRETEY A& —B % (# FE M FE 0 E
M EBEACRE > RiRSFEMEEEN ABIL-6E R EMEE
M AR R AR b 2 PRSI R ERAR -
3.6.1.2. AP IL-6i 78

EEEERAH S - JIL-6Hifke &k EBEE MU N HE B Z Pk
Hy75{ECDR : BEE HiT - REMHED - BEEEH - wilfsED -
BRI EST - VX30 (VOP-R003 ; Vaccinex) ~ EB-007 (EBI-029 ; Eleven
Bio) ~ ARGX-109 (ArGEN-X) ~ FM101 (Femta Pharmaceuticals » Lonza)

. ALDS518/BMS-945429 (Alder Biopharmaceuticals ° Bristol-Myers

Squibb) » fEFEETHEHIF - FIL-6HifRE 2 KEEE ML THEKR LB Z

% 36 HEWHRE)
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TMAEHVE#VE MKEVE - BEEED - MEMHED - DEBEER -
T RESTEI - HESFEP - VX30 (VOP-R003 ; Vaccinex) ~ EB-007
(EBI-029 ; Eleven Bio) - ARGX-109 (ArGEN-X) - FM101 (Femta
Pharmaceuticals ) Lonza) &  ALDS518/BMS-945429 (Alder
Biopharmaceuticals s Bristol-Myers Squibb) - fE¥F EEF I » HLIL-6
e HEEE MU NMER BRI - BEEED - EMHER - BREHE
BEH - WS E - BEESEN - VX30 (VOP-R003 ; Vaccinex) ~ EB-
007 (EBI-029 ; Eleven Bio) ~ ARGX-109 (ArGEN-X) » FM101 (Femta
Pharmaceuticals ) Lonza) &  ALDS518/BMS-945429 (Alder
Biopharmaceuticals » Bristol-Myers Squibb) °

EEEERH S - RIL-6Hifke Bl & KEBES LT TR i
79 1 #& 9 /N { CDR @ US 2016/0168243 -~ US 2016/0130340 - US
2015/0337036 ~ US 2015/0203574 ~ US 2015/0140011 ~ US
2015/0125468 ~ US 2014/0302058 -~ US 2014/0141013 ~ US
2013/0280266 ~ US 2013/0017575 -~ US 2010/0215654 -~ US
2008/0075726 ~ = B H | 25 5,856,135 5% -~ US 2006/0240012 -~ US
2006/0257407 5 =B HE A F 7291721 5% » HIERWNELL 251 205 =0 6f
AR -
3.6.2.511L-6Z B hiAB

FEREE R T > IL-65EPUH| RitIL-6Z i sl i Rad & R Eeek

SRR IL-6HE M (5 & BIL-6 2R BRI - (E e
Bl o B BB G IeGHES o fE B E I > 2B B

5 37 HEEHIEREIE)
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IgG1 ~ 1gG2 ~ 1gG3EIgGAPLAS - (EH LT G+ - IL-6FE TR 5 2 Phal
&) Heagseill-6 2Bk c BREYE  ZEEEYt 2 5—%F
EABCDR - LR EFHIF - IL-645 1K Fy#E 5§ Fab K Fab' |/ B 2 i1
BB R o LR EH A F - IL-65E PR ByscFv ~ BiHiaE - BiEREN 55
Z VHHEEFRGURE - EXEFmAF - B YR RELSHEN
By HfiREai 20 —3F B HFHEIL-6R 2 5 214 -

EREEEROF > PG NEWN - LXREFHOF - il Hm A
AW - EEEFEHEHF > fiEGtxreciVHEAIEABEVE K AECE
o AEFLEE AT - i A eI

A FA G - JLIL-6 28 ss & AMHIL-6R 2 Kp/NjR 100
nM o L FEE A F - HLIL-6RFIASSE & AFHIL-6R 2 Kp/NjR75 nM ~ 50
nM ~ 25 nM ~ 20 oM ~ 15 nMB{10 nM « {E45F B EHEMIT - $IL-6°2 88
B gt & f HHTL-6R.Z Kp/NAS nM ~ 4 nM ~ 3 nM B2 nM © 75 158 B i {31
& PLIL-65Z B8 Hi AR 45 & AFHIL-6R Z Kp/NA 1T nM ~ 750 pME{500 pM -
EEBERO G - HiIl-6Z RS Hiiass & AMHIL-6R Z Kp A~ K500 pM »
400 pM ~ 300 pM ~ 200 pMEZ100 pM - .

AT E A F > HLIL-6R[F(RIL-6 2 £ V&M -

LA E A - FUIL-oRGIEEALAFAR N IE B ZObR B h 2D
TR - AEFEEH G H - HUIL-6RELAE ZHRF R /B2 014K -~ £2/021
RECE/D30K -

EREEEHAIF - FIL-oRGIEEA BA 20— R AH
TG EE - HAREE A ARG 2 N ERIgGR E UL & IMF =1 -

EFREE NG+ > IgGRE BB SR A252 ~ 254 K256 < B -

% 38 HEWHRIE)
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L B W TR 252 R & M B BE HU AU (A (5 R B e B2 2 AU > B B BRI A
i

254 pa & B BB HUR R 58 e e B 2 B > Ho R AR B BL 256 8 & M A
AR (B BB < LA T YTE ) ) - 2 RREIFAEE7,083,7845% » H LA

BXGIHZ TR ARL S - fFHEE-RAYFLEIE G+ - 1gGRUE B
BEEEHMULT 2B @ T250Q/M428L (Hinton % A, J. Immunology
176:346-356 (2006)) ; N434A (YeungZ A, J. Immunology 182:7663-
7671 (2009)) ; = T307A/E380A/N434A (Petkova = A, International
Immunology, 18: 1759-1769 (2006)) -

FER L F AT - PrIL-6RELAS K FR-T- =B A A A IME 5 &
H ZFRN&E EFF IR S - AEEREERH A+ - Pt &R 8 EH (Smith
% A, Bioconjug. Chem., 12: 750-756 (2001) - fF FEEFHEHI 5 - HLIL-
6RINBERI SN E B EH 4 &1 (StorkZ A, Prot. Eng. Design Science
20: 569-76 (2007)) - fEHELEERH T - fIL-6FIRHMENREHELE S
(NguygenZ A, Prot Eng Design Sel 19: 291-297 (2006)) o fF - &6 & i {31
o FUILEUAS B Ry » B — R 2 st ¥ IL-6R - 0 — £
$T¥AAMIE B E H (Ablynx » WO 2006/122825(% 47 E R PTaR)) -

FEFEEER IS > JiIL-6RGUAG LK R - =T PEG{E(Melmed %
A, Nature Reviews Drug Discovery 7: 641-642 (2008)) ; #HHPMA 1L
T4t &(LuZ A, Nature Biotechnology 17: 1101-1104 (1999)) ; # i &
%] % fE 45 & (Nuclear Medicine Communications, 16: 362-369 (1995))
R &Y 4 & (HAP ; HAP{E)(SchlapschyZ A, Prot Eng
Design Sel 20: 273-284 (2007)) ; B¢ #E h Z ik % 5 {L(ConstantinouZ A,

Bioconjug. Chem. 20: 924-931 (2009)){& 5 -

% 39 HEWHRTE)

(C234624PA docx

110100113 FHGSE A0101 1102000149-0



1850514

FEHEEFHE T - JIL-6RFIAR BT RE G E T Bl & FLraFl B2
ZH N {ECDR - fERFEEHEHIT > Prig s TR G &80 B & LA E T
EVERKEEVE - ALAREAT > PR hERITEAEIIE -

FEFREEH IS - JUIL-6RPIAR R PR GE &8 08 & 00 5 B B i
(sarilumab) Z £ & /S {#CDR - e @ EHE P > SR ETIRE & H o
BalhEENEEVEREEVE - £ ERERM T - e 2R
BHDUE

FEFREEA T > pIL-RpERERFGaH Bl T Z22HN
@ CDR : VX30 (Vaccinex) -~ ARGX-109 (arGEN-X) - FMI101
(Formatech) - SA237 (Roche) -~ NI-1201 (NovImmune) 3§ US
2012/0225060 F Frrfi ol 2 fife -

FEFREEHAF > PrIL-6RpUAERHE R G S 8 o BEEIRE - 25
EERAIT > Biee A5 VHHE TR - AL AREEAT > JiieR
FKEFEHL(ALX-0061)(Ablynx NV) o
3.6.3. HLIL-6:IL-6R¥E S HLAE

FEFREEHEH T - IL-63EHTR A IL-6ELIL-6R 2 #H &) B A Fr B 1%
ZIiRE o AEFEE AT - FiRe B A EEEHUS 2011/0002936 41 AT 4l 2 T
BERYPLAEAY S {E CDR » 2 US 2011/0002936 LA 4 305 2 7 R HE ALK X
o
3.6.4. JAK Bz STATHI &1 %1

EAIL-628 HTAK-STATER (R E(F -

FEFEE G T - IL-655 JUE RIAKE SRS ZNHIE - £ KL E
pie > JAKFEDURI RIAK TR ZAEIHIE] - AR EEHA T - JAKE A

5 40 HEEHIEREIE)
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HRIAK3Fy BAEANHIE - AL FELEEH AT - TAKHIFIH] 52T AKHIHIE -
FEHEEER G > JAKHIHI R 2 5 MLl THR 2B - FLEREC
(Xeljanz) ~ GHAEC - BAEEE - THEEE - ERET ~ £8EE - %K

B - HEEE - KIEEE ~ INCB-039110 ~ ABT-494 - INCB-047986

K2 AC-410 -
EFREF A F » IL-635 HL B A STAT3IHIHIH - £ — B 88 E g
s T E B AZD9150 (AstraZeneca ° Isis Pharmaceuticals) » — fi

STAT3IR FE45T T °
3.6.5. 28 ML-6EH A

R T - IL-6F5 DA RS DUEIK -
RS E A > IL-635 5K/ C326 (AvidiaZ IL-635HUA - TR Ry
AMG?220)8(FE301 » —fEIL-6 7 8 20 & [ #]l & % (Ferring International
Center S.A., Conaris Research Institute AG) o fF FEEEFEHIF - $7IL-6
FEHUE 2] A M gp130 ~ FE301 (Conaris/Ferring) e
3.74EBTE
3.7.1.918 - fURESRE - K

FE BN E R B > PUAe ~ DURE & R Bz R AKIL-6 35 £ B JF 45 b5 1%
/@’5\1 o

FE— IR E RO - IL-635 iR & FF AR A 1 B - 17 H SR i AR A
EHe g o IL-63E5 K LA E L 2 B o fE HEERFAR A EHE f15 » 1L-645
FUBI DA E T 2 B o fE R AR B HE R 5 - IL-645 K LIEEE P X
P& LU E WA B o A — S JREERG B hE 0 - TL-64E i &L i T 1 Bt o

FEEEERAIT - bife ~ IR E R BREUKIL-635 H A LUS LN &

5 41 HEETIEREIE)

(C234624PA docx

110100113 FHGSE A0101 1102000149-0



1850514

EREEEREE CHE (Y —H B H -

FEREEmA T - KNS —FE R/l mg -2 mg -3 mg-4 mg-5
mg 6 mg -7 mg -8 mg- 9 mgii10 mg - FFHEEFHHIF > FARNIE—
& A1l mg~ 12 mg ~ 13 mg ~ 14 mg ~ 15 mg ~ 16 mg ~ 17 mg ~ 18

mg ~ 19 mg=20 mg - EFEEFHHH T > FFIRAE —FE 525 mg ~ 30
mg ~ 40 mg=(50 mg o AEFEEFHH T - FIRAE K E /560 mg ~ 70
mg ~ 80 mg ~ 90 mg=(100 mg - fEFEEHEH F > FIRNE—BHE/RLE
10 mg ~ 10215 mg ~ 15220 mg ~ 20230 mg ~ 30240 mgs(40%£ 50
mg ° £ FEEF AT o FFIRNE—BIE 1240 mge(50£ 100 mg -

R ERGIF > M —8 & &%10 mg ~ 20 mg ~ 30 mg ~ 40 mg ~
50 mg ~ 60 mg ~ 70 mg ~ 80 mg ~ 90 mgzk 100 mg - fFFHEEFHEHIF > &
THE—%&&110 mg ~ 120 mg ~ 130 mg ~ 140 mg ~ 150 mg ~ 160 mg -
170 mg ~ 180 mg ~ 190 mg=(200 mg - fEFEFHHIF > T —HER
210 mg ~ 220 mg ~ 230 mg - 240 mgi250 mg - FREEHEHIE > KT
) —Hl&E B10£ 100 mg ~ 1002200 mgz200 4250 mg - 1 H L F i {3
s N E—BE &10220 mg ~ 20230 mg ~ 30240 mg ~ 40250 mg ~
50260 mg ~ 60270 mg ~ 70280 mg ~ 80£90 mgz90£ 100 mg - {15
BEHEH T K THE—F&EK1002125 mg ~ 1252150 mg ~ 1502175
mg ~ 1752200 mgs(2004£250 mg °

EEEERAH S - i -~ HiREE R BEKIL-655 R LA R B4
FEEH B B Bl

R E i H & > $5H7(0L0.1 mg/kg ~ 0.2 mg/kg ~ 0.3 mg/kg - 0.4

mg/kg ~ 0.5 mg/kg ~ 0.6 mg/kg ~ 0.7 mg/kg ~ 0.8 mg/kg ~ 0.9 mg/kgz 1.0

5 42 HEEYIEREE)
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mg/kg Z FFAR AR E LB - AEEEFROI S - FHHUE LIS mg/kg ~ 2
mg/kg ~ 2.5 mg/kg ~ 3 mg/kg ~ 3.5 mg/kg ~ 4 mg/kg ~ 4.5 mg/kgE5
mg/kg Bl & & # -

FEFEEHA T - ENEE L NEE 0.1 mg/kg ~ 0.2 mg/kg »
0.3 mg/kg ~ 0.4 mg/kg ~ 0.5 mg/kg ~ 0.6 mg/kg ~ 0.7 mg/kg ~ 0.8
mg/kg ~ 0.9 mg/kgsi1.0 mg/kg o fEFLLFHEH F - KPS me/kg
2 mg/kg ~ 2.5 mg/kg ~ 3 mg/kg ~ 3.5 mg/kg ~ 4 mg/kg ~ 4.5 mg/kgE5

mg/kg 2 T & #E i o

S TEFFARN B HE AT - IL-63E M7 K& —R ~ Fl4RHE—
CEIREAR R B8R — AR LS TE
FEBI > IL-635 iR & 14 RIGEL— K ~ 28R —K » — A KB —20

B A (PR —{E A )8l — X e = (8 H & Bl — X

R EE A - IL-6E TR HMEDIST7HUES o 11 5 25 8 )i {91
& » MEDI5S 117041230 mg 2 —RIEEFE—REFIRNIEEL - £ LT i
Fld > MEDIST17Hi84I1 ~2~3~4+5+~7.5-~10 15~ 20 ~ 255730 mg
ZH—HEEHE—FEIRNIE L - fEFEEF A - MEDISTI7H14G 2A25
£250 mg—BEBH —RE2EF =0 H — L TRE - {25 E g htdl
&5 » MEDIS1171430 mg 45 mg ~ 60 mg ~ 75 mg * 100 mg * 120 mg -
125 mg ~ 150 mg ~ 175 mg ~ 200 mg * 225 mg ~ 240 mg5;250 mg 2 Fil &
BH—X - GW{EH—RECE3 M H — R T -

EFEEEA F - IL-6FB R G A B - I EEE RO+ - #f
=100 kg BE - FLPOFEILLI162 meg 2GR ETHE — XL MEH -
EFREE A F - FEPu A B4 me/kg 2 B & F48— K

5 43 HEETIEREE)
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R BN ER R R ETH = 28 mg/kgF4iH—X -
3.7.2. JAK Bz STAT Itk

FE BRI E T ) H » /Ny T ARSI Ko S TAT 111 ) 4 145 841

LR E A A > JHEIH L1210 mg ~ 10520 mg ~ 20%30 mg ~ 30
£40 mgE40 £ 50 mg 2 R A& — K —RECH KA B o 1 5 565 it fl
s HIEIBILAS0ZE 60 mg ~ 60270 mg ~ 70%E 80 mg ~ 80290 mgE 0%
100 mg 2 F| & — K — KB KA BL « (L FELFHEFIF - {HIH LS -
15~ 20~ 25~ 30~ 35~ 40 ~ 45550 mg” Bl & — K — R KPOFL B
FEFLERIH - {EIH LTS mgZ BIEPO QDE(BIDFHL - LI100 mg”
EIEPO QDE(BIDFHL -

