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Methods for treating hepcidin-mediated disorders are provided.
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BHEE R 2 M E A 2 B 0 & 78 B R 5% IL-6-2 2 48 B (8
1A) o

KL\ 3 > 7E EL7S TMPRSS6 SNP 1585579108 7 ¥ EH B RE Y &
AR BE T B ERERIL-65 BAHR - 72 B TMPRSS6
rs8SSTINEEHBERZEZV—EEAZ EET > FEREK L
L6 RATRE » H b MK IL-6& 82 B b BELIL-62 8
BB HEEE AR S B E %% (8 2B) -
Ko 480 X EHBERBANES Y BEY MESERE
SIL-65 BEE(E2A) -

RENTEREM  CEETMPRSSCEEH BER > E —(E
WAZ BB MEIL-6: 3 11 7T (2 e e e 5 e B 3 011 - 448 T 44 1
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B 4 R OB] (35 I EPO > AR50 57 B FH 78 B B8 7 45 51 o ik S A
MEIRAET U TR B S IL-62 B 5 IL-6/5 57 (28 7] (B 2 ffn -
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4+ TMPRSS6 15855791 SNPZ S B £ B (A) B F AU & 7 (E B8
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CHBZIL6EE > TEHBERGC)Z —AMERARTER 25
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C198863PA.docx ' -15-



201718873

T AR -

JR ST TMPRSS6 5 R B S IL-6/ 2 > L i 8 B ~ B - 124t
70 L M8 IR (A) B [ B 2 4 7 (B 0 B 0 O S 1L-6 27 888 U A
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TMPRSS63 i 0y HAE 22 1% 2 IL-641 2 2 0 228 L -

S B 127 k3 B TMPRSS6 S R A ~ TL-62 8 B 7 A B bR 4
REAERER RN BB TR B RERSEARM 7
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RS > B BRI B R AR R Rk - M 0 ER I3
NSE S 8 % A5 1 5 (iPS) 4T B 0 BIL 48 B 48 T2 {1 DL {8 % 51 TMPRSS6
1s855791 E HWH B R ER R BEELE > LIS -

% 11 75 % % 55 #5 1 BMP6/SMAD & IL-6/STAT {5 ¥ 14 38 s 1< 3
B > E P BMP R IL-6 7 % 4% i 5 & 51 5% B8 48 1 B DL {R ¥ 558 I 75 0 R B
¥ - CasanovasZ A, PLOS Comp. Biol. 10(1):e1003421 (2014) - /&5
SR {5 B8 {1 28 % 7 - 55 47 BMP2 J% TL-6-= {2 %% 791 5%, 2. 48 Fl BMP2 {2 %%
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EHMMEET R -

BEARTEARMEEEERcETREER ZIER - EFH
TMPRSS6 rs855T91 R EHEER( T 36 VREHEER , )ZiPSLAL
MEFEEZIL-EREEZZHBREE( "Tns., ) HERH
BMP2+IL-63 T 2 B ¥ - B AIBMP2RR B4 fia s - ER REBER K
MBS ZHBEETRIEZERE - K - EXHRIL-6ERER
i > RILTMPRSS6 1855791 L HHFEEAR ZiPSLHLMMEERFTE
FEEFERZMBEIET -

EBENEMBEEEREBRZEEFAEB &R - HEVNE
A RE/BREHPSLIMEEESEYE  HPHEBEREE SKMEG
TARIEZ &I20% A WA A - W40E A EZ TR AR EHEE R R
RSt (BB 6AMELER) - HE NI M B RENE > REHEER
iPS/0 ALAH A AR B E ZIL-65 SR B 2 KR 2 8 © MBI FIBMP2+IL-6
BT > EEBABMP2EEMA - SIMETRFEZRE -
MR > EHERIL-6{Z 57 BN » RILTMPRSS6 rs855791 F EHEER
ZiPSL AR R 2 FEERRZMBEET -

LEEREETEHEMNIRE 2T ZERAEER ZBhoch i
Fiie Bz #E B - IL-6{5 9% & 2 & K 5 % #h % K & 38 TMPRSS6
rs855791 T EHBERZ LHME T ZIL- 6N B Fik - HEERHR
REHBERZOLINMABEF RN FERNZER AL REXEY
ABERIPSHHLLEE S 2 F MM IL-6 7 #£ R B HEIERR 2 1L-6
NEZWM > BRARTHMZBESER SN B AE
e

BRBUEERZESE WO ABEREHEB G 53 # Z MIMICKH
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Zh T HEEE > EEBERBIOBIIE  ERAFTRY FERE
B o W RABME R A 2 I T 20 R T R 4B 0 B (R B (42
CRS) ° B B I 5T IL-698 5% 2 75 {F B 36 98 1E B 75 TMPRSS6 15855791
FEHEERY D —EEAY CRSABEhAR » NFHEHEH 1R
th 7 R TR B > B A E A IR U E BUR $1 3 TMPRSS6 1s855791%E
W EEE A E B AE Y KB HCRSMER .

A o BUE R AN > IR HIL-65 e R 2 4
T i 188 3 56 T8 ACEA) 61 00 0 5 s VR 2 S 08 2 G- B R Mt B R BEE
54 11 2 51 1 5 012 [ (B 8D) (p<0.001) « 7E3& B4 % B 2 HIIL-6 K
e S TR 4L o 2 014 1 ) BUPR R R L IL-6 0% LA BRACE I U
S0 R - B OTR T AE AR L LIS T - BIL-6 A IR B R
ACES 1781 % 3 > A %t - 18 10A-10C3 B 57 IL-6% 3 5 48 15 & B 0
Bk 4 e L T R 2

It % &l 32 9A 75 B IR BY #h B DA 1 % TMPRSS6 15855791 £ B ¥
BEEEBAEBESY NEZBYNLOEERESEARE S AR
IL-671 2 17 7 36 078 R 8 165 00 B S8 195 EL MR 1 D B

B B BI2R 30 2 R R P (S 2 IL-62 B SR IL-6 1 5% 4 2
AREEESUERRERN Y BE Y LBEIERIET > HEELL
5 TMPRSS6 15855791 L EH EER Y B b —HEAZ HEBED > B
EEEASZMEIL- 6By HERETEERAER -