R E I - TAKHIRHIE S FEE R - B2LS mg 2 KIEPO BID
LA mg BB R—RPOREL -

EHEEER O TAKHISIE HEASEE - BLL25 mg ~ 50 mg -
100 mg5150 mg 2 H|&EPO BIDH; Bl o

R E GG - IFIE AEEERE - BL25 mgZ KIEPO BID#
Bl > )20 mg 2 B EPO BIDHL » DL15 mg.” B &PO BIDLHL » [L10 mg
Z T EPO BIDFZELE LIS mg 2 B EPO BID#ZEL -
3.7.3.6EHE

EREEH A - IL-6F K LR RS AR AR EE - IR
FRERF R EE o fE R ILEE RGP o IL-6E BB LR DR S AR R &
TEHKE RIS - B R @i R it

LR E i H - IL-655 /I LUE LR S eGFR 2 Bl &£ ~ B2 R4
W A B > AL B A F 0 IL-635 HiRI LLE AR s eGFR £ IR

5 44 HEETIEREIE)
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IKEEZ T E ~ WA K PP @R % -
3.7.4. IL-67K 2 ES I

FEFEEEHA T - HIL-6EHEEEH LT 2R 2B M EN
BE PRI EMAR A A T 2 IL-6 /KA B M 5 5 R B A SR BH 2 U5 7R ]
FRR BRI B O BE IR B Z Ja R Uy HL AT HEB) B0 K B sloa et 2 B (L -

MHIEHR - AEREEAI T > HEARIMEHERRT -~ Mm% § bR
R MAEW & o ZIL-6 /KRR E DB - AR EMFEAI T - A5
BERBERER —F B ATHE ZIL-6 /KA EEIL-6 55 Hi K & 2 /D — (@
BB ERRE T -
3.8. 85N EFR

FEAR SR AT 2 )R Z FREE A T - J7AS N & A PRIL-6
BRI LIS 2 2/ —f8a kR - HrpERSNa R ENER L 1 < — 2% (F
OIUESREER - BRIGFERIM LIaREMRE BB BN AE -
3.8. 1. 62280 PR T v 2

FEFEE R 5 > BASNEFEH A PR A -

R EE R F > FIRE B RIEBEFRE - ALFTEEREAT > FK
PR A PRA (588 5 i DU AR 2 B ¢ BRI SRR R ~ 7RV - A SRA T R AR AT
el - fLFFEEHEOI o - T IRERAI PRI (R BRI A B - A2 R he o -
IR IR B B 4 T P2 B o A FLEE R 1] - ok o 2 e B SR AR P 2 B - A
g T o AR R PR o L% E BB > 1R A PR (% FE
%~ SRR - FUENE - BEEE GRS o AR ST AT > FIFRAE
1% B ot A PR -

R EE O T o BSNE BB R ACES S - LR EERAF
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ACEfI I B %2 8 i DL N 8 ¢ H A (benazepril) ~ K58 A
(captopril) ~ & Il & F] (enalapril) ~ & 3= ¥ Fl] (fosinopril) ~ ¥4 &5 ¥ Fl
(lisinopril) ~ Z Pg 3% FI| (moexipril) ~ 5% IUE 3 | (perindopril) ~ M F5 i K]
(quinapril) ~ 8 K& F|(ramipril) & £ 23 Fl|(trandolapril) e

5 5 B B g o RO s R B (kB UK 48 R 2 B TH B A
("ARB ) - fEFEF I F » ARB/AHK L &R /D IH (eprosartan) ~ BHE)D
IH (olmesartan) ~ %A /b #H (valsartan) ~ & >f /D tH (telmisartan) ~ }& /b iH
(losartan) ~ [o] 7% ,/b tH fi§ (azilsartan medoxomil) -~ ¥X#th /) #H (candesartan)
s f¢ H /b #H (irbesartan) °

FEFREE R T - BSNEEE (R B-THETE - §538 DUm s LB M &R
ZRFE DA -

FERE S E G > RSN G FE(RA FR K - 58 40B B F] PR 56 I 3N Ui
(e B-AIH R AL

e 5 B B B o - BRSN G RE R IR E S PUA - 5F 40 2 IS 0K R
(rolofylline) o

B 8RR EABERIE BB E I IAE -
3.8.2. W EERALEG

R F i ] F - BRI A B (08 B
ERANE MBS -

FEREER AT - WER A MRS BB DU T SRt 2 — 502 ([ 1 Ay i i
ZAEEY - EEEFZE9,499,5115% 5 559,487,4985% ; 559,464,0615% ; =F

9,458,127 5% ; 259,221,780 5% ; 29,181,213 5% ; 59,156,804 5% ; =

iy

pA RS - HTASSNME e

E\-

9,115,064 5% ; 259,018,411 5% ; 558,987,326 5% ; 25 RE45,314 5% ; &
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8,674,1325% ; 558,227,6395% ; K 558,030,3565% - HERANELL 2 5|H
ZITEGFAASL T -

FEFTEEE FE G o - 0F B A L A5 55 B SR B A SE RE4S5,3 14 5% o B i 4l
At - A EREH AT - iR A IS5 E R EHEA]559,156,804 5% i
At 2 AL&Y) -

3.8.3. 7 e A LMY

FEFEEE R T > BONEEE (A 2 meRE - AR EERA T+
SR R AL R B -
B LR Z e IT A

o —RRECT - TR OLEE i TP B (S B A T B8 L B = 08 B R Y
JiE - RRIMAER BERIBRIZAF I T AR EF H B ERA - iAE
TEHREALEERE I EFRAIL6ENE  HIPEHEEREER
TMPRSS6 rs855791 REHEE N FE R PEHY - f£— RFNEHEHI T - A
Bt E B R TMPRSS6 rs85579 1 REBEHM AR NFE R = HY » f£55— &
ghaplt > FIASINMLEEE EE BTMPRSS6 rs855791 X B A B A A [F]
R H E R -

FEFEEEH T - BB AREIEFEAIRKRIL-6 7K - L ET
pir - B B AW EIEFATMATIL-6 KA AL EFHEAF - BE B FE
= A AT PR IRIL-6 /K 48 K = 6 R AT A IL-6 7K #E -

LR EE AT - BEEA LEIEREE -

5. 20 - HAIRIeRER A
s —RERR T > TR R o E I B 2 5 RS2 i S Lo B = 1 2 TL-
OIETLEIEREY ik - JriAEE ¢ MK B (ERS 2 PRIR R M B M A2 5% S

Jﬁﬁt

.h
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ZIL-67K#E > i Fr 8 HATIL-6 /K 2 BLTH E 2 5 /K RELL#R - Ko HikiE AT & A
IL-6 /KA 25 RN B ey 25 /KA > Hoor g BT & IHYIL-6 K2 A5 ¥ fEHY
S5 KRy > ERIL-65E PURNE

IL-6 A]fR 3% _FSCHER 53 3.2.3 1 A Al 2 5 A A A s PR &M © PR
R MAEFIL-6 2 25 /KM E NS SRR T ZIL-6/KEHEE - E
BB TR 1l0 & RE 505 B e PR &8 B B ke 5 — (A B B T Z AR RC 2 — A
TR BT TE R AR B T AR IRRC LKA L S5 /KA -

fEH AR o SR A B B E (R 2 TR R 2 BRI E /NEKE
o RARE - BRERMERSAEER - S mEEE R ZIL-6EPIRa K EUE
AT R E R L BIERREER 2L TR FEY 5% - AE 3§
AT K N SCE B 31 Bram I > PRI B AT §1 2 75 TL-6 7K 48 B It 5 22 B A
5
6.F4

o —REE T - R EH - —RWE - EHERKEEE R E AR
VIR RC AL AR ASUE K AR IR A S IH 2 AR A 28R - B4l
AE &R T HIL-6 Z JTAS S M e A S (LSl - BT S HEH
PRHETTELISA Z PR 4R R A5 HIPLAS A B E A ROR B S of 2 1L-6 » fE LT
FEB > B S AR BRI R mA A 2 T H UK > FFYELISA
AR RR T ZIL-6 L 5 — £ VR L REEFEIR - fo 5 S b (1 o
IL-6 LLALBFHE TR IR -
7. H A BB

LA i 2 (AL LU & SR sty B R o -

1. —HER L= L HEds

5 48 HEEHIEREIE)
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m B LIRS BB BUER AW E L IL-655 5 H

Hp P EEREEATMPRSS6 rs855791 F EHHERERF . £/0— (&
zlg o

2ME RPN 2 7% 0 e E BE A TMPRSS6 15855791
TEREER 20— @EELR -

3AEHHI 2 FE > HEIMEEDT 2 E R ER

fE B B A TMPRSS6 rs855791 T B RN £/0—(HEA -

AMERFN B3R E—IHZ J7% - HbBE B AR S A FATRIKIL-6

TKHAE o
5MEPN E4H (T —TH A HfhEBEFEE AR S /EFAMIEIL-6
TKHAE o

6. MEHHN ESTE—IH L A > HfEEERASM LR -

TAEREN ESTE—IH A > K EERa e L E=E -

8MEHFN 2T E—IHL 5% » HFEEEFLEERE

9O MEREPI8 L ik » K BEBHARLEEMREE -

10. A0 HEB1 E9TE—IH 2 U572k » Hoop B B HUA PRE O B ==
g -

L AIEREEI10.2 057 > Hf B3 Z R FRGEFR/NFRIS -

120G HEHN1.2 )57k > Hf B ZRIRGEFR/NFRI0 -

I3 MEHEHN2.2 57k » Ho B & IR FRRCR/NG8S -

14 MEHEHI3. 257k - Ho B 2RI FRRCR/N80

IS AEHEHI14.2 757k » Ho B & ZRIRRCR/ANRTS -

16 ANEHEHIS 2 kA » Ho B ZFIFRBCR/NRTO0 -

E
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17 MEHEH16.2 757k » Ho B IR FRICR/NGL6S

18 WMEHEFIN £ 17 PE—IHLJ57% > HPIL-65EH B (R ITIL-641 /G L
HIURGE G R BREOTEY) -

19 MEHEFI18 2 J57% > HoPiIL-6 iig I RE & H BRI EYISE
& AFHIL-6 2 Kp/Nj2 100 nM -

20.MEHEFI9 257k - HPHREPIRGE SR BRRTEYE S A
IL-6. 2 Kp/NA50 nM -

2L MEREFI202 575 - HPHREPIRGE R BRRTEYE & A
IL-6 2 Kp/NFA10 nM -

22 MEHHI21.2 575 HPREPIRGEER BRRITEYE & A
IL-6 ZKp/NjA1 nM -

23 BRI 8E 22 F{E—IH 2 U5k » P HRIL-6 i iR &
FR BT A VAL FRAR A P B M BR-F R R E/VTR -

24 MEFEHI23 2 H74 - R PIL-6 i iR &G & h BRETT AL
AR N LR 2R PR = R 2D 14K -

25 MEHEFI24 2 H7k% - R RIL-6 i iR &k BT AV
AR N LR 2R PR R R 2 D21 -

26. MEHEFI25 2 H7A - R RIL-6 i i R&E & h BRETT AV
AR N LR 2R BRI R 2 /D30K -

27 WEHEANSE 26 E—IH 2 Jik » HPIL-65EHi k] (2 &K Bkl
IL-63188 °

28 MMEHEHN27 2 J57% » Ho e rlgGl1EIgG4HiseE

20 MEHEHN28 2 J57% » Ho ik klgGlIike
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30.40EHEPI18E 29 (E—IH 2 J57% » P HIL-6 e iR &S &
SERERYE S PN O

3LANEREGI8E 29T (E—IH 2 U5k » HFHIL-6 e hiR&E &
T YR N RAERY -

R2MERHN8EIIFE—IH L J57% » HFHRIL-6JiR iR E &
T E 2 MEDS117 Z 28 /5 {H i) # & CDR -

3BAMERHI322 )57k » Ho i E&MEDS117 ZVHE VL -

34 MEHEHI33Z 575 » HPHige(AMEDS117 o

35 0BRGN E3IFE—IH U5k » HFHRIL-6Jiie iR &
EEITAYEEEE ML T HK BTS2 280 /N (E AT 2 & CDR & H
HHE - MEMHEER - DEEER - W ETER - BEwmEG - 38
BEE P - VX30 (VOP-R003 ; Vaccinex) ~ EB-007 (EBI-029 ; Eleven
Bio) ~ ARGX-109 (ArGEN-X) ~ FM101 (Femta Pharmaceuticals » Lonza)
. ALDS518/BMS-945429 (Alder Biopharmaceuticals ° Bristol-Myers
Squibb) o

36. 40T K352 4 > HofilL-6 e iii/fss & R BRI EY &
SREEEMU TR e Bl VE KEEVIE @ BEEER
fREMMEES - BEEE - WM ER - BiEaE - VX30 (VOP-
R0O03 : Vaccinex) -~ EB-007 (EBI-029 ; Eleven Bio) - ARGX-109
(ArGEN-X) ~ FM101 (Femta Pharmaceuticals > Lonza) ;7 ALD518/BMS-
945429 (Alder Biopharmaceuticals » Bristol-Myers Squibb) o

37.0FRaBI36.2 A4 HolL-6 e ii/fsE & R BT EY R
BEEH ML T HE BT © BEEE - SEMEHED - BEEER -
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T RESTEI - HESFEP - VX30 (VOP-R003 ; Vaccinex) ~ EB-007
(EBI-029 ; Eleven Bio)  ARGX-109 (ArGEN-X) - FMI101 (Femta
Pharmaceuticals ) Lonza) )54 ALDS518/BMS-945429 (Alder
Biopharmaceuticals » Bristol-Myers Squibb) o

3B MEHEFN8E 26T E—IH L Jiik » P IL-6FE i (H B $iae
VuuZ K PifE ~ FabE(scFv

30 WEHEFN 21T E—IH L J50% » HAIL-635 B (R I1IL-6REAS
EGIREG & R B LTEY) -

40. WWEHEFI39. 2 Fk » P HIL-6REIAE ~ HiRG &/ BT £
BEFCH N EITZ6{EHCDR -

AVAERHI39 2 F% > HFHIL-6REIEE ~ iR &R BT £
BERERHEITL6{HCDR -

2B EZVT R E—IHZ )% HPIL-655H BRI AKHIHIE -

A3 MG P42 2 T3k - H TAKHI A EEE 5 B PN e < B ¢ FB0A
BEXeljanz) ~ THREE - BEEE - LHEEE - EWmBElC - E£8%
JE ~ KEZEE ~ HEEE - KIEFE - INCB-039110 - ABT-494 - INCB-
047986 FzAC-410 -

44 MERAN 21T FE—IH )5k - HFIL-635HUA (: STAT3 I
Bl o

A5 MEHHN8 L4 FE—IHZ Jiik » HpIL-655 iR JE &G 1B

46 NG HEFI45 2 Fik - HPIL-6 55 H 4% f2 T 28 -

47 NEHEFI428043 R E—TH 2 U575 > HAPIL-635 Bl 4E 2 8 -

A8 ME R BN Z4TRE—IH 2 J57% » H P IL-655H A LL 2 LUR = A
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PRECR Z B E ~ B AR R Fp S ey P e Bt

49 MEHEF148 2 Fi 7% - HPIL-635 LRI LU IR S AR R £ 1R H
IKEEZ T E ~ WA K PP @R % -

S50. M EHEPI1 £49P £ —IH Z U505 » HAIL-635Hi B Ll e DUIE &
eGFRZFE ~ HpHe fo 57 A ] fL B o

SLAIEREGIS02 J57% » H A IL-635 i M LU DU e GFR £ IR /K 4
LB E ~ Wi KR R i B

S2HIEREHN 251 {E—IH L J5ik > HESMa & HlE KRS Z1L-6
IKEN R EDE -

S3MIE M £51{E—IH L J5ik > HBM & HlE maEd 2 11-6
IKEN R EDE -

SAWMER PN ES1FHE—TH 2 J7% - AN & R E FRIR T Kt
1 ZIL-6 /KRR EHER

S5.WIEHEBIS2 £ S4FE—IH L Tk - KM SRR —F

B ATl E 2 IL-6 /K #E R B AN R @ 1 B 2 IL-6 35 Pl 2 B & HY IR 88 5

BX
AIA

N

S6. —HEMEEFRRE ST EERLBIEREMEL Z A & HEEE

a) B HI7K B ([ fe < PRI i 48 5% &b 2 TL-6 /K 48

b)Rt At B HIHYIL-6 /K B TH 78 2+ % K AE M LR

o)t 7E FT B HIHYIL-6 /K 48 2 45 K $HEHY 25 /K4

HopE R E ARV IL-6 /KH K HERY 2 H KR - ([HREF.0EIE
s > HEHIER

57— EEARE ST EGRFZEE/NKEBR LA HEE

% 53 HEWHRE)
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a) = HIZK Hf #8 ~ PRI R i 2 TL-6 7K 48

b) 4 F7 B A IL-6 7K 8 B T 72 2% /K e AH PR i

o) B E FIT B AT TL-6 /K 38 2 5 A BB IERY 25 K2k

b AT R AT TL-6 K 2 K B 2 5K » (B BA 2EE
ANERIEHE o HUEEER A -

58.— Rl B o (I B2 75 7 BB BB A R AR 2 % » A

a) 2 MK 5 {##8 & R i 2 IL-67K 48 -

b) i AT B RIEYIL-6 7K 4 B TH E 25 /KR A LR -

¢) B E FIT B IR TL-6 7K 4 2 75 A SRR 25 /K e

o T BRI TL-6 K 2 K S B A 2 5 /KGRI (88 B IS AR
SR HEERIEH -

59—~k EEBESERARERRMENHE L HE  HE

a) = HIZK Hf #8 ~ PRI R i 2 TL-6 7K 48

b) 4 F7 B A IL-6 7K 8 B T 72 2% /K e AH PR i

o) B E FIT B AT TL-6 /K 38 2 5 A BB IERY 25 K2k

b AT R TL-6 K S A R 2 5 /KRR (B EA BRI
MEWREE - AEHEEH -

60. —Hifg EMMEGFE T AR MBET R 1A -

a)E MK H B HE 2 MG R H ZIL-67K4E

b) A T I 9 TLL- 6 7K 262 B 7 5 2% /K A A L

o) B E FIT B AT TL-6 /K 38 2 5 A BB IERY 25 K2k

o T BRI TL-6 K S K ST 2 5 K RS - (B8 B S 9%
BE o H@san -
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61. —fHiEE RS ERENMNOEEFEFERZIETUEERE FTHFE
AR A HAEE

a)EAKE B 2 MR 2 IL-67K%E -

b) it BT & ORIV IL-6 7K 48 BLTH 72 £ 2% /K AE A LR -

o) 7E BT 2 HIAVIL-6 /K28 2 B KN HIE2F KA

Hoob g Fr 8 HIHYTL-6 7K 28 R 7Y FE AY 22 5 /K B0 » {6 88 B2 it 0
BIEEREER AL TR T » HEREE -

62 MME M FIS6 61 RE—IH L )% » HPBEFFHLEREIBES -

63. W E Jit 956 22 62 (£ —TH 2 J5 % » Horp (i F B Mok o2 i W BT 70 A
(enzyme-linked immunosorbent assay » ELISA)3K & HI1L-67K % o

64. —HIEREE L LEEFEEEZ A - HEE

a) & MK 5 B & < FRIE R e A2 % R 2 TL-67K 48 -

b) it BT & ORIV IL-6 7K 48 BLTH 72 £ 2% /K AE A LR -

o) 7E BT 2 HIAVIL-6 /K28 2 B KN HIE2F KA

Ho &R &AMEYTIL-6 /K2 R ERY 25 K AR » 3B YL BHE
R 2 G -

65. MEFH64 2 Jiik » HFEZ G LEEIBES -

66. %1 & Jith 1 64 B¢ B it 5165 <~ J7 7% - H A {5 A B B e s W M oy i
(ELISA)ZK £ AIIL-67K4E -

67 WE M (64266 (E—IH 2 ik » Hp st O BIEEREE ZE
RS ELIN R 2 —8 2 E © 2/ —TEFFRA ~ iM% U 4 2= 88 L i 411 ]
A~ ME W HE R 2R THER R ~ FIFREARE ~ BRE TR ~ IL-6 B PRI H AT
fAl2H & o

55 HEWHRE)
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68. MME M FI67.2 /& » HAaH L BERMEE e/ 2 /D~ iiIL-
6471 Az B PTIL-6RITAS -

69. —fE A& H N EANL-6 /K 2 ot Z 5Bk EHEaH 2 EH > #%
FEHHRHEES

a) B HI7K B ([ fe < PRI i 48 5% &b 2 TL-6 /K 48

b)Rt At B HIHYIL-6 /K B TH 78 2+ % K AE M LR

o)t 7E FT B HIHYIL-6 /K 48 2 45 K $HEHY 25 /K4

HopE R E ARV IL-6 /KH K HERY 2 H KR - ([HREF.0EIE
fod - HEFRIGHE -

70 WE 692 B - Kz FiHfEEEHAR L =G S -

TLAEHEFI69870 2 4 - H B &7 AL 58 B ok e e I o>
FT(ELISA) &ML 6 /KA 2 5UH -

8. HERME T Bl

2HZ T EREE PGS — Pl A% - BRIESINRE > &
AR FE M ELNSRHANER - B ERIRS] - NI > ASE0HRA fE
FRAR R IRBY LU B0 - i /2 M PR AR Ry b &5 H i A SRRt 2 BOR I 2 15 1
BlER AR -

I FR A — B A - JB(E — M 20 I TE 357 1l = RE # (o FH DL b i A R DL
TERIAMEE R REEAR AT ER L A - WL - LN TEE R R H
AU Z B EEE RG] > HA R B AR R DUE AT 5 2R H) A3 B0 2 HLeR a7

SBAL T ACA SR i R < BB TP ATER F AR R T
8.1.EHI1 : FELBFIGEE T IRARIL-6 5 MEFTL-6.7 B Bk

FE GBI EEEEH 2 7 (Yale Transitional Care Clinic » YTCC)

=iy

% 56 HEWHRTE)
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P2 EE S MR BROE 2 BE LIRS ( THF ) ) B R A FTIE B
e -

YTCCHREII MR KA E B Z FI2 B2 - &
/N 2GR AEIEHIE B2 1 23 REIE 7 IRERAR A - RIBBERR
IR HEE 4G 82T 5 5 AE R B ENFE HS R T B E LR (PO)FLPE #EAFARIA
(IVHEME - AR AR EENRARBIREL RBIES S F
B @ Rm A 2R ER=E=ANEREEN - RERRIELEH
HAEARTAE AT o AR BRI PRI 2 At Je 2 18— /NS R FEFRS P BE B PR BR L

5387 FHRandox RxDaytona™ B BjERPR{CE2Y)'E 73 #fr (6 F i 7 12842
P& & M PR R R I E B E - £ A Randox 3 Al (Randox
Laboratories™ » UK)IR{Z 3G g ~ S K EHIFR & ~ HILET - bR BE =8 &

Bt #l & C - {#H A MesoScale Discovery (MSD) *F- & (Meso Scale

G

mft
§
i~
g
o0

diagnostics™ > Gaithersburg - MD » USA)*K & M/ H & 10 ;L IL-6 7 &
[ « IR EEERE B = Roche Elecsys 12047 f1# (Roche Diagnostics >
Indianapolis » USA)_F & HIEE: Kl (e B F PR A K (NT-{E BNP) 2 7K 4 o
{3 F 9] 5 ALPCO™ 5 i () 3% S+ HYELISAZ=4H (ALPCO™ > Salem > NH >
USA) R & 2L & o5 2 5i BE & M fn 4% & & )& M (Plasma renin activity >
PRA) ~ ME W4 RIE KIEME R - AN 1] BAYELISAE 4 (R&D
Systems™ > Minneapolis » USA) 73 4B & - I HR&D systems™ 2 48
BROESMEEFGETERKAIE R - o A REE R 2 HH
xR F54.43 pg/ml > ¥HYEME 2R Z o[ {H R 50.81 pg/ml - {5 fIRHH
gt E s ot BHIFR K 2 =M E KL RFEEKE - 1 Agilent
Infinity 1290 UPLC system™ F#E{TH 530EMEENT - f£Zorbax Bonus
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RP™ 2.1x50 mm 1.8 p&E L ELL0.6 /77 88 2 i Bz B @ o i « #28)
MEH0.1%H B (4% EIRA) KN0.1% HEE 1 2 80% L HE (4% E1KB) © {F
Agilent Q-TOF system™ (Agilent™ > Santa Clara » CA > USA)_F LISk
FHENETEE T

SRR ER. M bEIHE R TR 2 E (CKD-EPD) » H 5t &
eGFR - #5M1 mgffiEM/E=20 mgFCPHE=40 mgiF Ak A Ik I3 7 fe % =80
mg 1 Bk IR 4 e B S = TR R PR R 2 ) 22 A T o R IR R B B 2 5 W)
FeHTFT 3R » FIRNE E = R AL G FIN LAAFARIN 40 mg 5k 08 4 Bz R 55 50
V) Ry L BN F IR A FRAE & 1 2 PRovim H 2 W & © BERERLLE B2k
RREILEEY) 2 STEEIE - ERT 47 o #5 i IR FR B 2 1% 7 37N A 28
4 2 PRI Z BETE TR AR R R Z AR B < R K E T BB R AR BEHEM 5 B
ik b Ak 5 R PR B 8 TE AR B 22 AR 0 25 e e 5 30 T =X 2 P 44 BB Ay 1 PR
FE > e EC 38R EF TR Z 2R E M RBI (=S BHErh E) 2 b
FRIBERR o (NGt B8 R 2 o dkfditt © X2 & BRt (FEX)=[X]FR &
*[ALEFIMF /(X E Sm AE* [WLEF IR R - BEEEE - MEWHERRE K
IL-6 7 fRE & H LULFR AILEF B e 1R - (KFRIKRIL-6E 2 /N HEE STIM R
WLEF14.2 pg 2 fH - RIMAZIL-6E 2 K/ N H{E2.0 pg/mL 2B « FRIE KM
REERMEWERFE S SKEEBRLRNRNENEEE JHHHETE
B -

et o BT 2 B 1% P E+/-SD » I EEE MU S iz 8-583 U 5y fir
BOKGE L - HESE M 2 MR (GET 2 # Zp (Spearman’s rho) » &K
s B AHRAME PRI o {5 2B A% K J7 (Pearson's chi-squared)fg & 2K EEH%
S EEE - BILRSE L HCEEEE > THTEZERC-BE

% 58 HEWHRTE)
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BB T AR F N E (Wilcoxon Rank Sum test) » {5 Hoifiy A % 5% 2 = A1
oy MHER o M 2 AT > BT ELFEIMARIL-6 ~ FRIRIL-6 KNT-{e-BNP 2 (R #I5Z &
JE T log AL « {50 A B 18 [ BR AR ST (R FI PR % ~ eGFR<60Z /77 §#/1.73
S oK BRI B I A A SR R 2 B e /K AR R B A R PR TL-6 7K E
T8 B - WIE B AL 8 K4 H B A # B M 4% 5R T/ IL-6 K /E(eGFR
ZEEE o i F Cox EL I b R e AR EF i R AT A R RS TR 2G-S0
Bl o EFHIBM SPSS%4tsT23k(IBM/ E] » Armonk » NY) kK Stata 13kK
(StataCorp™ » College Station » TX)E it ot - HIRATA T > &1
sTEIE M E = Ry R R E (2-tailed) p<0.05 -

T N B L BRGRREAE TER2P AL - fEIEF4HF - 08K B AR
IR e PR 2 IL-67K 48 2 ]I %E » F 7R B AT PRI TL-6 F1{E (IQR) /K 4E & &
e ALEF14.2 pg (5.6236.2 pg/g) > MMmAFIL-6 F{E KA £2.0 pg/mL (1.2
£ 3.9 pg/mL) o [ 4% IL-6 /K #& B R % IL-6 7K % B Bt f K (r=0.40 >
p<0.001) - (HEEEHE - BA P EEAYFRIKIL-6 7KLY A MH =72 (5
FEEMEA - B E AL ME U S 2 52 A FH BT B (ARB) 2 T E U 48 R (6 B
(ACE-DVFAH » OB A LTS - B A RS M5 B(HFEF)
= GFR B B A FEEAYMEENT-fE BNP/K2E - HibE 1 {8 Ay 1 A4F1L-6
B BB MEMARE - (AEA R E 5 -

59 HEHHRE)
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R2 1 B

BRRE BREIL-6  BREIL-6  p-HE  EM3IL-6 Hm®IL-6  p-E

(n=98) (n=49) (n=49) (n=49) (n=49)
AO&sEt
8 67.9 +13.5 62.1 +13.2 73.8+11.2  <0.001*  65.8+15.1 70.1 £ 11.5 0.12
FEFAE > % 36 57 15 <0.001* 47 26 0.04*
Bt % 44 49 39 0.31 49 39 0.31
BEERSE » %
SR 91 94 88 0.29 96 86 0.08
i PRI 47 55 39 0.11 37 57 0.04*
e 13 10 16 0.37 10 16 0.37
IR 30 33 27 0.46 33 27 0.46
g% ERMZ 63 71 55 0.09 61 65 0.68
ELREEY) 0 %
ACEIZ{ ARB 55 65 45 0.04* 67 43 0.02%
B-FHET A 77 82 71 0.23 82 71 0.23
DR FE PR ] 14 12 16 0.56 6 22 0.02%
MRA 33 37 29 0.39 31 35 0.67
M= 2 (Digoxin) 10 12 8 0.50 8 12 0.50
Z T IR AR R B (TR i 80 80 100 0.60 80 160 0,000
5 mg) (60-160) (60-160) (80-160) ' (40-120) (80-200) '
BT
B85 (kg) 98.2 +33.4 1060379  90.4+264 0.02% 98.4+31.5  98.0+35.5 0.95
BMI 34.8+10.8 36.7+11.3 32.5+£99 0.09 33.5+8.4 36.2+13.0 0.28
g1 EE (mmHg) 1226+189  1206+19.1  1245+18.7 0.32 123.4+189 121.7+19.1  0.65
VRS SEEN I ED): 759 £13.2 75.6 £ 13.2 76.2 £13.4 0.82 749+133  76.8+13.2 0.48
BN [E R
. 45 35 51 39 45
TSI TE %) (27-56) (25-50) (31-59) 0.03 (29-54) (26-57) 0.56
173 #>40% 53% 43% 63% 0.04* 49% 57% 0.42
55 60 EH (BRI E)
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R2 1 B

B ERRAIL-6  ERKRIL-6 p-E fRinsgIL-6  SiMna¥IL-6  p-{E
(n=98) (n=49) (n=49) (n=49) (n=49)
BREHE
136 137 139 138 136
#y(mmol/L) (134-140) (134-138) (134-141) 0.06 (135-140)  (132-140.0) 12
/L4 (mmol/L) 96 (95-102) 100 (96-102) 98 (95-102) 0.50 101 (98-103) 96 (91-101)  <0.001*
&b » % 34 27 42 0.13 14 55 <0.001%
4 (mmol/L) 4.1(3.7-45)  42(3.846) 41(3.643) 0053  41(3.7-45) 41(3.7-44)  0.64
. 23.9 23.1 24.9 23.1 25.0
b S B (mmol/L) (21.7-26.4) 216253) (222279 00 15052 (2262800 003
N 29.0 27.0 32.0 27.0 36.0
IiitehR 3 (me/dL) 200-47.0)  (17.5-440) (2404800 %10 (90300 30650 09
B EF(me/dL) 15+0.8 1.4+0.6 1.7+0.9 0.046% 1.3+0.5 1.8+1.0  0.007*
BUN/H|EFLE 2 24.0+8.3 24.1 + 8.1 239485 0.92 23.6+ 8.0 245+85 0.58
=L EX £ 7 Pr
I;DLG;L) (?n Lﬁ%g /1’§3§) 5401280 64.3+30.1  457+228  <0.001* 61.4+272  483+27.8  0.02%
eGFR< 60 mL/434&/1.73m> 61% 48% 73% 0.01% 55% 67% 0.24
S5 (g/dL) 38404 3.9+04 3.8+0.4 0.045% 4.0+0.4 37404  <0.001%
AT ZE (5 (g/dL) 122+2.3 12,7 22 11.7+23 0.04% 12.8 £2.0 115424  0.004%
FIRBI2 8
PEEARRI PR & 140 80 160 0.001* 80 160 <0.001
(TR S Ime) (40-240) (40-160) (80-280) ’ (40-160) (80-320) ’
FEEAIFI R A - %
FEIRAIAT EATE 45 27 63 <0.001* 33 57 0.02%
P 55 73 37 67 43