1T BT 9% DAHE & 7 2 N BY 30 38 U 7A 8 B TMPRSS6 1s855791 £ H
WEERBERESZ ABEZ/NRT &0 IIEERRIL-6BEY
fER -

B11AR IBERREEBAEE > B EREEd  EER
T 37 48 0L 72 81 ¥ TMPRSS6 18557 F EREERN AEMEE Z ANEZ
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B - BIABRMEEREE > ARIL-6ET 2N M2 85 H
RUEGSTELEZECZRS - BBBRHENERE - BHRIL-6ETZ
BB EN R OREE S B W FERERTE L EE RS -
LEEHMRHELNERRIINGE ZHIL-6R AR S T ER A
LU B3 TMPRSS6 1s855TO T HHBER NEREZEEH Y T £
LENIIRERE -

B ERENRAEERAEBNEENEZ HEGUE M RE
BEERE N EZHEEE)ZEE > BEIL-6EREEZ AETHEK
RELEE PR %25 - (B EE BB TMPRSS6 1s855791 T EE KR~ & /b —
HEAZKRERET  HEFFEFEABSZIL-6EE2BEHETEARK
fEH -

W T XE-FEL - B -BET  REREREPER
NEBEZREZITE ZENEBEREREEHNARNEZ REZBE
REBRARNBZIL-6 Al » % B %S &M E AR B IMPRSS6
1s855791 SNPIRZ X EHEBERZEV—EEL - EE_BEHFEF - #
THRNEHEBHEARNEZREZGEN T L A AEERER
BHEENEZREZ BB PEHIL-6EHE 2 KE > HTEBEZE
FH T ¥ TMPRSS6 rs855TI I REH BER R EAFEEH  GEHEH T
BB ZEEMBE » RMERERIAEDNNE R TREREAA
FEREA - EE—RET > BEARAGEEEEZSREM BE TN
IL-6 M BLZRERRELZTE  ZEFTEALEREEREGREANEY
IL-6 51 ZBEBEBRFIL-NBZERFE > AEEFLM > HEMR
EEH#e BB TMPRSS6 rs855T91 T EHBERZ E/D —(HEXK -

52 EH

RIEZINESE » TRIAXFER A KRR 21458 B 73
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ETXHRTFHEZEE -

TAGPATENE ; B8 B DINCBIEF 7 4R 9T NP_066998( " g i PH € AT
EE)REEYEER BRREYBRERFIEE E D E8S%ERAR
85% rEM —BMENEHK - fIntEBHEEEYEREEESHR
EEWHBEERR A E - WIHIREE - H0H 55 E o T B 00 il 8%
B B W 4 A R B B R o T SCER R BRI TR T AT &R B RS B R
51

1 MALSSQIWAA CLLLLLLLAS LTSGSVFPQQ TGQLAELQPQ DRAGARASWM PMFQRRRRRD
61 THFPICIFCC GCCHRSKCGM CCKT (SEQ ID NO:1) '

S% LY BNERNESERAEE  BEZNNER
(preprohormone) (%85 25-84) + Al M % (B E B 25802 » K TA B
SGIETENE 25 (AR 60-84) « M IETEIE-22 (WEHEEE63-84) R IG I 702 -
20 (B % 65-84) 2 ATB = -

TR AN R ) R U T U R AR PR SRR AR
> E—EYRRZ AR - B — BT B -« RS B
7 25 R 2 BR800 A A $F B TMPRSS6 15855791 SNP
EHEERARNES Y BEREZRE LB RRELR
TMPRSS6 15855791 SNPE B BHE Y B/ HEANBREREZ
B o 4 B K A8 - B IETETE A Y R T O — S
P43 54,155 -
| TEBEOWm%E®RC (TMPRSS6)% K | i H LINCBIF 1 &
SENP_ 00127592048 > B 56 5 7 51 575 B /0 47 85% B A 1 85% 2 B
BBtk L E A G E BRI S AR B - TMPRSS6% BX
A EMEE A2 (MT2) > RS E S S 56 R R
BB o TR (B 73608 B A TS BB (T36A) Y BT it
TMPRSS6FZ E 775 -
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1
61
121
i81
241
301
361
421
481
541
601
661
721

781 .

TXRBEEMETI6E B E&EKIE(736V) 2 Bl /R TMPRSS6 Rz £

MPVAEAPQVA
VLLWYFLGYK
RLGTYYNSSS
PYRAEYEVDP
QGPKDLMLKL
VVWKKGLHSY
LTVPSLDYGL
ITINFTSQIS
VCRATFQCKE
QCDGRPDCRD
RWVITAAHCF
ALLQLDHPVV
GSETCCCPIS
CKALSGRWFL

GGQGDGGDGE
AEVMVSQUYS
VYSFGEGPLT
EGLVILEASV
RLEWTLAECR
YDPFVLSVQP

ALWFDAYALR

LTGPGVRVHY
DSTCISLPKV
GSDEEHCDCG
QEDSMASTVL
RSAAVRPVCL
NALQKADVQL
AGLVSWGLGC

EAEPEGMFKA
GSLRVLNRHF
CFFWFILQIP
KDIAALNSTL
DRLAMYDVAG
VVFQACEVNL
ROKYDLPCTQ
GLYNQSDPCP
CDGQPDCLNG
LOGPSSRIVG
WIVFLGKVWQ
PARSHFFEPG
IPQDLCSEVY
GRPNYFGVYT

CEDSKRKARG
SODLTRRESS
EHRRLMLSPE
GCYRYSYVGQ
PLEKRLITSY
TLDNRLDSQG
GOWTIQONRRL
GEFLCSVNGL
SDEEQCQEGV
GAVSSEGEWP
NSRWPGEVSF
LHCWITGWGA
RYQVTPRMLC
RITGVISWIQ

YLRLVPLEVL
AFRSETAKAQ
VVQALLVEEL
GQVLRLKGPD
YGCSRQEBVV
VLSTPYFPSY
CGLRILQPYA
CVPACDGVKD
PCGTFTFQCE
WQASLQVRGR
KVSRLLLHPY
LREGALRADA
AGYRKGKKDA