ACE-1=1 & W 45 Z LB I HI %] - ARB=I'E Y45 Z 2 RefHETE] - MRA=B f7E R 2R EHH - IL=17
HZ - BUN=M/R/KE & - BNP=[{HFRAIL - BMI=SREEFFE - *p< 0.05 -

% 61 H(EEHRIAE)
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K3 ERER M R RIS
BENE  REREIL-6 PR ARIL-6 p-E R EEIL-6 R ImERIL-6 p-E

(n=98) (n=49) (n=49) (n=49) (n=49)
maFE Y=
IL-6 (pg/mL) 2.0(1.2-3.9) 1.4 (0.9-2.9) 2.8 (1.5-6.1) <0.001*  1.2(0.9-1.4) 3.9 (2.9-6.8) <0.001*
IL-10 (pg/mL) 0.3 (0.2-0.7) 0.3 (0.2-0.4) 0.5 (0.3-0.8) 0.001* 0.3 (0.2-0.5) 0.5 (0.3-0.8) 0.01*
IL-10/IL-6[ 3% 0.2 (0.1-0.4) 0.2 (0.1-0.3) 0.2 (0.1-0.4) 0.73 0.3 (0.2-0.6) 0.1 (0.1-0.2) <0.001*
1167.7 (734.7-  1169.2 (734.7- 1166.3 (816.0- 0.97 909.6 (595.2- 1784.4 (9216~ ) 001
HEE Z (pg/mL) 2759.7) 3013.5) 2390.9) ‘ 1517.9) 3868.7) :
13.0 (4.4-
S 2 (pg/mL) 36.8 (8.4-162.8) 79.0(7.7-184.2)  28.1 (12.0-139.4) 0.38 160.7) 49.1 (15.7-169.2) 0.07
167.9 (54.1, 193.9 (48.2, 160.3 (58.3, 0.81 178.8 (31.6, 167.2 (75.5, 0.50
BEEZE R (ng/mL) 445 3) 518.1) 430.2) ' 481.2) 445 3) .
] 1825.0 (681.0-  840.0 (256.0- 3115.0 (1440.0- . 14400 (412.0-  3390.0 (792.0- )
NT{-BNP (pg/mL) 5030.0) 3115.0) 6070.0) <0.001 3010.0) 6410.0) 0.01
R L YIES
IL-6 (57 55/55 BB 142 (5.6-36.2) 5.6 (2.5-7.7) 36.2 (20.7-68.9)  <0.001*  7.0(3.2-19.1)  21.2(9.2-45.3)  <0.001*
IL-6 (pg/mL) 1.2 (0.5-2.6) 0.5 (0.2-0.7) 2.5 (1.6-4.0) <0.001* 0.8 (0.4-1.9) 1.7 (0.6-3.2) 0.03%
B2 (R v/ 2 R HILET) 0.3 (0.1-0.8) 0.2 (0.1-0.5) 0.6 (0.3-1.2) <0.001* 0.2 (0.1-0.6) 0.5 (0.2-1.5) <0.001*
B2 (pg/mL) 28.2(10.2-88.3) 19.9(7.5-53.1)  37.0(13.4-109.6)  0.01*  23.7(7.5-53.1) 35.9 (12.3-109.6) 0.06
,/S,:’ 2\:_‘_’/ ~ AN //_ér_‘
%ﬁg%ﬁz@ (K52 18.7 (5.4-126.3)  6.2(3.3-19.0) 123.5(17.3-549.7) <0.001*  7.3(3.7-39.7)  33.7(12.3-318.9)  0.002*
e 1530 (624- 5850 (1518- 1105 (463-
=k b= _ * _ *
L 4EZ F (pg/mL) 10941) 966 (231-1567) 53863) <0.001 5801) 2153 (966-23952)  0.02
FEna (%) 0.5 (0.2-1.3) 0.4 (0.2-1.2) 0.5 (0.2-1.4) 0.22 0.4 (0.1-1.0) 0.7 (0.3-1.8) 0.02%
FEx (%) 18.4 (11.7-39.3)  15.5(9.9-32.5)  21.6 (15.2-44.6) 0.02*  15.8(9.6-24.5) 24.5(13.9-50.3)  0.001*
FEsz (%) 63.6 (44.8-81.3) 59.5 (44.4-80.5)  65.5 (44.9-81.6) 0.62 66'52(‘;'5' 58.2 (44.6-76.0) 0.20

IL=/rH % ° NT{e-BNP=NUi{e b FFR$Afk - FENa=$f1.2 734k PRt - FEK=§fl Z 73 4 it - FEPR R=FR &
LT R o
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8.1.1.5ThREEIL-6

MFE2H AR - £ EAESRRKMAFIL-6 7 B E FeGFRIZE - {H L
3 B (£ {F e GFREA PRI IL-6 ~ [ B & (p=0.01) ~ BAF M AZIL-6E81eGFR
A <t B M (r=-0.26 » p=0.01) DL k& FR /R TL-6 il e GFR 2 ff] 2 fH B 14: (r=
-0.38 » p<0.001) » ZATM » {EST B FRIKIL-65H 5 EF - MAFIL-681eGFR 2 fH
A & I (p=0.20) - 1A{E$F B MAFIL-6 J % 2 1% PR /R IL-6E1eGFR
L PR B & B (ER 73 r=-0.32 > p=0.002) - F (Ll - 40 e GFR<60Z 7}/
oy $8/1.73 5 77 R P E 28 2 [ (K AV e GFR 7 JE\ b B8 3 40 = PR /R IL-6 K ZE ff 7
= (E N ESDIEOR=1.9 > 95% CI=1.2 ~ 3.1 > p=0.006) > A REZZ
MMAFIL-67K EF = (B A S SDI E0R=1.3 > 95% CI=0.8-2.0 > p=0.25) -
8.1.2.F|FR B [z FEEEIL-6

PR 35 FR B R i IL-6 2 [ (r=-0.43 » p<0.001) fz B[ 4% 1L.-6 Z & (r=
-0.31 > p=0.002 ; [E3){FAE R ELRA B » (AR BCR 2 R Z W & RIK
1L-67K 8 (A SDI EOR=2.3 » 95% CI 1.4-3.8 > p=0.001)EL 1 #FIL-6
KA (E A ESDI EOR=1.7 > 95% CI=1.1-2.7 > p=0.02)F = - {L & %
eGFRFAEE ~ 1% » (% FRIRIL-6B(E A PR 3 2 i\ 7 B & Wit (BT Y &S D
BRI AYOR=1.8 > 95% CI 1.1-3.1 > p=0.02 ; [&E3) - =4} » &R K
TL-6 J i #FTL-6 & iy A B 5 o] B (5 A ol » (& PROBIL -6 B F PR AR 2 b
OrA BRI CE & SDIg E &% AYOR=2.1 > 95% CI 1.3-3.5 > p=0.004) - [f
[ AFTL -6 88 1< 4 HE BEHE (OR=1.4 > 95% CI 0.9-2.2 > p=0.17) -
8.1.3. M BEEL

I AZTL-6 By = i 4% B K RE R B (3 R E3) - EREENE WS
MM HEFTL-6 /K 275 2K BH AN Y 15 M A 48 B & 2 B (B X & SDIg 2 OR=1.9 >

% 63 HEWHRTE)
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95% CI 1.2-3.0 > p=0.008) » H ILHI{FAT & ¥ ACE-1E{ARB K FRIKIL-67K
AE T R R (5 P F5 (AP P B SDI B &R BV OR=2.3 > 95% CI 1.3-
3.9 > p=0.003)  FRIRIL-6BLFt & Y & (i 4% B 2 2 Je b % BRI (OR=1.0 >
95% CI10.7-1.5 > p=0.98) -

FRIRIL-61R KHENE b B @ /K 2B 4 S /K ERAASE(BRATE - 40%8 iR %
1 U 45 % R (7 & SDH BOR=4.2 » 95% CI 2.2-7.9 > p<0.001) & [7 &
B E (H P ESDEOR=2.1 » 95% CI 1.3-3.4 > p=0.002 : [&3)Fr & -
I 55 BRI A1 $F F 47 1L-6 7K 3% K ACE-15 ARB (i F # 1T 8 88 2 1% 19 (R 5
(B SDIE B RIRME KR E 2 &R AOR=4.2 » 95% CI 2.2-
8.3 p<0.001 : P EFSDEESREE R ZLEFHEAOR=2.0 > 95% CI
1.2-3.3 » p=0.005) - MAFIL-6 P15 FRIK B 2 2 R\ A e 25 BE 52 8 ol e (B
A EFSDIH BOR=1.3 > 95% CI 0.9-2.0 - p=0.16) - & ZAE I F] B 77 75 &
i 46 2 R B Bk (B A SD I B OR=1.5 > 95% CI 0.98-2.3 > p=0.06) ~ fif
A o (A FEE B B FRRIL-6 2 SR B M PR (AL FH 32 HYOR=1.1 > 95% CI 0.7-
1.7 > p=0.76) «

8.1.4. B IERZ BRI

ETI3R Z P EEHR R - HBB32013ET » BLJehi S —2 > M2
IL-6 .2 7t & Bl = 56 U L b B (2 i & SDIE E B B HR=2.8 > 95% CI
2.0-4.0 > p<0.001) - {E ST H WIEFle -~ AT - BE&NT- (£ BNP/KZEE
ACE-TE(ARB{E ~ 57 R IR AR & K e GFR Z AL & Fr (8 2 2 S B
B2t MERIL-60rA PL TR Z Bl (7 & SDIE B AR AVHR=2.3
95% Cl=1.5-3.7 > p<0.001) » fHEC.Z T » FRIRIL-6-4 FL5E T R B ik (22
A SDHY & B % 8 HR=1.3 > 95% CI 0.9-1.8 > p=0.15 : & FH KL

5 64 HEEHIEREIE)
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HR=1.02 > 95% CI=0.6-1.6 > p=0.93) o
8.1.5. 18k

I A% R PR R TL-67K 228G 3R AL L B R I s B AR B B2 TR TL-6 2 F 2 38 %
FiTH - MAFIL-6/K BB ERBELEE 2 2 HEEMB > sE0ETERE - M
tEx T EEFLEZEEEET - JREMGERE R 288 ZFRIRIL-61R
RIEE FBLLEREME( T CRS ) )2 L EEEAMERN - BREFIRBME - &
Z (8 UL 45 & BE B B K £ 48 (RAAS) JE AL BB MR f 51 & /)N BR B 28
(eGFR) o

EERFR  RIKIL-6 KEGE S X 2 ARAEYEL » B LCHE
AL LR8BI PR FERE R E PR R IL-6 7K 28 78 A A
R R B A L B Ve 2 DA M T T B R e
8.2.F B2 : TMPRSS 65 RAY ) 4H F B fiE R 48 TR B 6 B TL -6 FE B AE
R EZ LR S B E

TEE P R ERN TR » FITL-6 35 51 B E 3 HEAE R 55 0 Bl = 18
BEZERERXTEAER -

PRI - RUR B E H L 18 B E 2 S AUE R B 255
DA RE i) 6 [ 55 ] BB 2 e 20 2 Y B R0/ 300 B D e 2 0 i 2 18 BB 5 2 H 4
B F R HA e S A R E R o RIATL-65 HUHIRE 2 A TN LR
il ¥ Jbh 55 W] RE R M A0 B B A/ B0 B R 0 B T 18 R ARV
% o

R FI T 2 TR E 1292 8 - BIAGERRIKIL-64H .2
FIPRZ#( "DE | ) » B EALI8HEE T 40 BEUIF] 2 W0 FRIL-6 BRI FR 5%
R EEHHR - BB &AE RIS 1294 8E 2 MAF1L-640 > FFR 3 &

B

% 65 HEWHRTE)
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("DE ) :BEIMEEIL-6 BLA] PR %A £ [ EbAH B COR &80 PRTL-6 K ZE A
1E) °

FHNHE & BELE I E O 4 I 6( " TMPRSS6 | ) Zrs855791
BB EM( TSNP, )2 AR - TMPRSS6 %Ik @ /Nl HREIEEH
B§-2 (MT2) ~ RsSER R FETE O BRI B RRAERE S EE - 1855791
(G2321A) SNPLETMPRSS6&E H Fp 4l « EE R T HR RS L HEEAR
(FEHEER)%R2321G > RiFT36A 5 NERR FHRRE  HEER
(REEEEAER)FR2321A - HIFTI6V -

FEHSM{# @5 b fif i ReliaPrep KASTEHT gDNA 7 it % 4% (Promega »
Madison » USA)E [ (15 8 47 B ELP4HDNA - 25 f Nanodrop 5T i 48 43 8
HYDNA Z & » FERS & LB i B R o 2 A ERE oM - fEAKE
Ilumina .7 Infinium® 4 88 F 4H -24 v1.0 BeadChip E4H {f 3 1 &4 & g
(NMuminaHRAF] » San Diego » CA)E W ZHE#E BT 2 BARNHEE
Ry B - FEETHEY - R EBAL - UK - BT RFETER - f£1l1lumina
Hiscan{g s FimfifE %] - Illumina HiScanZ(iScan %4 {7 BeadChip » {F
B R ERRL b i A EY) < B OLE - iR B 2
N EEE B - AL Numina Infinium 737 Z:.4¢ 5 2 l1lumina
GenomeStudio £ K 47 BIfE 4H H I1lumina HiScan Z 4 FT UL £~ 58 S B #HE
ZFE (*.idat 18 2 ) P18 B A A 5 B0 & f o Infinium 5) B2 5 46 -24 v1.0
BeadChip& 74 8 H #88 12,000{E #8 A\ FH Y 40 2 #8 78 240,000 ¥ £ 1
RETEANE T HYEE A8 R e BEE R FFA - >240,000fF 5 AR Z LR
EREEON ~ JEM ~ PRI AERE - R— RIVE R > sEa280hE
PRIA ~ FEIE ~ U3 RO iR 38 o 5% 4 Mumina B (R o3 B J7 2 0] & B

% 66 HEWHRTE)
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http://support.illumina.com(infinium_hts_assay_protocol_user_guide_15
045738_a.pdf) - It 4b B T 41 & H > SNP » 4 & o j &

http://support.illumina.com/downloads/infinium-exome-24-v1-0-

product-files.html

WE2AF TR - {E4£EA TMPRSS6 rs855791 SNP .~ F ¥ A H
Z2/0—(EE AR B E R IRIL-6 7K 48 B FI| FR 80 5 2 L AE R (Bl 2A - A
& - " AG+GG ; fEREHEERF RS EFE FIRIFIL-6 /K 8 K Bl
FIFR AR EE MR (E2A > ZHIE " AA -

WE2BF Fw » L EATMPRSS6 rs855791 SNP 2 F+ Z ¥ {H A H
22/ —(FE AR B E M AFIL-6 7K 2 B F| PR R b fZ EL A BRI ([E2B » A
& > " AG+GG |, ) s EREHBERE B EH B F R MmAFIL-6/KER
AR R FCREAZE MR (E2B » £ HIE - "AA ) -

It % & 22 07 FH IL-6 55 §1 B & 50 g 2= 18 (£ & £ B 79 TMPRSS6
1s855791 T BEMBEER ~ 2/ D — M\ Ay g =1E B & Pl Z B IER -
8.3.BFI3 : ARRZHREEEEEEZHEN TIL-6ENKCC2  ENaC-p &
NCCZRE Z MM
PP

i ea M1 CCD 4 fifg #% (3= B & #& {r jgk # /0> (American Type Culture
Collection * ATCC) » H$%%ECRL-2038) (% /£ & 75 % EDMEM (Sigma-
Aldrich > [ $%8D6046) & Han F12 (Sigma-Aldrich » H$%811765-047)
M EE AT o ZEE A M T 5%RE 4 1) (Fetal Bovine Serum °
FBS) * 1% 3 f#{ = - $# # = (Thermo Fisher Scientific > [ $% % 15140-