LALLVLASAG
KMLKELITST
LSTVNSSAAV
HLASSCLWHL
EVLASGAIMA
YSPQTHCSWH
ERIPVVATAG
CPNGLDERNC
DRSCVKKPNP
HICGGALIAD
HEEDSHDYDV
VALFYGWRNQ
CQGDSGGPLV

QVVT (SEQ ID NO:2)

B3l

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 GOWTIQNRRL 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 WIVFLGKVWQ 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:3)

" TMPRSS6B& 7 T, BEH RS TMPRSS6Z K (MEEBEE-2

MT2)Z Bz H & - B /R % TMPRSS6#% B 53 T 7 5] LANCBIF 17 4 5%
NM_001289000f2fft - T IRt EZERMU E2321IEEAFG (" GHH
BER T EEHBEEN ) )ZTMPRSS6Z B 751

C198863PA.docx -21-
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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

C198863PA.docx

GGACAAACAG
GGATGCCCGT
AGGAAGCGGA
GCTACCTCCG
GGGTGCTACT
CAGGCAGTCT
GTGCCTTCCG
CCCGCCTGGG
CCTGCTTCTT
AGGTGGTGCA
TCCCCTACAG
TGAAAGACAT
AGGGCCAGGT
TGCAGGGCCC
GGGACCGACT
TGTACGGCTG
CGGTCGTCTG
CGGTGGTCTT
GCGTCCTCAG
ACCTCACGGT
GGAGGCAGAA
. PTGTGTGGCTT

AGGCTCCTGA
GGCCGAGGCC
GCCGGAGGGG
CCTGGTGCCC
CTGGTATTTC
GCGTGTACTC
CAGTGAAACC

AACTTACTAC

CTGGTTCATT
GGCACTGCTG
GGCCGAGTAC
AGCTGCATTG
CCTCCGGCTG
CBAGGACCTC
GGCCATGTAT

CAGCCGCCAG,

GARGAAGGGC
CCAGGCCTGT
CACCCCGTAC
GCCCTCTCTG
GTATGATTTG
GCGCATCCTG

GGCCTGTGTG
CCCCAGGTGG
ATGTTCAAGG
CTGTTTGTGC
CTAGGGTACA
AATCGCCACT
GCCAARGCCC
AACTCCAGCT
CTCCAAATCC
GTGGAGGAGC
GRAGTGGACC
AATTCCACGC
AAGGGGCCTG
ATGCTCARAC
GACGTGGCCG
GAGCCCGTGG
CTGCACAGCT
GAAGTGAACC
TTCCCCAGCT
GACTACGGCT
CCGTGCACCC
CAGCCCTACG

-22.

CAGGCCCGGC
CTGGCGGGCA
CCTGTGAGGA
TGCTGGCCCT
AGGCGGAGGT
TCTCCCAGGA
AGAAGATGCT
CCGTCTATTC
CCGAGCACCG
TGCTGTCCAC
CCGAGGGCCT
TGGGTTGTTA

'ACCACCTGGC

TCCGGCTGGA
GGCCCCTGGA
TGGAGGTTCT
ACTACGACCC
TGACGCTGGA
ACTACTCGCC

-TGGCCCTCTG

AGGGCCAGTG
CCGAGAGGAT

ACCTATCTGC
GGGGGACGGA
CTCCAAGAGA
GCTCGTGCTG
GATGGTCAGC
TCTTACCCGC
CAAGGAGCTC
CTTTGGGGAG
CCGGCTGATG
AGTCAACAGC
AGTGATCCTG
CCGCTACAGC
CTCCAGCTGC
GTGGACGCTG
GRAGAGGCTC
GGCGTCGGGG
CTTCGTGCTC
CARCAGGCTC
CCARACCCAC
GTTTGATGCC
GACGATCCAG
CCCCGTGGTG

CGCTCCCARA
GGTGATGGCG
ARAGCCCGGG
GCTTCGGCGG
CAGGTGTACT-
CGGGRATCTA
ATCACCAGCA
GGACCCCTCA
CTGAGCCCCG
TCGGCTGCCE
GAAGCCAGTG
TACGTGGGCC
CTGTGGCACC
GCAGAGTGCC
ATCACCTCGG
GCCATCATGG
TCCGTGCAGC
GACTCCCAGG
TGCTCCTGGC
TATGCACTGA
AACAGGAGGC
GCCACGGCCG
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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

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

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

TCCCAGATCT
GACCCCTGCC
GGGGTCRARGG
CAGTGCAAAG
TGTCTCAACG
TTCCAGTGTG
GACTGCAGGG
CGCATTGTTG
GTTCGGGGTC
GCCCACTGCT
AAGGTGTGGC
CTGCACCCGT
CACCCGGTGG
TTCGAGCCCG
CGGGCGGATG
TGCCCCATCA
AGCGAGGTCT
AAGAAGGATG
CGCTGGTTCC
GGCGTCTACA
ACTGCCCCCC
AGCAGGGGGA
AGGTGGCATC
GCCAGCAGCT
CTCCCRATTC
CAGCAGCRAG
CAGAGGCTGT
TCTAACTTGG
AGACTGCCAG
.GGTCCTTGCC
GTGAGCTCAG

AAARAA (SEQ ID NO:4)

CCCTCACCGG
CTGGAGAGTT
ACTGCCCCAA
AGGACAGCAC
GCAGCGACGA
AGGACCGGAG
ACGGCTCGGA
GTGGAGCTGT
GACACATCTG
TCCAGGAGGA
AGRACTCGCG
ACCACGAAGA
TGCGCTCGGC
GCCTGCACTG
CTGTGGCCCT
GCAACGCTCT
ATCGCTACCA
CCTGTCAGGG
TGGCGGGGCT
CCCGCATCAC
TGCARAGCAG
CAAGTATTCT
TTGTCTCGTC
GGGGGTCAAG
TCTCTCCTCC
ARTGCTGGTT
TTGGGCAGCC
GATCTGGGAA
GTGGGCCTGC
CCACCCCTGC
CTGCCCTTTG

GCCCGGTGTG
CCTCTGTTCT
CGGCCTGGAT
ATGCATCTCA
AGAGCAGTGC
CTGCGTGAAG
TGAGGAGCAC
GTCCTCCGAG
TGGGGGGGCC
CAGCATGGCC
CTGGCCTGGA
GGACAGCCAT
CGCCGTGCGC
CTGGATTACG
ATTTTATGGA
GCAGABAGTG
GGTGACGCCA
TGACTCAGGT
GGTCAGCTGG
AGGTGTGATC
GGCCCACCTC
GGCGGGGGGT
CCTGATGTCT
ACGTCCCCTG
GTCCCCTTCC
CTACATCCCG
TTGCCTCCAG
TGGAAGGTGC
TGCCACTGTA
CTGCCACCTG
GAATAAAGCT

CGGGTGCACT
GTGAATGGAC
GAGAGARACT
CTGCCCAAGG
CAGGAAGGGG
ARGCCCAACC
TGTGACTGTG
GGTGAGTGGC
CTCATCGCTG
TCCACGGTGC
GAGGTGTCCT
GACTACGACG
CCCGTCTGCC
GGCTGGGGCG
TGGAGARACC
GATGTGCAGT
CGCATGCTGT
GGTCCGCTGG
GGCCTGGGCT
AGCTGGATCC
CTGGACTCAG
GGGGGAGAGA
GCTCCAGTGA
AGGACCCAGG
TCCACTGCTG
AGGAGTGTCT
AGAGCAGATT
TCCCATCGGA
AGCCAAAAGG
GGCCCTCACA
GCCTGATCCA

TXREEGKERUE221EEFAZTMPRSS6/ZEE 75
1

61
121
181
241
301
361
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GGACAAACAG
GGATGCCCGT
AGGAAGCGGA
GCTACCTCCG
GGGTGCTACT
CAGGCAGTCT
GTGCCTTCCG

AGGCTCCTGA
GGCCGAGGCC
GCCGGAGGGG
CCTGGTGCCC
CTGGTATTTC
GCGTGTACTC
CAGTGAAACC

GGCCTGTGTG
CCCCAGGTGG
ATGTTCAAGG
CTGTTTGTGC
CTAGGGTACA
AATCGCCACT
GCCARAGCCC

223.

CAGGCCCGGC
CTGGCGGGCA
CCTGTGAGGA
TGCTGGCCCT
AGGCGGAGGT
TCTCCCAGGA
AGAAGATGCT

ACCTATCTGC CGCTCCCAARA
GGGGGACGGA GGTGATGGCG
CTCCAAGAGA AAAGCCCGGG
GCTCGTGCTG GCTTCGGCGG
GATGGTCAGC CAGGTGTACT
TCTTACCCGC CGGGAATCTA
CAAGGAGCTC ATCACCAGCA
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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

2281

2341

2401

2461,

2521
2581
2641
2701
2761
2821
2881
2941

CCCGCCTGGG
CCTGCTTCTT
AGGTGGTGCA
TCCCCTACAG
TGAAAGACAT
AGGGCCAGGT
TGCAGGGCCC
GGGACCGACT
TGTACGGCTG
CGGTCGTICTG
CGGTGGTCTT
GCGTCCTCAG
ACCTCACGGT
GGAGGCAGARA
TGTGTGGCTT
GGATCACCAT
ATGGCTTGTA
TCTGTGTCCC
GCGTTTGCAG
TCTGTGATGG
TGCCATGTGG
CGCAGTGTGA
GCCTCCAGGG
CATGGCAGGC
ACCGCTGGGT
TGTGGACCGT
TCAAGGTGAG
TGGCGCTGCT
TGCCCGCGCG
CCTTGCGCGA
ABGGCTCAGA
TGATCCCACA
GTGCCGGCTA
TGTGCAAGGC
GTGGCCGGCC
AGCAAGTGGT
AGAGCCCAGG
GCAGGCCCTG
TGGCAGGAGG
CCCACACCCA
CCTAATGCBA
GAGGTGCGCC
CCAGCTTCGG

AACTTACTAC
CTGGTTCATT
GGCACTGCTG
GGCCGAGTAC
AGCTGCATTG
CCTCCGGCTG
CAAGGACCTC
GGCCATGTAT
CAGCCGCCAG
GARGARGGGC
CCAGGCCTGT
CACCCCGTAC
GCCCTCTCTG
GTATGATTTG
GCGCATCCTG
CAACTTCACC
CARCCAGTCG
TGCCTGTGAT
AGCCACATIC
GCAGCCTGAT
GACATTCACC
TGGGCGECCC
CCCCTCCAGC
CAGCCTCCAG
GATAACAGCT
GTTCCTGGGC
CCGCCTGCTC
GCAGCTCGAC
CTCCCACTTC
GGGCGCCCTA
GACATGTTGC
GGACCTGTGC
CCGCAAGGGC
ACTCAGTGGC
TAACTACTTC
GACCTGAGGA
GCRACTGCCA
TGGTGGCAGG
ATGGAGAAGT
GCCCTTCTGC
GGCAGTGGCT
CCACTCTGTA
BAAGCCCCTGG

AACTCCAGCT
CTCCAAATCC
GTGGAGGAGC
GRAGTGGACC
AATTCCACGC
DAAGGGGCCTG
ATGCTCAAAC
GACGTGGCCG
GAGCCCGTGG
CTGCACAGCT
GAAGTGAACC
TTCCCCAGCT
GACTACGGCT
CCGTGCACCC
CAGCCCTACG
TCCCAGATCT
GACCCCTGCC
GGGGTCAAGG
CAGTGCARAARG
TGTCTCAACG
TTCCAGTGTG
GACTGCAGGG
CGCATTGTTG

GTTCGGGGTC

GCCCACTGCT
AAGGTGTGGC
CTGCACCCGT
CACCCGGTGE
TTCGAGCCCE
CGGGCGGATG
TGCCCCATCA

AGCGAGGTCT

AAGAAGGATG
CGCTGGTTCC
GGCGTCTACA
ACTGCCCCCC
AGCAGGGGGA
AGGTGGCATC
GCCAGCAGCT
CTCCCRATTC
CAGCAGCAAG
CAGAGGCTGT
TCTAACTTGG

CCGTCTATTC
CCGAGCACCG
TGCTGTCCAC
CCGAGGGCCT
TGGGTTGTTA
ACCACCTGGC
TCCGGCTGGA
GGCCCCTGGA
TGGAGGTTCT
ACTACGACCC
TGACGCTGGA
ACTACTCGCC
TGGCCCTCTG
AGGGCCAGTG
CCGRAGAGGAT
CCCTCACCGG
CTGGAGAGTT
ACTGCCCCAA
AGGACAGCAC
GCAGCGACGA
AGGACCGGAG
ACGGCTCGGA
GTGGAGCTGT
GACACATCTG
TCCAGGAGGA
AGAACTCGCG

ACCACGARGA.