122) ~ 1%EE Z-7H$#, & 5 -ffi(Thermo Fisher Scientific » H #:9551500-

5 67 HEEHIRIIE)
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056) & 100 nMih 2 > fA (Dexamethasone)(Sigma-Aldrich » H $#55D4902-
100MG) -

FEOFLIEE F DAV E/FLE R g A& M1 CCD4IMY - HAESHE0R
fE37TC 5% CO.IBERTEERK - £F1IRXRKARBEELER
DMEM/F12§f MM E B A H/E37C T5% COEFH T EFHMERE - £
F2R - BEhRmMMIFEERE A SFAIMEEEE - /22010 ng/mL -
100 ng/mLE{500 ng/mL . 44 FE IR ANIL-6 (Sigma-Aldrich - H §% 9%
SRP3096-20UG) Z R 1057 §# LL1 pME100 pM 2 &R E IR B A& T
(Selleckchem » H#%55S1378) - @iE A S E L EIL-60YHH IR FL - FF4H
A I TL-6 Jo /B E o JE B BE 24/ NI - 25 FL 2 SHAE A IXPBS %k — X B
WEEFM A1 %EOEE&EIEESY/(100x » Thermo Fisher Scientific »
H $%9278430)2 250 uL IxPIPA4EE % (10x > Millipore > [ §%9820-188)
Fr o FE o0 SR BA S JINKCC2 588 (Millipore » H $% 58 AB3562P)
HLENaC-BHr A& (Millipore » H $#98AB3532P) = HiiNCCHi & (Millipore > H
FRSEAB3SS3) iR HEEE O RM - BB —A =77 -

S S

Lok = SUFAETAKAIFIRIE B E 2 B N ZIL-6FH 2 1% » & A%
A TAEEML CCDAAERF NKCC2 (Na-K-Cl3L i i E H2) ~ ENaC-f (|
e iEE - BFEBEIT) RNCC (3-8 F m fim & 0)EH L RE - BMI
CCDA B AE E R A F4E LA TMPRSS6 rs855791 F B8 ¥ (B EL [N [F] #U 32 &
NFAYAAE - 0E4A ~ E4B RE4CH R @ IL-6fmEE S NKCC2 ~ ENaC-
BENCCFH - Bt & CIHEIL-6 Mt FEmENENE 2% -
8.4.B W4 FHRZHNEFHEIBARBE BN TIL-6BENKCC2 » ENaC-f K&

% 68 H(EWHRITE)
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NCCZRBEZ BN
DAReS

i LM 1 CCD & Aok (3= B B B A ek -0 (ATCC) > H g% 5T CRL-2038)
R £ & H % =& DMEM (Sigma-Aldrich » H gt 9% D6046) &z Han F12
(Sigma-Aldrich - H#k5t11765-047) Z iU &EE T > ZIEEEM TS %
Be /1% (FBS) ~ 1% 5 @ & - ## 8 & (Thermo Fisher Scientific * H §% 5%
15140-122) ~ 1% R E & -7 # % 0 - (Thermo Fisher Scientific > H #%5E
51500-056) &z 100 nMH#F ZE K FA(Sigma-Aldrich » B §£55D4902-100MG)

FEOFLIER T LA O B/ AL AR B A T REEM1 CCDAIMY - HAESE0R
£37C 5% COBEERTEERK - £F 1 RKANBEELER
DMEM/FI2fR MG EE HAE37C T5% COB BT EEMEIRE - 1£
F2R - BREIUEEERE O RS FAORIAEEEE - f£2010 ng/mL -
100 ng/mLE(500 ng/mL ~ 5 4% B E AN IIL-6 (Sigma-Aldrich - H % 5%
SRP3096-20UG) Z A 10 73 4 LI 1 uME(100 pM 2 5z &% 52 7R 4R A Fig
(Selleckchem > H #%5£54054) - 5 A 2 RN B2 IL-68Y A IR 1 - R (AR
FITL-6 Ko /508 A g Jea BE 24 /N0 - %625 FL 2 Sl A A IxPB Sk — X A Uit &
T H1%E g EHEIELDE &%7(100x » Thermo Fisher Scientific © H §%
5£78430) 2 250 pL 1xPIPA % 7 (10x » Millipore » H 5%%£20-188) 1 «
& rh o0 % 22 B A A HiNKCC2#7i B2 (Millipore » H #% 5T AB3562P) ~ fii
ENaC-B#i48 (Millipore » H #£5358AB3532P)EHNCCHLEE (Millipore » H §f
FTAB3SS3) ik HEBEHRE - 8 A =17 ##1T
&R

Fr ik = B A B S A PREE N s 2 B T ZIL-606 W 21% » B AR

% 69 HEWHRTE)

(C234624PA docx
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AT HEEML CCDAIAER T NKCC2 (Na-K-Cldki# i E H2) ~ ENaC-p (|
FZ3miEE - BFEIT) RNCC (3-AF FEEHEL)EH KRB - EMI
CCDAMREAEE R A FAE A TMPRSS6 rs855791 X B BE R E A B &
NEEHHRE - MESA -~ BSBKESCH AR » IL-6 2 )5 2 5 NKCC2 -
ENaC-BENCC R E - RN BSHETNIL-6 ¥ i Tl E 0 22 -

8.5. 845 : ERTM LEERHF)MERZ BEPIL-6EF| REBNKEZ
[B#)

7535 AR BEIL-64H 47 7 3K H PROTEC Tt B (Weatherley % A, 2010, J.
Card. Fail. 16:25-35 ; Massie® A, 2010, N. Engl. J. Med. 363:1419-
1428) 7 &k} - PROTECT & B (4 MG AR 17 A 1- 52 58 15 470 70 28 15 2% g S i
PRI 8 4% fi ~ B ohde b 2 R B R B PR 48 5 2 52 R W B 1% {1 22 TR 1) 35 TRt ot
i o BB 2 BREG A S HERR R -

A HrER
>18]5% SRR A
FEFFRENEGE T ZHFR > 14K om > 38SIE » T AR Y B

NADHF*(:[5% » TeZAFARAFIREE  UF$F<3.5 mEq/L
1B A HETT EGET B A e PR O L e 4~ s

ABE24/NF A BRAR] ~ I E PR 2 ADHFZ BRHR AIR2%
TH TR S ARk P DR IR 7 g e > 402 T/ K
Z/D24/\H% BNP <500 pg/mLENT-{£-BNP <2000 pg/mL

SIRB IR E R BRI BB ILET AR %
(£ 20 T} /53 48 RO BE T/ 43 i 2

(Cockceroft-Gault) IEAE I TEGET I AR E 2 B

Wi 4 T ER>95 mm Hg HEATER
{EET 2 AI2 A Z e M e ARBIOE (B 2 B R
e

Hgb <8 g/dL » Het <25% - B35S 1
FE i LU 4E T EE$ 160 mm Hg

*ADHF : i 1E B0 75 i /] 48 By Hog IR DR Sl R A B A% (LB A8 T LA T o
L2V —FRPLZRREBEN ZPIZ © JVP >8 cm > B F>AfilE i E
Z1/3 > R RO 0 B2 [ i K FE B A 7K i

5 70 HEEHIEREIE)
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#45t » PROTECTIH3E ELFE2033 X B HADHF 2 55 - IEEBFHF -
& Singulexf£ 1445 A A B 7 (B &) ~ 14627 F2REFH(FEHR L1824
INEF) Fe 14454 5T R B T EIAITLG6 « FFRFIN e E 75 HALF4RFTIEH 2
40 mglRIE AR R (UERVIE B HEG £ HI3IRLEEEL - it
F— BRI 180K 2 FTA RASET & -

et RBIMEETESETE - ETHEREZE T EZ0MWH
7 & I Kruskal Wallis B¢~ 7 (chi2)f@ E 2k HIER 2% 4H 2 43 Fr et
LTz #5 o ERHIPREISIEME B R B R AR 2 (& logiB(LHY) TL6{E
Ry E 88 2K E i B 58 B M Bl BR - I BRI PR R B2 e A B < B PR R 5

o {50 F 5 TF B PR FE #f 88 & 2 Cox [Bl i 73 1t e PROTECT J& g 12 2 2 & i
FER M7 (O'ConnorZFE A, 2012, Eur. J. Heart Fail. 14:605-612) -
PROTECTE [ A G55  Jepi AHFERE - ABTiE 2 KHE - UL Hs IR - #
K#E ~ BUN ~ fllEF R HEH -

R BEE ARG EUE PRATHI - BGRE L SILo/KERE S
BNP/K#E - &1l ~ eGFR<60 J e i A B Ik (& 6)

(ANOVA) -

F4  BEER
RE Bl 8248 $B34 p-{E
N 531 530 530
AO&sT 0.66-7.8 pg/mL.  7.9-16.1 pg/mL  16.2-274.2 pg/mL
e 69.2 (11.5) 70.8 (11.0) 72.5 (10.8) <0.001
(el 347 (65.3%) 349 (65.8%) 354 (66.8%) 0.88
BMI 28.3 (5.8) 28.8 (6.0) 29.1 (6.2) 0.093
eGFR 52.5(20.2) 47.2 (19.3) 44.9 (17.4) <0.001
NYHA%Y4
NIl 107 (21.0%) 71 (14.1%) 96 (19.2%) 0.008
11 267 (52.4%) 263 (52.2%) 237 (47.4%)
I\% 136 (26.7%) 170 (33.7%) 167 (33.4%)
LVEF 30 (25, 40) 30 (20, 40) 30 (22, 40) 0.35
HFpEF 42 (15.6%) 39 (16.3%) 38 (14.9%) 0.92
&gt :BP 126.2 (17.4) 124.5 (17.5) 123.6 (17.4) 0.043
& yRIEBP 75.3 (11.2) 73.5 (12.1) 72.3(11.9) <0.001
RS 79.2 (14.6) 79.4 (15.8) 81.3 (16.0) 0.052

(C234624PA docx
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110100113

=4 BGRR
ZS -y -1 E0:4 B4 #3840 p-{E
e 20.6 (4.3) 21.2 (4.1) 21.7 (4.9) <0.001
5
LG EHEN 95 (45.5%) 92 (43.6%) 78 (39.4%) 0.45
W= IR 196 (37.0%) 195 (36.8%) 208 (39.5%) 0.61
RIREATE N 2 174 (32.8%) 178 (33.6%) 184 (34.8%) 0.78
T BRI 7S 18 (3.4%) 16 (3.0%) 32 (6.0%) 0.027
TEIRME P 2 43 (8.1%) 18 (3.4%) 38 (7.2%) 0.004
(LM Ve (HF) 510 (96.0%) 505 (95.3%) 501 (94.5%) 0.51
SoHl—HFERHF A 258 (48.6%) 266 (50.2%) 259 (48.9%) 0.86
HF(F[E 8 > F{EAQR) 1.0 (1.0, 2.0) 1.0 (1.0, 2.0) 1.0 (1.0, 2.0) 0.62
TP OB PS 362 (68.4%) 396 (74.9%) 365 (68.9%) 0.037
DHIUAEZE 255 (48.3%) 296 (56.0%) 242 (45.7%) 0.003
= MER 424 (79.8%) 422 (79.6%) 428 (80.8%) 0.89
HHEEPVD 78 (14.7%) 102 (19.3%) 117 (22.2%) 0.007
=il 174 (36.3%) 216 (47.2%) 238 (50.6%) <0.001
EH AR AR =T 60 (11.3%) 61 (11.5%) 57 (10.8%) 0.92
e 28 (5.3%) 41 (7.7%) 35 (6.6%) 0.27
SHEE ME 298 (56.1%) 267 (50.5%) 244 (46.0%) 0.004
ARSI 92 (17.4%) 114 (21.6%) 105 (19.8%) 0.23
COPDEY Rl 106 (20.0%) 102 (19.2%) 112 (21.2%) 0.73
M PRI 247 (46.5%) 229 (43.2%) 258 (48.7%) 0.2
CNFEREN O FEEBI RS 260 (49.2%) 291 (55.0%) 310 (58.8%) 0.007
AICD 73 (13.7%) 106 (20.0%) 68 (12.8%) 0.002
L NGt 54 (10.2%) 60 (11.3%) 47 (8.9%) 0.41
AL 50 (9.5%) 66 (12.5%) 65 (12.3%) 0.22
2
B-FHERT] 417 (78.7%) 396 (74.7%) 385 (72.6%) 0.068
ACEI 353 (66.6%) 312 (58.9%) 330 (62.3%) 0.033
ARB 85 (16.0%) 85 (16.0%) 71 (13.4%) 0.38
ACE-T/ARB 424 (80.0%) 390 (73.6%) 393 (74.2%) 0.026
MRA 264 (49.8%) 226 (42.6%) 229 (43.2%) 0.033
SRS 159 (30.0%) 153 (28.9%) 146 (27.5%) 0.68
R 136 (25.7%) 146 (27.6%) 135 (25.5%) 0.68
Motz 17 (3.2%) 15 (2.8%) 13 (2.5%) 0.76
CCB 74 (14.0%) 71 (13.4%) 81 (15.3%) 0.67
BIRER FEAR
it AR I 445 (84.3%) 440 (84.5%) 435 (82.5%) 0.65
A LRI R EE(NYHA IV) 264 (50.6%) 304 (59.1%) 327 (64.8%) <0.001
AR 134 (25.2%) 117 (22.1%) 111 (21.0%) 0.24
CCS IIfIVEk 48 (36.4%) 38 (33.0%) 29 (26.6%) 0.27
7K 82 (15.4%) 151 (28.5%) 184 (34.8%) <0.001
SRR R 190 (39.7%) 195 (40.5%) 199 (41.6%) 0.82
7KHE K= HITVP 127 (26.5%) 148 (30.7%) 150 (31.4%) 0.2
HEE 37 (7.0%) 55 (10.4%) 62 (11.7%) 0.027
5572 H(EBHRRHE)
(C234624PA docx
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IL-6 7K 28 BRI PRI £ i 2 B Wt JEE /AL T RS o o A PRI K2 I E 7% R A
FARFTICH 2 540 mgl A B (NEXVR E) BEERESIRLERE

L o
=5 © FlRBIRFE
B p-{E
HES 0.06 0.027
AL (282~ ER) 0.06 0.030
FEFD (FEHI + eGFR ~ BMI) 0.06 0.035

76 K [B7A K [B 7B /R IL-6 /K A ERAE 180 K is Z AT JRINSL &R Z B
Bk s2 TL-67K A2 BLAE 60 R By Z A A JR (N 96 T 3R e /200 VB M B 2 FE (R B 3R

(CV hosp) ~ [sl B

o

K6 : Cox[HEREER

FISORFZFERRETR  FEORE Z A RHESETER K/ECV hosp

EEa

=]
=uill
AL
A3
PROTECT f&#/

1.59 (1.43-1.76) <0.001
1.57 (1.41-1.74) <0.001
1.55 (1.39-1.72) <0.001
1.50 (1.35-1.68) <0.001
1.41 (1.26-1.58) <0.001

1.14 (1.04-1.26) 0.007
1.14 (1.04-1.26) 0.007
1.11 (1.00-1.22) 0.049
1.09 (0.99-1.21) 0.087
1.06 (0.95-1.17) 0.309

AN - R

A2 ¢ A

RIS - A

PROTECT & %I @ £

E]
1 + eGFR ~ BMI

2 + BNP

(log) ~ AllEF(og) kH&EH
FTRIESA K ESBE T » AL 7T RIFIL-6 /KAEAM LY B 4g 2 38 & TH M

AFIGER -

R : Cox[HEREER

e AT HF (£ ~ ABEHF7KHE ~ 88 bun

>1 pg/mLIF(E

FE180REF < Fra RS TR

<1.0 pg/mLI|5/[F (&

>1.0 pg/mLF 5

HEa

2E 2.13(1.16-3.91) 0.014

=uill
AL
A3
PROTECT

1.79 (0.96-3.32) 0.066
1.80 (0.95-3.44) 0.073
1.65 (0.87-3.16) 0.128
1.71 (0.90-3.26) 0.101

e~
e~
e~
e~

i

3.01 (1.65-5.49) <0.001

2.80 (1.53-5.11) 0.001
2.65 (1.41-4.97) 0.002
2.35(1.25-4.44) 0.008
2.38 (1.30-4.47) 0.007
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FECORF Z FrA R RSETZR B/ECV hosp