TGCGCTCGGC
GCCTGCACTG
CTGTGGCCCT
GCAACGCTCT
ATCGCTACCA
CCTGTCAGGG
TGGCGGGGCT
CCCGCATCAC
TGCARAGCAG
CAAGTATTCT
TTGTCTCGTC

GGGGGTCAAG'

TCTCTCCTICC
AATGCTGGTT
TTGGGCAGCC
GATCTGGGAA

CTTTGGGGAG
CCGGCTGATG
AGTCAACAGC
AGTGATCCTG
CCGCTACAGC
CTCCAGCTGC
GTGGACGCTG
GAAGAGGCTC
GGCGTCGGGG
CTTCGTGCTC
CARCAGGCTC
CCARRACCCAC
GTTTGATGCC
GACGATCCAG
CCCCGTGGTG
GCCCGGTGTG
CCTCTGTTCT
CGGCCTGGAT
ATGCATCTCA
AGAGCAGTGC
CTGCGTGAAG
TGAGGAGCAC
GTCCTCCGAG
TGGGGGGGECC
CAGCATGGCC
CTGGCCTGGA
GGACAGCCAT
CGCCGTGCGE

CTGGATTACG

ATTTTATGGA
GCAGAAAGTG
AGTGACGCCA
TGACTCAGGT
GGTCAGCTGG
AGGTGTGATC
GGCCCACCTC
GGCGGGGGGT
CETGATGTCT
ACGTCCCCTG
GTCCCCTTCC
CTACATCCCG
TTGCCTCCAG
TGGRAGGTGC

GGACCCCTCA
CTGAGCCCCG
TCGGCTGCCG
GARGCCAGTG
TACGTGGGCC
CTGTGGCACC
GCAGAGTGCC
ATCACCTCGG
GCCATCATGG
TCCGTGCAGC
GACTCCCAGG
TGCTCCTGGC
TATGCACTGA
BACAGGAGGC
GCCACGGCCG
CGGGTGCACT
GTGAATGGAC
GAGAGABACT
CTGCCCAAGG
CAGGRAGGGG
AAGCCCRACC
TGTGACTGTG

GGTGAGTGGC
CTCATCGCTG
TCCACGGTGC
GAGGTGTCCT
GACTACGACG
CCCGTCTGCC
GGCTGGGGCG
TGGAGARACC
GATGTGCAGT
CGCATGCTGT
GGTCCGCTGG
GGCCTGGGCT
AGCTGGATCC
CTGGACTCAG
GGGGGAGAGA
GCTCCAGTGA
AGGACCCAGG
TCCACTGCTG
AGGAGTGTCT
AGAGCAGATT
TCCCATCGGA

3001 GGGGACCCTC AGAGCCCTGG AGACTGCCAG GTGGGCCTGC TGCCACTGTA AGCCAAAAGG
3061 TGGGGAAGTC CTGACTCCAG GGTCCTTGCC CCACCCCTGC CTGCCACCTG GGCCCTCACA

3121 GCCCAGACCC TCACTGGGAG GTGAGCTCAG CTGCCCTTTG GARATAARAGCT GCCTGATCCA
3181 AAAAAAAAAA AAAAAA (SEQ ID NO:5)
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TEBER BEFER-HZERETRN —HNZEREBRTAER
SEFINZBEREBRX S KT - FlR1ETMPRSS6% 248 & TMPRSS6
(A736V) > HISNP rs855791 (G—A)Z[#E -

TERTBSHES % TSNP, B RAEE T DNAR G g R
i HPEAREFT 2 ERTREEYYE REZHNEERZ S 2R
HEAORZHEARE - SNPAHEZEKEERZBEEHEL - £—EHE
Wit » TMPRSS6 SNP Brs855791 o

" rs855791 , B NS TMPRSS6CER T 2 ERFHR S EHEZE
(SNP) » 2321G—A » FEHITMPRSS6ERGFEHE 2 EEEHEE-2 (MT2)Z
ElEEPSERNERZERE CIRATI6V) - AEHBTAEERS
BHRZHBER(EEHEER)E2321G » HIE736A - A EEDE
EREAEZHEER(REHEER)R2321A > HHET36V -

"EREUES ) RELACRENEREAWNERENHEER - £
AKX PREMZTEZ—HERAT  REBESHEATERE : £
Hbh - EHEERNEEGRBEERERBUENDBOEAEERNKERE 2
TMPRSS6% Kk Z TMPRSS61% B Fr 51| (1 41 £ TMPRSS61% 1% o3 F 2 B H
BEfr B2321 BB GEC) (rs85579 1 T EHEEK) HR—HEER
EEGUBEERERUET RGO S E B Z TMPRSS6 S Ik 2 & &
TMPRSS61% B F7 7\ (B $0 £ TMPRSS61% B 77 F+ 2 M H B 1 B 2321 % B
HART) (rs855791 % T ¥ B %K) -

TEN#E BEACBERNEAAWEMAANEERER - £
AXHFER 2 TEAZFEERAF  FEESGEMTERE @ &£
EPHEHEERNEEGEERERULEMBRELA SR ER Z
TMPRSS6% Bk 2 TMPRSS6%% % & 5| ({5 40 1€ TMPRSS6#% B8 4y F 2 #% F
B E2321pm EFGHC) (s8559ARBEZ T EHBER) - £—
LEHG T HAEFESHABEUTEREY  EETWHEHBEREAR
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W EREREU B30k B & G g BE 2 TMPRSS6% Bk 2 TMPRSS61% %, F7
5 (61 40 £ TMPRSS6 #% e oy T 2 X HBA it B 23218 B H A T)
(rs855791E MG X REHMBEER) -
"THEEREBETMPRSS6 rs855791 T EHBER BV —FHE
A BFEWERRR)EST 78 DI E B % B H TMPRSS6 rs855791 = %
HEERZEZV—EEX B o BT L HEE B & BB TMPRSS6
s8SSTIN T EHBARNZEZEP—EHELR AESMUEERERR
TMPRSS6 rs855791 T EHMERZEZD—EEAE  LHMHF X5 &
S I% i 43 AT 6% 4 1T DUHE B BB %% B 5 TMPRSS6 1s855791 F HH B E K
ZEL—EHER ) RERTMRSSCERB T MEMNKNELSEHNKEF
FI &k DLTE E B % B A TMPRSS6 1855791 X W BERZ E /D —{H
N
"frEE6 (IL-6) , = " IL-6% ik | E 5 % DANCBIZ F 4 9%
NP_000591# 2 EMFINE B E VLIS NHKRN5% Z M B —
HMEBEFIL-6EYEEZSZMBERE - IL-6 R EFSEEYINGE
ZHER MMM E - FIRMEIL-6 &Y IE M E IS RS R B R e R WIE
Mo T X EEFIRMEIL-6f KB 751

1 MCVGARRLGR GPCAALLLLG LGLSTVTGLH CVGDTYPSND RCCHECRPGN GMVSRCSRSQ
61 NTVCRPCGPG FYNDVVSSKP CKPCTWCNLR SGSERKQLCT ATQDTVCRCR AGTQPLDSYK
121 PGVDCAPCPP GHFSPGDNQA CKPWTNCTLA GKHTLQPASN SSDAICEDRD PPATQPQETQ
181 GPPARPITVQ PTEAWPRTSQ GPSTRPVEVP GGRAVAAILG LGLVLGLLGP LAILLALYLL
241 RRDQRLPPDA HKPPGGGSFR ‘TPIQEEQADA HSTLAKI (SEQ ID NO:6)

AR (IL-O)KE ) BEEFHENE R (IL-60)ZRZEZKE
B - Pl B &6 (IL-6) Bk Fr 5l BUNCBIZ 17 4R 5t NM_0006003¢
i - TR G LANCBIF F 4R 5ENM_0006007 B~ 751 -
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1
61
121
181
241
301
361
421
481
541
601
661

AATATTAGAG
CCTCGAGCCC
ACTCCTTCTC
TGCCTGCTGC
CACACAGACA
ACGGCATCTC
ARGAGGCACT
TCCAATCTGG
TTGAGGTATA
CTGTGCAGAT
ATGCAATAAC
AGAACCAGTG

TCTCAACCCC
ACCGGGAACG
CACAAGCGCC
CTTCCCTGCC
GCCACTCACC
AGCCCTGAGA
GGCAGAARAC
ATTCAATGAG
CCTAGAGTAC
GAGTACAAAA
CACCCCTGAC
GCTGCAGGAC

CAATAAATAT AGGACTGGAG
AAAGAGAAGC TCTATCTCCC
TTCGGTCCAG TTGCCTTCTIC

'CCAGTACCCC CAGGAGAAGA

TCTTCAGAAC GAATTGACRA
AAGGAGACAT GTAACAAGAG
AACCTGAACC TTCCAAAGAT

GAGACTTGCC. TGGTGARAAT .

CTCCAGAACA GATTTGAGAG
GTCCTGATCC,AGTTCCTGCA
CCAACCACAA ATGCCAGCCT
ATGACAACTC ATCTCATTCT

721
781
841
901
961
1021
1081
1141
1201

TGCAGTCCAG CCTGAGGGCT
TAATGGGCAT TCCTTCTTCT
CTCTATGGAG AACTAAAAGT
ARATATTTAAA TATGTGAAGC
TACCACTTGA AACATTTTAT
TTGAATATCC TTTGTTTCAG
AAATGGCTAA CTTATACATA
AATGGTTTTT ATACCAATAA
A (SEQ ID NO:7)

CTTCGGCARA
GGTCAGAAAC
ATGAGCGTTA
TGAGTTAATT
GTATTAGTTT
AGCCAGATCA
TTTTTARAGA
ATGGCATTTT

"MrER6ZE (IL-6R)EEY

6Ro) Kz /1
(IL-6RP)-

"NEERZEBFEITae (IL-6Ra)%F K |
NP_000556E;NP_85200442 { > i &

BERIL-6ZBAEYERZISHRHERE -
Z1L-6

R R —EH A

6Ra%: W)

HZE6{E3
ZEHEES

gk A
wa E—I

E M AR

14

. gEA
w3

TGTAGCATGG
CTGTCCACTG
GGACACTATT
TATGTAAGTC
TGAARATAATA
TTTCTTGGAA
AATATTTATA
AAARRATTCA

:nxm
Jr_‘\ &=

51 &

::r.A-EE
/LBEE

ATGTCTGAGG
CTCCAGGAGC
CCTGGGGCTG
TTCCAAAGAT
ACAAATTCGG
TAACATGTGT
GGCTGAAAAR
CATCACTGGT
TAGTGAGGAA
GAAAAAGGCA
GCTGACGAAG
GCGCAGCTTT
GCACCTCAGA
GGCACAGAAC
TTAATTATTT
ATATTTATAT
ATGGAAAGTG
AGTGTAGGCT
TTGTATTTAT
GCAARARAARA

ZIL-6Z 8T
R EFEE R 130-78 8 R A

HZE6

CTCATTCTGC
CCAGCTATGA
CTCCTGGTGT

GTAGCCGCCC

TACATCCTCG
GAAAGCAGCA
GATGGATGCT
CTTTTGGAGT
CAAGCCAGAG
AAGAATCTAG
CTGCAGGCAC
AAGGAGTTCC
TTGTTGTTGT
TTATGTTGTT
TTAATTTATT
TTTTAAGAAG
GCTATGCAGT
TACCTCAAAT
ATAATGTATA
AAAAAARAAR