>1 pg/mLIFEE <1.0 pg/mLFA-51/[FK >1.0 pg/mLF 5
HES 1.31 (0.91-1.92) 0.146 2% 1.83 (1.26-2.65) 0.001
ikl 1.31 (0.89-1.92) 0.002 2% 1.81 (1.25-2.62) 0.002
AR 1.29 (0.88-1.92) 0.187 2% 1.70 (1.16-2.48) 0.006
A 1.28 (0.86-1.89) 0.223 2% 1.67 (1.14-2.45) 0.008
PROTECT  1.20(0.81-1.78) 0.353 2E 1.57 (1.07-2.30) 0.020

A R - MH

fEARI2 @ 51 + eGFR ~ BMI

fEAI3 ¢ f7A12 + BNP

PROTECTHE A © F# ~ epi RHF(ERE - ABERFKHE - # - bun
(log) ~ HLEF(log) k. HEH
8.6. 856 : IL-6/KBEEFLHYLRTRER ZER Z B

FE. ik 818 M0 R 2 8 B E 2 4 Y2 T 58 (BIOlogy
Study to TAilored Treatment in Chronic Heart Failure » BIOSTAT-CHF)
7 2 ERARAFRIL6EH A EL LIRS BB 2 ER b - &S
< » BIOSTAT-CHF {4 —H % du.0 2 Bl R BV AT RE VR ML 5T - H ARG
E 1 BN B 22 698 H 0, 2 251644 B % (Voors % A, 2016, Eur. J. Heart
Fail. 18:716-726) « Z A {EBIOSTAT-CHFWF 3¢ i 17 —4R 537 » R E
H <100 2 BEAPEBRAERE T 25 - FEREFH Z P ASRLEARE © FH> 18
B~ B ¥ FECEALHF 2 fE R B H 93 5l 5 F1 LVEF<40% B(BNP K /5
NT-{ BNPII##/K#>400 pg/ml=>2,000 pg/mIzEEHYEZ - 550 > HF

BHE R AR ACEI/ARB K/ 2 B-[HET BV a B st AT W A IF 32 <H IR EI &

Z50% 2 tE 4 H TEIJACEi/ARB K B-PHEN A 2 B4l EiRE - fTA &
EHERER T REBEHRENE
N
FHe>18
2B AHF

SeRTECEL AR - B A HFESEHREER

% 74 HEWHHASE)

(C234624PA docx
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KRR > 20 5/ KB R A 5
SERTARLEACEHHIF] ARB Fe /24 B-FHETR AR SR #2008 ESCHE %% <HIERIE 2 50% 2
ACESIIfHIZI/ARB Fz/2B-H B
TEEAACERGA/ARB F/skp-[HETH . b E
45T o fE2k H BIOSTAT-CHF#F5E 2 2329 4% BB H B ({EAYHF Z B & F
EHIL-6 « [EWEFE 2B — &R GRATA R AL TR KNHF (ER R 2 54

oo

Betoatr. RBIMHEEB REGRE - FTHERZE T EZ5T
(ANOVA) ~ EE I Kruskal WallisB - J7 i E O & S B G R B 2
72 F o {5 i IF B PR A B 28 & 2 Cox [A] % 43 17 ) BIOSTAT-CHF [ [ 51 #Y
KE AR SR oM - FrA R R SE T3 K/ L = 08 (3 e < BIOSTAT-
CHF R\ [ 8 B G FE © i ~ NG {E-B-2UFI PR #i K (NT-{£ BNP) - 4L & H
(Hb) ~ 145 A B I B-FHET ] - 49 A AT —FRHFERE - FEKE - U
i BE - R B S BE E S R 8 (Voors % A, 2017, Eur. J. Heart Fail.
19:627-634) - & N#ETHE O KEHIL-6 2 M 2 HEER ST ANE—
&R o Ry FRIL-6BL{RHE X TMPRS6 SNP (rs855791) 2 fir B 2 45 5 Z Ffl
i

R EGREE T RSP - A4GHE 2B sIL-6 /KA S
NT{£ BNP/KZE % & i Bf ¥ ([&9) -

R8¢ BRI

RE F14H $24H $B3H p-{E
N 781 775 773
AO&sET 0.3-3.4 pg/mL 3.5-7.8 pg/mL 7.9-260.7 pg/mL
e 66.3 (12.2) 69.3 (11.7) 70.9 (11.7) <0.001
M 200 (25.6%) 200 (25.8%) 212 (27.4%) 0.67
HF{R%
HFEF 607 (84.1%) 568 (81.6%) 524 (78.3%) <0.001
HFmrEF 92 (12.7%) 74 (10.6%) 87 (13.0%)
HFpEF 23 (3.2%) 54 (7.8%) 58 (8.7%)
BMI 27.9 (5.1) 27.7 (5.6) 27.7 (5.6) 0.77
L PR R 329 (43.2%) 353 (46.4%) 357 (46.7%) 0.31
NYHA

5575 EH(EHRATE)

(C234624PA docx
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=8 BGRR

ZS -y F14H 240 F3¢H p-{E
I 70 (9.0%) 82 (10.6%) 62 (8.0%) 0.005
11 400 (51.2%) 355 (45.8%) 320 (41.4%)
111 199 (25.5%) 216 (27.9%) 251 (32.5%)
v 22 (2.8%) 25 (3.2%) 33 (4.3%)
NA 90 (11.5%) 97 (12.5%) 107 (13.8%)
4= 1EBP 126.4 (20.0) 124.3 (22.4) 123.7 (23.3) 0.034
£FEEVEBP 76.7 (12.7) 74.8 (13.4) 73.5 (14.0) <0.001
LVEF 30.6 (8.9) 30.9(11.1) 31.3(11.7) 0.54
L 76.4 (18.2) 80.1 (18.9) 83.6 (21.0) <0.001
BIER BEAR
FHE /K iE
REE 352 (57.2%) 253 (39.7%) 180 (26.4%) <0.001
it 170 (27.6%) 188 (29.5%) 221 (32.5%)
LU 83 (13.5%) 156 (24.5%) 194 (28.5%)
DL E 10 (1.6%) 40 (6.3%) 86 (12.6%)
HEHIIVP
& 420 (76.5%) 318 (58.9%) 289 (53.7%) <0.001
= 106 (19.3%) 190 (35.2%) 216 (40.1%)
RHEE 23 (4.2%) 32 (5.9%) 33 (6.1%)
HFHER 75 (9.6%) 128 (16.6%) 132 (17.1%) <0.001
it AR Iy 168 (21.6%) 273 (35.3%) 361 (46.8%) <0.001
R e
=3l 158 (23.6%) 271 (38.1%) 348 (47.0%) <0.001
L EEEE 293 (37.5%) 372 (48.0%) 387 (50.1%) <0.001
FRE PR 208 (26.6%) 270 (34.8%) 276 (35.7%) <0.001
COPD 113 (14.5%) 126 (16.3%) 163 21.1%) 0.002
B 152 (19.5%) 229 (29.5%) 261 (33.8%) <0.001
= MER 486 (62.2%) 496 (64.0%) 473 (61.2%) 0.51
BRI 60 (7.7%) 92 (11.9%) 105 (13.6%) <0.001
i, 59 (7.6%) 84 (10.8%) 76 (9.8%) 0.075
PCI 163 (20.9%) 166 (21.4%) 173 (22.4%) 0.76
CABG 120 (15.4%) 122 (15.7%) 156 (20.2%) 0.02
2
= P B8 I FR ] 779 (99.7%) 769 (99.2%) 769 (99.5%) 0.36
ACE/ARB 601 (77.0%) 564 (72.8%) 518 (67.0%) <0.001
BRHER] 675 (86.4%) 654 (84.4%) 603 (78.0%) <0.001
B [E B S B 446 (57.1%) 411 (53.0%) 382 (49.4%) 0.01
BRE
MmarEH 13.7 (1.7) 13.2(1.8) 12.7 (2.0) <0.001
A e [ 4.5(3.7,5.5) 4.1(3.4,4.9) 3.7 (3.1, 4.5) <0.001
AST 24.0 (19.0, 32.0) 25.0 (19.0, 34.0) 27.0 (20.0, 39.0)  <0.001
ALT 25.0 (18.0, 37.0) 25.0(17.0, 37.0) 23.5 (15.0, 40.0) 0.12

140.0 (138.0, 140.0 (137.0, 139.0 (136.0, <0.001
4] 142.0) 142.0) 141.0) '
Gl 4.3 (4.0, 4.6) 4.2 (3.9, 4.6) 4.2 (3.8, 4.6) <0.001

576 HEFRRAE)
(C234624PA docx
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=8 BGRR
HE F14H 240 F3¢H
HbAlc 6.0 (5.6, 6.7) 6.5 (5.9,7.5) 6.5 (5.9, 7.3)
2661.0 (1445.0, 4344.0 (2517.0, 5734.5 (3141.0,
NT-{ZBNP 4820.0) 7837.0) 11452.0)
HSEE -1 0.0 (0.0, 0.1) 0.0 (0.0, 0.1) 0.0 (0.0, 0.1)

p-{&
<0.001

<0.001
<0.001

MR K E10A KB 10BFroR > A &M 2 B 4R i 2 1L-6 7K 28 B ]
NZFTA RRSE TR K/ EAHFERE R ZH G ER BT > R E N Z AT

IR RAE TR B -

&9 ¢ Cox[HlERIHT

WERNZ T EIRAPE BRI ZRHF (£ BENZ TR RAPECE

HR (95%CI) p{&

HR (95%CI) p-{&

o g =

HEE 1.38 (1.31-1.46) <0.001 1.42 (1.32-1.53) <0.001
xill 1.34 (1.26-1.42) <0.001 1.48 (1.38-1.58) <0.001
B 1.25 (1.17-1.33) <0.001 1.34 (1.24-1.44) <0.001
3 1.24 (1.16-1.32) <0.001 1.33 (1.23-1.44) <0.001
BIOSTAT %/ 1.13 (1.04-1.19) 0.001 1.20 (1.11-131) <0.001

fREEIT il ~ MR

fRAI2 {1+ BMI - = MR (IR S ~ BEPRIA (2@ ) K&
il

A3 SRR+ FL SR R 2 B-FHER T ~ B4R pa < ACEI/ARB K B &R id 2
MRA

BIOSTATHAAS © i - Nifii{e-B- 2 A FR#FL(NT-{feBNP) ~ AT EH
(Hb) ~ FE & ARG {EHB-PHETE ~ a9 ART—FNHF LR - BEKE - Uik

MmBE ~ & %R s 2B BE TS R 3l
MEIOREIIFFT > RELCIL-6BRBREE LR 2SR 2=

TR
210 : Cox[mEF T
HEL>100 ug/l. I EFZESFIL6
HR (95%CI) p-{&
HEE 1.39 (1.27-1.52) <0.001 0.610
izt 1.35 (1.23-1.48) <0.001
AR 1.26 (1.14-1.40) <0.001
A 1.26 (1.14-1.39) <0.001
577 HETERHE)
(C234624PA docx
110100113 FHGSR A0LOL
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BIOSTATFZEY 1.11 (0.99-1.22) 0.052
AL - EEe - MR
fERI2 ¢ A+ BMI -~ Bl5 ~ SIMEECZIR ) ~ BRF(ZIFE)RE

ALY« A+ B4R R 2 B-FHENT - B47 i 2 ACEiI/ARB K B 47 7 2
MRA
BIOSTATHE A : fFE#r ~ Nifi{e-B-BIF] R ML (NT-EBNP) ~ M4 EH
(Hb) ~ 49 ABF{EAB-FHETE ~ 49 AB —FERHF R -~ HEKE - W4
MEE - =% R & A IE E B K5
WFRINF AR NFEEIL-6 B {KFE R TMPRSS6 A [RAY 7 45 B 7 72 47
58 B
11 : R TMPRSS65HBER >~ IL6
TMPRSS6  HR (95%CI) p- 18
AA (n=191) 1.50(1.19-1.89) 0.001

AG (n=579) 1.34(1.17-1.54) <0.001
GG (n=409) 1.54 (1.32-1.79) <0.001

PISIRZ T ZHEA

A5 28— BA] » BRHFERAFEEZGIATIG U E
5 IR EY A A GFEA AT -
FRY

=ECS2FREE AR~ AZH - B2 5 A AE IR A
AT BRI EE R R EEAF T aat A3 2 H AL E 6 K 2
(B - Pl HER B A S B S B B ISR A 2 FE 0 R FB (L
2 o

5 78 HEEHIEREIE)
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GigllEd

<110> gpg e
S P e R A

<120> CREYES KL LB RRE 2 U
<130> 32601-35789/%0

<140> TW 107103707
<141> 2018-02-01

<150> 62/453,257
<151> 2017-02-01-

<160> 16
<170> Patentin version 3.5

<210> 1

<211> 824
«212> PRT
<213> #A

<400> 1
Met Pro Val Alsa glu Ala Pro Gln Val Ala Gly Gly Gln Gly Asp Gly
1 10 15
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<210> 3

<211> 3196

<212> DNA

<213> ®HA

<400> 3

ggacaaacag aggetecetiga ggeelglgty caggeccgge acctatetge cgeteccaaa 60
ggatgeccgt ggeocgagsece ¢occaggtgyg ctggegeaca gggasacgga ggtgatggeg 120
aggaagcgga gccggaggge atgttcaagg cetgtgagga ctccaagaga 4aageecgeg 180
gctacctecg celgglgece ctgtttgtoe tgotggeecet gotegtgetg geticggeeg 240
geggtectacl ctggtallte ctagggtaca aggeggaget gatgetcage cagetstact 300
caggcagtct gegtgtacte aatcgecact tcteccagga tettaccege cgggaatcta 360
gtgecticeg caglgaaace gCCaaagece agaagatgel caaggagetc atcaccagea 420
ceegectpgg aacttactac aactcecaget ccgictatte ctitggegag ggacccetca 480
cectgettett ctggtteatt ¢recaaatce cegageaceg ccggetgatg ctgageeceg 540
aggtggtgca ggcactgetg grggaggage tgetgtecac agtcaacage teggetgecg 600
tcccctacag ggecgagtac gaagiggace ccgagggect agtgatecig gaagecagtg 660
fgaaegacat agctgeatlg aattccacge tggattgtra ccgetacage tacgtiggece 720
agggeecaggl ceteeggetg aaggggectg accaccigge clecagetge ctgtggeace 780
tgcagggece caaggaccic atgetcaaac fccggctgga grggacgetg geagagigee 840
gggaccgact ggecatgtat gacgtggceg ggeccctgga gaagaggctc atcacctegg 300
tgtacggetg cagecgecag gageecgtge tggaggttct ggcgiceggge gecatcatgg 960
cggtegtety gaagaaggge clgeacaget actacgacce cttegtgcte teegigeage 1020
cggtggrett ccaggeetgt gaagtgaace tgacgetgga caacaggctle gacteccage 1080
gegtectcag cacceegtac ticcccaget actactegee ccaaacccac tgelectgge 1140
accileacggl geectetetg gactacgget tggecctelg giilgatgee tatgeactga 1200
ggaggcagaa gtatgatttg ccglgcacee agggecagtg gacgatccag aacaggagec 1260
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gaggtgegec
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caacttcacce
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agcecacatte
gcagectgat
cacattcace
tgggeggecec
ceceetecage
cagcctecag
gataacaget
gttcetggge
ccgeetacte
gcagectcgac
ciccecactte
ggegegeeceta
gacatgttge
ggacctgtec
ccgeaagggc
actcagtgec
taactacttc
gacctgagga
gcaactgeca
tggtgacage
alggagaagt
geceettetge
ggcagrggcet

ccactctrgta

cageectacy
teecagatct
gacceetged
ggggtcaagy
cagtgcaaag
tgtctcaace
ttccagtegig
gactgeageg
cgcatigtty
gltcggagtc
geeeactget
aaggtgtgge
ctgcaceegt
cacceggtgg
ltcgageeceg
cgggeggatg
tgeceeatea
agcgaggtcet
aagaaggatg
cgetggttec
ggcgtetaca
actgecceecce
ageaggpgge
aggtggcatc
gccageaget
cteecaatte
cageageaag

cagaggctet
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ccgagaggat
ccctcaccgg
clggagagtt
actgeeccaa
aggacagcac
gcagcgacga
aggaccggag
acggetegga
glggagetgt
gacacalctg
tccaggagga
agaactcgeg
accacgaaga
tgcgctegee
gcetgeactg
ctgtggeect
gcaacgetcet
atcgetacca
cetgteageg
tggegggect
gecegeatcac
tgcaaageag
caagtattct
ttgtctegte
ggggglcaag
letetectee
aatgetggtt

ttgggcagec

cecegtgetg
geeeggtgtg
ccletgttet
cggeetggat
algcatctea
agagcagtgce
ctgcgtgaag
tgaggageac
gicetecgag
12228888CC
cagcatggec
ctggeoctgga
ggacagceat
cgeegteege
ctgpattacg
attttatgega
gcagaaagtg
gglgacgeca
tgactcaggt
ggtcagetgg
aggtgtgatce
ggcccaccete
ggcgggoapt
cctgatgtet
acgteeceetg
giceeettcee
ctacatcecg

ttgcctecag
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accacggecg
cgggtgcact
gfgaatggac
gagagaaact
ctgeceaagg
Cagraagggs
aagcceaace
tgtgactgtg
ggtgagtgge
ctcatcgety
tcecacggtee
gagglgtect
gactacgacg
ceegtetgee
ggetggggcy
tggagaaacc
gatglogcact
cgeatgetgt

gorecgeigg

agctggatee
ctggactcag
gggggagaga
getecagtga
aggacceagg
tccactgetg
aggagtgtct

agagcagatt

1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2100
2160
2220
2280
2340
2400
2460
2520
2580
2640
2700
2760
2820
2880
2940
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ccagcticgg aageccetgg tetaactigg gatctpggaa tggaaggige tcccatcgga 3000
ggggaccctc agagecetgg agactgecag gtggacetge tgeccactgta agecaaaagg 3060
(ggggaagtc ctgactccag ggtectigee ceaccectge ctgecacctg gpeccteaca 3120
gecccagacee tcactgggag gteagetcag clgeectityg gaataaaget gocigateca 3180
aaaaaaaaaa aaaaad 3196
<210> 4