= 1= Bl

HILa

#1LINCBIF 17 47 5%
B Z/DEIB5%B A%

(IL-
ZHRTEITS

Bl 7= PEIL-
KEE H 130 (gpl30) R EAE4HE

EF;)SUNE iR IR MEIL-6RF S

61
121
181
241
301
361
421

"NHERZETEITS (IL-6RE)FHK |

C198863PA.docx

1 MLAVGCALLA ALLAAPGARAL APRRCPAQEV

VLRKPAAGSH
CEFRKSPLSNV
PEGDSSFYIV
PHSWNSSFYR
GEWSEWSPEA
SVPLPTFLVA
TPVLVPLISP

PSRWAGMGRR
VCEWGPRSTP
SMCVASSVGS
LRFELRYRAE
MGTPWTESRS
GGSLAFGTLL
PVSPSSLGSD

LLLRSVQLHD
SLTTKAVLLV
KFSKTQTFQG
RSKTFTTWMV
PPAENEVSTP
CIAIVLRFKK
NTSSHNRPDA

-27.

ARGVLTSLPG
SGNYSCYRAG
RKFQONSPAED
CGiLQPDPPA
KDLQHHCVIH
MQALTTNKDD
TWKLRALKEG
RDPRSPYDIS

iz
ll_.n\

DSVTLTCPGV EPEDNATVHW
RPAGTVHLLV DVPPEEPQLS
FOEPCQYSOE SQOKFSCQLAV
NITVTAVARN PRWLSVTWQD
DAWSGLRHVV QLRAQEEFGQ
DNILFRDSAN ATSLPVODSS
KTSMHPPYSL GQLVPERPRP
NTDYFFPR (SEQ ID NO:8)

=H 5

Al = LLIJ(IBI

F 8RR
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NP_002175 ~ NP_786943E;NP_0011779102 it > e B FF EF =2 /D
I85% B A F85% 2 ER — R EHEBIL-6ZBEYEME 2% KK
HE K - fIRMEIL-6RPAEY) EHE BFEL A EIL-6Ra ~ IL-6Z B E R E
BiEY > REAGIMBEER - oMb BEAERERRE - TXREREOITRME

IL-6RBFE
1

61
121
181
241
301
361
421
481
541
601
661

A
MLTLQTWLVQ
NANYIVWKTN

ISGLPPEKPK

SCTVDYSTVY
KLTWTNPSIK

CMKEDGKGYW

GKILDYEVTL

FQATHPVMDL

YLRGNLAESK
QLPVDVQNGF

KDGPEFTFEFTT

ALFIFLTTES
HEFTIPKEQYT

NLSCIVNEGK

FVNIEVWVEA
SVIILKYNIQ
SDWSEEASGI
TRWKSHLONY
KAFPKDNMLW
CYLITVTPVY
IRNYTIFYRT

PKFAQGEIEA

PPRENFNSKD

TGELLDPCGY
IINRTASSVT

KMRCEWDGGR
ENALGKVTSD

YRTKDASTWS
TYEDRPSKAP
TVNATKLTVN
VEWTTPRESV
ADGPGSPESI
IIGNETAVNV
IVVPVCLAFL
QMYSDGNFTD

ISPESPVVQL
FTDIASLNIQ

ETHLETNFTL
HINFDPVYKV

QIPPEDTAST
SFWYKIDPSH
LTNDRYLATL
KKYILEWCVL
KAYLKQAPPS
DSSHTEYTLS
LTTLLGVLFC
VSVVEIEAND

HSNETAVCVL
LTCNILTFGQ

KSEWATHKFA
KPNPPHNLSV

RSSFTVQDLK
TQGYRTVQLV
TVRNLVGKSD
SDKAPCITDW
KGPTVRTKKV
SLTSDTLYMV
FNKRDLIKKH
KKPFPEDLKS

KEKCMDYFHV
LEQNVYGITI

DCKAKRDTPT
INSEELSSIL

PFTEYVFRIR
WKTLPPFEAN
AAVLTIPACD
QQEDGTVHRT
GKNEARVLEWD
RMAAYTDEGG
IWPNVPDPSK -
LDLFKKEKIN

SHIAQWSPHT
TEGHSSGIGG SSCMSSSRPS
ESTQPLLDSE ERPEDLOLVD HVDGGDGILP
NEEDFVRLKQ QISDHISQSC GSGOMKMFQE
901 MPKSYLPOTV RQGGYMPQ (SEQ ID NO:9)

"IL-6HE HL A % e (R IL-6.2 £ W05 M Z B8R - IL-635 bU
ElafEREEMEPIL-6F R &8 Z A - AEREKIL-6% KE%
ZHRBZER  FRIL-655 ZIL-6RZAETTZ fE{RIL-6RZ 3%

721 ISSSDENESS
781

841

QONTSSTVQYS
RQQYFKQONCS
VSAADAFGPG

TVVHSGYRHQ
QHESSPDISH
TEGQVERFET

VPSVQVFEFSRS
FERSKQVSSV
VGMERATDEG

== 2H &b

ISYE=p= =

R

BRZER RELIL-6EERERIL-RZEBRESHBEZER -

6 B £ B NG B b o TL-6 35 B B 6 1L-6 2 91 3% 1 8 16 5 1 40 10% -
20% > 30% ~ 50% ~ 70% ~ 80% ~ 90% ~ 95%EKIHEF100% 4T L& 4>
SO S > IL-6H S A IEIL-645 & S I » BEMHIL-6H i &
H RS H B ATEY ; IL-6RES S - S HIL-6RYLE B 2 b
FRiar BRITEY  REREST » BOIAKRIAKSHHIH -
IL-6HiEE | B T HIL-6HE , EESREESIL-6ZHE - i
IL-6H B i HIL-CEA SRy B RS HRBREREESH B

AN
Eha

e MHE

= BN
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ST - TL-65U R 1E T SCH0 43 5.9. 1 e 5 53 41 i 46 Uk -

TIL-64v MY S R, B B A SV SR IL-6 {7 B R S IR
h 2 fF—E 2R ERE - '