<211> 3196

<212> DNA

<213> TA

<400> 4

ggacaaacag aggetcectga ggecigtgtg caggeecgge acctaictge cgeteccaaa 60
ggatgeccgt ggoegaggee coccaggtogg ctggegggea gggpeacgga ggtgatgece 120
aggaagcgga gecggagges atgttcaagg cctgigagoa ¢tocaagaga aaageecggg 180
gctacctecg cotggtgeece ctgtttgtge tgetggeeel getegtgcte getteggege 240
geglgeract ctggtatite ctagggtaca aggeggaggl gatgglcage caggtgtact 300
caggcagict gegtgtactc aatcgecact tctcecagga leitaceege cgggaateta 360
gtgeetteeg cagtgaaace gecaaagece agaagalget caaggagete alcaccagea. 420
ceegeetggg aacttactac aactccaget ccgtctatte ¢titggggag geaccectea 480
ccrgettett ctggttcatt clecaaatee ccgageaceg ceggetgaty ctgagecceg 540
aggtggtoca ggeactgelyg gtggaggage tgetgtecac aglcaacage teggelgecg 600
fccectacag ggeegagtac gaagtggace ccgagggcct aglgatectg gaagecaglg 660
tgaaagacat agetgeatig aaltccacge tggettglia cegetacage tacgteggec 720
agggecaggt cotecggetg aaggggecte accacctgge ctecagotge ctgtggeace 780
lgcagggeee caaggacctc atgetcaaac tecggetgga gtggacgetg geagagtgce 340)
gggaccgact ggecatgtat gacgtggecg ggecectgga gaagaggcte atcaceicgg 600
tgtacggetg cageegecag gageecgtge tggagettcl ggcglegagy gecatcatge 060
cggtcgtetg gaagaagggce ctgcacaget actacgacce cticgtgetle tocgtgcage 1020
cgglgglett ccaggeetgl gaagigaacc tgacgetgga caacaggcetce gacteccagg 1080
gcglecicag cacceegtac ttecccaget actacicgee ccaasacccac tgeteetgge 1140

%= 11 (7510

C234624SEQA pdf
110100113 FH Y A0101 1102000149-0



1850514

acctcacgat geecteictg gactacgget tggeectetg gtttgatgee tatgeaciga 1200
cgapgcagaa gtatgatitg cegtgcacce agggecagtg gacgatccag aacaggagsc 1260
tetetggett gegeatectg cagecctacg cecgagaggat cccegtggtg gecacggecg 1320
ggatcaccat caactteacc tcccagatcet ccctcaccgg geeecggtgig cgggtgeact 1380
atggettgta caaccagtcg gaccecigee ctggagagtt cctetgtict gtgaalggac 1440
tclgtglcee tgectgtgat ggggtcaage actgeeccaa cggeetggat gagagaaact 1560
scottigeag agecacaltc cagtgcaaag aggacageac atgeatctea ctgeecaagg 1560
fctgtgatgg geagectgat lgtetcaacg geagegacga agagcagtgr caggaagege 1620
tgccatgtgg gacattcacc ttccagtglg aggaccggag ctacgtgadg aageccaacc 1680
cecagtgtga tgegcggcce gactgeagge acggetcogga tgaggagedac tgrgactgeg 1740
gecteoeaggg ccectocage cgeattgttg gtgeagetgt gtectecgag ggtgaglgye 1800
catggeagge cagecetccag gttegggete gacacatctg tgggggggee ctcatcgelg 1860
accectgggt gataacaget geccactget tccaggagga cageatggee tccacgglas 1920
tgtgeaccgt gticctgege aagglgtgge agaactegeg ctlggectgga gaggtgrect 1980
tcaaggtgag ccgeetgete clgeacccgt accacgaaga ggacagecat gactacgacg 2040
tgocgctact geagotegae caccegglge tgcgetegae cgeeglgege cecgteigee 2100
tgccogeges cleccactte ttcgageccg geetgeactg ctggattacg ggetgpgece 2160
cettgegega gegegeccta cgggegeatg ctgtggecct attttatgga tggagaasace 2220
aaggctcaga gacatgitge tgeeccatea geaacgetcet geagaaagtg gatglgeagt 2280
teatcccaca ggacctgtge agegaggtcet alcgetacca agtgacgeca cgeatgetgt 2340
glgccgecta coocaaggpc aagaaggatg cetgtcaggg tgacteaggt ggtecgetgg 2400
[gtgcaagge actcagtpge cgetggitee tggcgggeet ggteageteg ggectggect 2460
gtgaccggce taactactte ggcgtcetaca cccgeatcac aggtgtgate agetggatcec 2520
agcaagtggt gacctgagga aclgeecece tgeaaageag ggeccaccte ctggactcag 2580
agageecagg geaactgeca ageaggggga caagtatict ggogggggel ggggeagasga 2640
gcagecoctg tggtggcagg aggtggeate tigictegte cotgatgtet getecagrga 2700
tggcaggagg atggagaagt gccageagel gggegtceaag acgtcceetg aggacccagg 2760
R £ 12 H(F51H)
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ccecacaceca geecttetge cteccaatte
cctaatgcaa gpeagtgget cagceagcaag
gaggtpcgec ccactctgta cagaggetgt
ccagettege aageecclgg tctaacttog
ggggaccctc agagecelge agaclgecag
tggegaagtc ctgactccag ggtecttgce
gecegagacee tcactgggag gtgapcteag
daaaaaaaaa aaaaaa

210> 5

211> 274

<212> PRT

213> FIA

<400> S

1

Leu Len Leu Gly Leu Gly Leu Ser
20

Gly Asp Thr Tyr Pro Ser Asn Asp
35 40

Gly Asn Gly Met Val Ser Arg Cys
50 55

Arg Pro Cys Gly Pro Gly Phe Tyr
05 70

Cys Lys Pro Cys Thr Trp Cys Asn
85

Gln Leu Cys Thr Ala Thr Gln Asp
100

Thr Gln Pro Leu Asp Ser Tyr Lys
115 120

C234624SEQA pdf

110100113 FHHIE A0101

tctetectee
aatgetggtt
ftgggcagee
gatctgggaa
glgggeetge
cecacceetge

ctgeectttg

10

Thr Val Thr
25

Arg Cys Cys

Ser Arg Ser

Asn Asp Val
75

Leu Arg Ser
00

Thr Val Cys
105

Pro Gly Val

giceectter tecactgetg
cltacatcecg aggagtgict
ttgectecag agageagatt
tggaaggioc tcccatcgga
lgeecactgia agecavaagyg
ctgccaccig ggeecteaca

gaataaaget geetgateca

Met Cys Val Gly Ala Arg Arg Leuv Gly Arg Gly Pro Cys Ala Ala Leu
5

15

Gly Leu His Cys Val
30
His Glu Cys Arg Pro
45

Gln Asn Thr Val Cys
60

Val Ser Ser Lys Pro
20

Gly Ser Glu Arg Lys
05

Arg Cys Arg Ala Gly
110

Asp Cys Ala Pro Cys
125

% 13 H(FYIR)

2820
2880
2940
3000
3060
3120
3180
3196
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Pro
130

Gly llis Phe Ser Pro Gly
135

Asn Gln Ala Cys Lys Pro Trp
140

Pro Asp

Thr
145

Asn Cys Thr Leu His Thr Leu GIn Pro Ala Ser Asn

155 160

Ala Gly Lys
150

Ser Ser Asp Ala Ilc¢

165

Cys Glu Asp Asp Pro Pro Ala Thr Gln Pro

170 175

Arg

Gln Glu Pro Ile Thr Yal Gln Pro Thr

190

Thr Gln Gly Pro Pro Ala

180

Arg
185

Glu Ala Thr Scr Gln

200

Gly Pro Ser Thr Arg Pro Val Glu

205

Trp Pro Arg
195

Val Pro Ala

210

Gly Gly Arg Ala Val Ala

215

[1c Leu Gly Leu Gly Leu Val
220

Lcu Gly Ile

225

Pro Lcu Ala
230

Leu Leu Gly Leu Leu Ala Leu Tyr Leu Len

235 240

Ala His Lys Pro Pro Ser Phe
250 255

Arg Arg Asp Gln Arg Leu Pro Pro Asp

245

Arg Thr Pro Ilec Gln Glu Glu Gln

260

Ala
265

Asp Ala His Ser Thr Leu Ala
270

Lys Ile

210> 6

211> 1201
<212> DNA
<213> FA

<400> 6

aatattagag
cclegageec
actcctfcte
fgeetgetec

cacacagaca

C234624SEQA pdf

110100113

tctcaaccce
accgggaacy
cacaagcgece
ctteectgee

geccactcacce

caataaatat
aaagagaage
treggtecag
ccagtaccece

tcttcagaac

FHHIE A0101

aggactggag atgtctgagg
tctatctece ctecaggage
ttgecttete cotggpgegetg
cageagaaga ltccaaagat

gaattgacaa acaaaftcgg

% 14 H(FYIR)

ctecattetge
ccagetatga
ctcetggtgt
gtagccgece

tacatccteg

60
120

240)
300
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acggcatetc ageectgaga aaggagacal glaacaagag tadcatglgt gaaagcagea 360
aagaggcact ggcagaaaac sacctgaacce ttecaaagat ggctgaaaaa gatggatget 420
tccaatctgg attcaatgag gagactigee tggtgaaaat catcactget cttttggagt 430
ttgaggtata cctagagtac ctccagaaca gatttgagag taglgaggaa caagecagag 540
ctgtgragat gagtacaaaa gtcectgatec agtlicclgea gaaadaggca adagaatctag 600
atgcaalaac cacccctgac ccaaccacaa atgeccagect getgacgaag ctgeaggeac 660
agaaccagtg gcigeaggac atgacaéctc atctecattct gegeagettt aaggagtice 720
tgcaglcecag cctgagggcet cticggeaaa lglageatge geaccteagy tigtiettigt 780
taatgggeat tccttetict ggtcagaaac ctgiccactg ggcacagaac fratgttatt 840
ctctatggag aactaaaagtl atgagcgtta gpacactatt ttaattattt ttaatttait 900
aatafttaaa tatgtgaagc tgagttaatt tatgtaagic atatttatat ttttaagaag 960
taccacttga aacattttat gtattagttt tgaaataata atggaaagtg getatgeagt 1020
ttgaatatcc tttgtttcag agccagatca itttottggaa agtgtagget tacctcaaal 1080
aaatggctaa cttatacata ttittaaaga aatatttata tigtatttat ataatgtata 1140
aatggttitt ataccaataa atggcalllil amaaaatf{ca gcaaadaaaaa aaaaadaaaa 1200
a 1201
<210> 7

<211> 468

212> PRT

213> FA

<400> 77

?et Leu Ala Val gly Cys Ala Leu Leu ?éa Ala Leu Leu Ala ?%a Pro

Gly Ala Ala Leu Ala Pro Arg Arg Cys Pro Ala Gin Glu Val Ala Arg
20 25 30

Gly Val leu Thr Ser Leu Pro Gly Asp Ser Val Thr Leu Thr Cys Pro
35 40 45

Gly Val Glu Pro Glu Asp Asn Ala Thr Val His Trp Val Leou Arg Lys
50 55 60

% 15 H(FFIR)
C234624SEQA pdf
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Pro Ala Ala
65

Leu Leu Len

Tyr Arg Ala

Pro Pro Glu
115

Asn Val Val
130

Lys Ala Val
145

Phe Gln Glu

Gin Leu Ala

Cys Val Ala
195

Gln Gly Cys
210

Thr Ala Val
225

Pro His Ser

Tyr Arg Ala

Leu Gln His
275

C234624SEQA pdf
110100113

Gly Ser His Pro
70

Arg Ser Val Gln
85

Gly Arg Pro Ala
100

Glu Pro Glon Leu

Cys Glu Trp Gly
135

Leu Leu Val Arg
150

Pro Cys Gln Tyr
165

Val Pro Glu Gly
180

Ser Scr Val Gly

Gly Tle Leu Gln
215

Ala Arg Asn Pro
230

Trp Asn Scr Ser
245

Glu Arg Scr Lys
260

His Cys Val Ilc

FHHIE A0101

Ser Arg

Leu llis

Gly Thr
105

Ser Cys
120

Pro Arg

iys Phe

Ser Gln

Asp Ser
183

Ser Lys
200

Pro Asp

Arg Trp

Phe Tyr

Thr Phe
265

His Asp
280

Trp Ala Gly Met

Asp Ser Gly Asn
90

Val His Leu Lcu

Phe Arg Lys Ser
125

Ser Thr Pro Ser
140

Gln Asn Ser Pro
155

Glu Ser Gln Lys
170

Ser Phe Tyr lle

Phe Ser Lys Thr
205

Pro Pro Ala Asn
220

Leu Ser Val Thr
235

Arg Leu Arg Phe
250

Thr Thr Trp Met

Ala Trp Ser Gly
285

% 16 H(FYIR)

Gly

Tyr

Val

110

Pto

leu

Ala

Phe

Val

190

Gln

Ile

Trp

Val
270

Leu

Arg

Ser

95

Asp

Leu

Thr

Glu

Scr

175

Ser

Thr

Thr

Gln

Leu

255

Lys

Arg

Arg
80

Cys
Val
Ser

Thr

AsD
16

Cys

Met

Val
Asp
240
Arg

Asp

His
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Val
Glu
305
Pro
Asn
Ser
Val
Val
385
Lys
Arg
Ser

ASp

Phe
465

Val Gln
290

Trp Ser

Pro Ala

Lvs Asp

Leu Pro
355

Ala Gly
370

Leu Arg

Thr Ser

Pro Arg

Pro Ser
435

Ala Arg
450

Phe Pro

<210> 8

<211> 918
<212> PRT
213> FA

C234624SEQA pdf
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Leu Arg Ala Gln Glu Glu Phe Gly GIn Gly Glu Trp Scr

Pro Glu

Glu Asn
325

Asp Asp
340

Val Gln

Gly Ser

Phe Lys

Met His
405

Pro Thr
420

Ser Leu

Ala

310

Glu

Asn

AsSp

Leu

Lys T

390

Pro

Pro

Gly

Arg

295

300

Met Gly Thr Pro Trp Thr Glu Scr Arg Scr

Val

Ile

Scr

Ala

375

Pro

Ser

Ser
455

FHHIE A0101

315

Ser Thr Pro Met Gln Ala
330

Leu Phe Arg Asp Ser Ala
345

Scr Ser Val Pro Leu Pro
360 365

Phe Gly Thr Leu Leu Cys
380

Trp Lys Leu Arg Ala Leu
305

Tyr Scr Leu Gly Gln Leu
410

Leu Val Pro Leu Ile Ser
425

Asp Asn Thr Ser Ser His
440 445

Pro Tyr Asp lle Ser Asn
460

% 17 H(F5IR)

320

Leu Thr Thr
335

Asn Ala Thr
350

Thr Phe Leu

Ile Ala lle

Lys Glu Gly
400

val Pro Glu
415

Pro Pro Val
430

Asn Arg Pro

Thr Asp Tyr

1102000149-0
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<400> 8

Met

l

Thr

Pro

Val

Ile

65

Ile

Leu

Gln

Pro

Glu

145

Lys

Asp

Asn

Ser

Leu Thr Leu Gin Thr
5

Thr Glu Ser Thr Gly
20

o
=

Ser Pro Val Val
35

Lecu Lys Glu Lys Cys
50

Val Trp Lys Thr Asn
70

lle Asn Arg Thr Ala
85

Asn 1le Gln Leu Thr
100

Asn Val Tyr Gly Ile
115

Lys Asn Leu Ser Cys
130

Trp Asp Gly Gly Arg
150

Ser Glu Trp Ala Thr
165

Thr Pro Thr Ser Cys
180

Ile Glu Val Trp Val
195

Asp His Ile Asn Phe
210

C234624SEQA pdf

110100113

FHHIE A0101

Trp Leu

Glu Leu

Gln Leu
4()

Mct Asp

His Phe

Ser Ser

Cys Asn

Thr Ile

120

Ile Val
135

Glu Thr

His Lys

Thr Val :

Glu Ala
200

Asp Pro
215

Val

Leu

25

Ilis

Tyr

Thr

Val

Ile

105

[le

Asn

His

Phe

185

Glu

Val

Gln

10

Asp

Ser

Phe

[le

Thr

50

Leu

Ser

Glu

Lecu

Ala

170

Tyr

Asn

Tyr

Ala

Pro

Asn

His

Pro

75

Phe

Thr

Gly

Gly

Glu

155

Asp

Ser

Lys

Leu Phe

Cys Gly

Phe Thr
45

Val Asn
60

Lys Glu

Thr Asp

Phe Gly

Leu Pro
125

Lys Lys
140

Thr Asn

Cys Lys

Thr Val

a Leu Gly

205

Val Lys
220

% 18 H(FYIR)

Tyr

30

Ala

Ala

Gln

Tle

Gln

110

Pro

Met

Phe

Ala

Tyr

190

Lys

Pro

c Phe

15

[le

Val

Asn

Tyr

Ala

95

Leu

Glu

Lys
175
Phe

Val

Asn

Ser

Cys

Tyr

Thr

g0

Ser

Cys

- Len

160

Arg

Val

Thr

Pro

1102000149-0
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Pro His Asn Leu Ser Val Ile Asn

225

230

Lys Lcu Thr Trp Thr Asn Pro Scr

Tyr Asn Tle

Pro Pro Glu
275

Leu Lys Pro
200

Asp Gly Lys
305

Thr Tyr Glu

Asp Pro Ser

Thr Leu Pro

355

Thr Leu Thr

370

Thr
385

Lys Leu

Yal Arg

Thr

Pro Ala Cys

Phe Pro Lys

C234624SEQA pdf
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245

Gln Tyr
260

Asp Thr

Phe

Thr

Tyr

Arg
325

AsD

His
340

Thr

Pro Phe

Arg Trp

Thr Val

Lcu
405

Asn

Asp Phe

420

Asp Asn

Arg Thr Lys

Ala Ser Thr
2830

Glu Tyr Vval
295

Trp Ser Asp
310

Pro Ser Lys

Gin Gly Tyr

Glu Ala Asn
360

Lys Ser His
375

Asn Leu Thr
390
Val Gly Lys

Gln Ala Thr

Met Leu Trp

FHHIE A0101

Ser Glu Glu Leu Ser

Ile

Asp

26

Arg

Phe

Trp

Ala

Arg

Gly

Leu

Asn

Ser

His

425

Val

235

Lys Ser Val

250

Ala Ser Thr

Ser Ser Phe

Arg Ilc Arg

Glu
315

Ser Glu

Pro Ser

330

Thr Val Gln

Lys Ile Leu

Gin Tyr

380

Asn

Arg

395

Asp

a4 Ala

Met

Glu Trp Thr

Phe T

% 19 H(FYIR)

1le

Trp

Thr

285

Cys

Ala

I'rp

Leu

Asp

365

Thr

Leu

Val

Asp

Ser

Ile

Ser

270

Val

Met

Ser

Tyr

Val

350

Tyr

Val

Ala

Lcu

Leu
430

Ile

Leu

255

Gln

Gln

Lys

Lys
335

Trp

Glu

Asn

Thr

Thr
415

Lys

Leu

240

Lys

lle

Asp

Glu

Ile
320

[en
400

Tle

Ala

Thr Pro Arg Glu

1102000149-0
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Ser
Pro
465
Tyr
Thr
Tyr
Lys
Asp
545
Ile
Tyr
Ala
Thr
Val
625

Phe

435

Val Lys
450

Cys Ile

Lcu Arg

Pro Val

Leu Lys
515

Val Gly
530

Val Gln

[le Gly

Thr Lcu

Ala Tyr

595

Thr Pro
610

Cys Leu

Asn Lys

C234624SEQA pdf
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440

445

Lys Tyr Ilc Leu Glu Trp Cys Val Leu Ser

455

Thr Asp Trp Gin Gln Glu

470

Gly Asn Leu Ala Glu

485

Tyr Ala Asp Gly Pro

500

Gln

Lys
535

Asn
550

Asn
A65

Scr Ser Leu Thr

580

Thr

Lys
615

Ala
630

Arg
645

FHHIE A0101

Ala Pro Pro Ser

Asn Glu Ala Val

Gly Pne Ile Arg

Glu Thr Ala Val

Asp Glu Gly Gly

Phe Ala Gln Gly

Phe Leu Leu Thr

Asp Len Ile Lys

Ser

h
et

05

Lys
520

Leu

Asn

Asn

Ser Asp

585

Lys
600
Glu

Thr

Lys

460

Asp Gly Thr Val
475

Lys Cys Tyr Leu
490

Ser Pro Glu Ser

Gly Pro Thr Val
525

Glu Trp Asp Gln
540

Tyr Thr Tle Phe
555

Val Asp Scr Ser
570

Thr Leu Tyr Met

Asp Gly Pro Glu
605

Ile Glu Ala Tle
620

[.cu Leu Gly Val
635

His Ile Trp Pro
650

% 20 H(FYIR)

Asp Lys

His Arg

Ile Thr
495

Ile Lys
510

Arg Thr

Leu Pro

Tyr Arg

His Thr

575

Val
590

I'l\ I- g

Phe Thr

Val Val
Phe

Leu

Val
655

Asn

Ala

Tkr

430

Val

Ala

Lys

Val

Thr

560

Glu

Mct

Phe

Pro

Cys

640

Pro

1102000149-0
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Asp Pro Ser Lys Ser

Arg

Thr

Pro

705

Thr

Ser

Thr

His

Pro

785

His

Gln

Arg

Lys

Mct
305

His

Asp

690

Glu

Arg

Ser

Gln

770

Lcu

Val

Asn

Ser

Gln

350

Lys

660

Asn Phe Asn
675

Val Ser Vel
Asp Leu Lys

Gly His Ser
725

Pro Ser Tle
740

Ser Thr Vval
755

Val Pro Ser
Lcu Asp Ser

Asp Gly Gly
805

Cys Ser Gln
820

Lys Gln Val
835

Gla Tle Ser

Met Phe Gln

C234624SEQA pdf
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His

Ser

Val

Ser

710

Ser

Uln

Val

Glu

790

Asp

Ilis

Ser

Asp

Glu
870

Lys

Glu

695

Leu

Gly

Ser

Gln

715

Glu

Gly

Glu

Ser

His

855

Val

FHHIE A0101

Ala Gin Trp
665

Asp Gln Met
680

Ile Glu Ala

Asp Leu Phe

Ile Gly Gly
730

Ser Asp Glu
745

Ser Thr Val
760

Val Phe Ser

Arg Pro Glu

Ile Leu Pro
310

Ser Ser Pro
825

Val Asn Glu
840

Tle Ser Gln

Ser Ala Ala

Ser Pro His Thr Pro Pro
670

Tyr Ser Asp Gly Asn Phe
685

Asn Asp Lys Lvs Pro Phe
700

Lys Lys Glu Lvs Ile Asn
715 720

Ser Ser Cys Met Ser Ser
735

Asn Glu Ser Ser Gln Asn
750

Val His Ser Gly Tyr Arg
765

Arg Ser Glu Ser Thr Gln
780

Asp Leu Gln Leu Val Asp
795 800

Arg Gln Gln Tvr Phe Lys
815

Asp Ile Ser His Phe Gla
830

Glu Asp Phe Val Arg Leu
845

Scr Cys Gly Ser Gly Gln
860

Asp Ala Phe Gly Pro Gly
875 380

%21 H(FYIR)
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Thr Glu Gly Gln Val Glu Arg Phe Glu Thr Val Gly Met Glu Ala Ala
885 890 395

Thr Asp Glu Gly Met Pro Lys Ser Tyr Leu Pro Gln Thr Val Arg Gln
900 905 910

Gly Gly Tyr Met Pro Gln
915

<210> 9
211> 5
<212> PRT
<213> A107H

220>
Q23> AN UIPFLE ¢ HRIK

<400> ©
Ser Asn Tyr Met Ile
| b

<210> 10
<211> 17
<212> PRT
<H3> A UEY]

<220>
<223 AP FLZ G - yuEnk

<400> 10
Asp Leu Tyr Tyr gyr Ala Gly Asp Thr Tyr Tyr Ala Asp Scr Val Lys
l 10 15

Gly

<210> 11
<211> 11
<212> PRT
<213 A 1IEF)

<220>
223> IO UTEFLZRGH - Tyuknk

<400> 11

%22 H(FFIR)
C234624SEQA pdf
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Trp Ala Asp Asp His Pro Pro Trp Ile Asp Leu
1 5 10

<210> 12
<Z211> 11
<212> PRT
213> ALl

<220>
<223> N UIPFLAIEH kA

<400> 12
?rg Ala Ser Gin gly Ile Ser Ser Trp Leu Ala
10

<210> 13
21> 7
<212> PRT
<213> AVIPEY]

<220
223> A VAEFL s ¢ Tk

<400> 13
Lys Ala Ser Thr Lcu Glu Ser
1 5

<210> 14
<211> 8B
<212> PRT
<213> A 143

<220>
<223> N VIPFLAIEH 0 ChkIA

<400> 14
GIn Gin Ser Trp Leu Gly Gly Ser
1 5

<210> 15
<211> 450
<212> PRT
<213> A 1A%

<270>
<223> A VIETLAAE I

%23 H(FFIR)
C234624SEQA pdf
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<400> 15

Glu
l
Ser
Tyr
Scr
Lys
65
Lcu
Ala
Gly
Phe
Leu
145
Trp
Leu

Ser

Pro

Val Gln Leu gal Giu Ser

Leu Arg Leu Ser Cys Ala
20

Met Tle Trp Val Arg Gin
35

Asp Leu Tyr Tyr Tyr Ala
50 55

Gly Arg Phe Thr Mct Ser

Gln Met Asn Scr Leu Arg
85

Arg Trp Ala Asp Asp His
100

Thr Leu Val Thr Val Ser
115

Pro Lcu Ala Pro Ser Ser
130 135

Gly Cys Lcu Val Lys Asp
150

Asn Scr Gly Ala Leu Thr
165

Gln Ser Ser Gly Leu Tyr
180

Ser Ser Leu Gly Thr Gln
195

Gly Gly

Ala Ser
25

Ala Pro
40

Gly Asp

Arg Asp

Ala Glu

Pro Pro
105

Ser Ala
120

Lys Ser

Tyr Phe

Ser Gly

Ser Len

185

Thr Tyr
200

Gly Leu Val Gin Pro Gly Gly
10 15

Gly Phe Thr Ile Ser Ser Asn
30

Gly Lys Gly Leu Glu Trp Val
45

Thr Tyr Tyr Ala Asp Ser Val
60

[le Scr Lvs Asn Thr Val Tyr
75 &0

Asp Thr Ala Val Tyr Tyr Cys
90 95

Trp lle Asp Leu Trp Gly Arg
110

Ser Thr Lys Gly Pro Ser Val
125

Thr Scr Gly Gly Thr Ala Ala
140

Pro Glu Pro Val Thr Val Scr
155 160

Val His Thr Phe Pro Ala Val
170 175

Ser Ser val Val Thr Val Pro
190

[le Cys Asn Val Asn His Lys
205

Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro Lys Ser Cys Asp

210 215

C234624SEQA pdf
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220
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Lys

225

Pro

Thr

Asp

Asn

Val

30

Lys

Thr

Thr

Glu

385

Lys

Glu

Thr His

Scr Val

Arg Glu

Pro Glu
275

Ala Lys
290

Val Ser

Tyr Lys

Ile

Lcu Pro
355

Cys
370

Len

Ser Asn

Asp Ser

Ser Arg

Ala Leu

C234624SEQA pdf
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Thr Cys

Phe Leu
245

Pro Glu
260

Val Lys

Thr Lys
Val

Leu

Lys
325

Cys

Ser Lys
340

Pro Ser

Val Lys

Gly Gln

Asp Gly
405

Trp Gln
420

His Asn

Pro Pro Cys Pro
230

Phe Pro Pro Lys

Val Thr Cys Val
265

Phe Asn Trp Tyr
230

Pro Arg Glu Glu
295

Thr Val Leu His
310

Val Scr Asn Lys

Ala Lys Gly Gln
345

Arg Glu Glu Met
360

Gly Phe Tyr Pro
375

Pro Glu Asn Asn
390

Ser Phe Phe Leu

Gln Gly Asn Val
425

His Tyr Thr Gln

Ala Pro Glu Leu
235

Pro Lys Asp Thr
250

Val Val Asp Val

Val Asp Gly Val
285

Gln Tyr Asn Ser
300

Gln Asp Trp Leu
315

Ala Leu Pro Ala
330

Pro Arg Glu Pro

Thr Lys Asn Gln
345

Ser Asp Ile Ala
330

Tyr Lys Thr Thr
395

Tyr Ser Lys Lecu
410

Phe Ser Cys Scr

Lys Ser Leu Scr

%25 H(FYIR)

FHHIE A0101

Leu Gly Gly
240

Leu Tyr Ilc

255

Ser His Glu
270

Glu Val His

Thr Tyr Arg

Asn Gly Lys
320

Pro Ile Glu
335

Gin Vel
350

Tvr

Val Ser Leu

Val Glu Trp

Pro Pro Val

400

Thr Val
415

Asp

Val Met
430

His

Leu Ser Pro
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435

Gly Lys
450

Q210> 16
<211> 213
<212> PRT

<213 A

<220>

<223> M UIETL g

<400> 16

Asp Ile Gln Met Thr Gin Ser Pro Scr Thr Leu Ser

1

Asp Arg Val

Leu Ala Trp
35

Tyr Lys Ala
S0

Ser Gly Ser
65

Asp Asp Phe

Phe Gly Gln

Ser Val Phe
115

Ala Ser Val
130

Val Gln Trp
145

C234624SEQA pdf
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5

440

T L

Thr Ile Thr Cys Arg

20

Tyr Gla Gln Lys

40

Scr Thr Lecu Glu Ser

55

Gly Thr Giu Phe Thr

70

Ala Thr Tyr Tyr
35

Gly Thr Lys Leu Glu Ile Lys Arg Thr

100

I1e Phe Pro Pro

120

Val Cys Leu Leu Asn

135

Lys Val Asp Asn Ala

150

FHHIE A0101

10

Ala Secr Cln Gly

25

Pro Gly Lys Ala Pro

Gly Val

Leu Thr

Cys Gln Gln Ser Tip

90

105

Ser Asp Glu Gln Leu

Asn Phe Tyr Pro

Leu Gln Scr Giy

155

% 26 H(FYIR)

445

Ala

Ilc

Lys
45

ser Arg

Ser

Leu

Val

Lys

125

Arg

Asn

Ser Val Gly
15

Ser Ser Trp
30

Val Leu Ile

Phe Ser Gly

Leu Gln Pro
&0

Gly Gly Scr
g5

Ala Ala Pro
110

Ser Gly Thr

Glu Ala Lys
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