AL M PR AR K (EPO) , BEFFHELINCBIZF 7 4% 57 NP_000790+2 fit
T BB F I EH B D GI85% I AN 85% 2 B E B — B i A H A EPO
EYIEN Y SHRER B - fIREEPOLYE RS S T MBRE
BR 2 B R FTE AE 2 AT IMBR % BT S BR AR HE 2 B T B B K A b R/
DA MBK 4 B (AL MBREE 4 ) - T SCIR BB EPOR B B8 7 51 -

1 MGVHECPAWL WLLLSLLSLP LGLPVLGAPP RLICDSRVLE RYLLEAKEAE NITTGCAEHC
61 SLNENITVPD TKVNFYAWKR MEVGQOAVEV WQGLALLSEA VLRGQALLVN SSQPWEPLQL
121 HVDKAVSGLR SLTTLLRALG AQKEAISPPD AASAAPLRTI TADTFRKLFR VYSNFLRGKL
181 KLYTGEACRT GDR (SEQ ID N0O:10)

" &L I BR A B R BB (ESA) , BEHRDBALMBR & 5k 2 227 - ESA
B FE (H AR R K )H)EPO ; # H JH T (darbepoetin) (€ AR T B &
(Aranesp)) 5 5 fLHRJA7T (epoetin beta) (F13E75 5 (NeoRecormon)) ;
H ¥ K 18 7T (epoetin delta) (¥} % A 39 (Dynepo)) ; B >K {1 & {8 >‘T
(epoetin omega) (Epomax) ; JEI{K {457 (epoetin zeta)

"REC M IR BEF o E 0 4L i Bk 55 1E 4 i (61 40 3 &
MFE )z A R TE R /B PR R AT M Bk L AH 4 B A RSB T RV ZE R -
EXBEERGIF - R4 MBKP KR FEELL M B £ R RNEA - HIFZ
JE B K i TR

"CRIEZEH(CRP)Z X ; BfF B ANCBIZE F 45 5T NP_0005581%
HBEEBRFIEEZDSSUH AN N HEBR—HNEHEEH
BELEEZSHREERE - CRPEEEIERERMM I - TR
B~ 14 CRPFF 5 |

1 MEKLLCFLVL TSLSHAFFSQT DMSRKAFVFP KESDTSYVSL KAPLTKPLKA FTVCLHFYTE
61 LSSTRGYSIF SYATKRQDNE ILIFWSKDIG YSFTVGGSEI LFEVPEVTVA PVHICTSWES

121 ASGIVEFWVD GKPRVRKSLK KGYTVGAEAS IILGQEQDSF GGNFEGSQSL VGDIGNVNMW
181 DFVLSPDEIN TIYLGGPFSP NVLNWRALKY EVQGEVFTKP QLWP (SEQ ID NO:11)
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"B REEANMURZEREAZAEMLCEYRESY 0 HH
a2t ay s EHE > AEBRHEREEGERE K K
A S

"ERE, EEABSEASEHABYWEBESIRRL)F - E
R&E - FHREESY > SEBERREBER -"TBE, A
{E 5 A

WA FRETER » 5 " J& ¥ (treat/treating/treatment) | 5 3
FE L E R FE PR RS B R E /B B A Bl Z BF R BUE AR » BB R B
Bl HERE - B - BEARHR - BABRRERRRLATESE
HERSZIRE ~ AR BB H AR 2 fEAR

TIAEAT BEBBASCPRER Y T EES — RERIL-655 5T
B2 AT - BB A B B EE QAR RIL-6E IR AN Z 6 HE -

£AREHF T &4 & (comprises, comprising) , - " & H
(containing) ;~ T BH A | " & #E (includes, including) ; K HFES &1L
FREEZHBEMEAETFRTEZEE » nFHEKAZE DI EAMmE
TZERE -

"EYRA ) BEREREVEGIOANEER)ZEMES - 4
B BESREMYE EEEERES S - EMEARLIFRMA

"B U R LIS (ACE) IR B, B HI&I M E Wis X {Lh
BhmERERIEEENERERIZ £ R ER - ACEAIFI A &
FE ({2 PR 7Y ) 7B 3% F1 (quinapril) ~ B Wk A ~ & K % A (ramipril)
+ . 3 F (captopril) ~ H HB I F] (benazepril) - £ 25 % # (trandolapril)
18 3 3% F| (fosinopril) ~ #85% 7 (lisinopril) ~ B FE & F (moexipril) & ik
B F (enalapril) - FE L EE J G - ACESN IR K LrEFl -

5.3 it s B 418 B
fRIEFIEE  BRIIBECERER T GIREKabath ZEUR
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5[ e

AXPRRECHEEERATEARMAECES  SEfT
idh - BHIME @ 1B HEEBEBLEBFERIUL THEKZBERNEM
B HECEHARNTFRE: 1-2-3-4-5-6~7-8-9-10"
11~12+13~14~15~16~17~18~19~20~ 212223+ 24~ 25~
26+ 2728+29~30~31~32+3334-353637~38 3940~
41~ 42~ 43~ 4445 46~ 47~ 48~ 495450 -

BRIELETXERIREXBEMBER > TRIAXPAHERZME
"E, EEEAERE - RELTIXAERIHAEREMSR » BAIKL
hRERME T R T EEBRERSRE

RIE LT XERINRENENBR > SRR HFER 258
" EEBERELERMPZEEAREEAN  flAOEFHEEZ2
EREEREN YU HEBSERALEZ10% 9%~ 8% ~ 7% » 6% »
5%~ 4% ~ 3%~ 2% ~ 1%~ 0.5% ~ 0.1% ~ 0.05%5%0.01% - Ik % 4h
BLETXEMSR > GRIAHAREZMAEBEYRTELEE -
54 BEBMARNBEZREZGTE

EE—GEY  BELSEBHARNEZREZTE -

ZEREZOLERNAEARBHAENEZREZHERBEEAEES)
BREBRAEREZIL-6E LA - £ B E%E 8 R A TMPRSS6
1585579 EMBBERZ BH—HEAE - EE— R ZEHHH > %
Fil 7 % (E 88 B. /5 TMPRSS6 1855791 T HHEERZ E/V—HEX -
ER—RFERG S - ZFEE A, & T E {8 #8 B B TMPRSS6
rs8557T91 T BEHBERNZEZV—EHELAZERIPR - @F » ZE T
5 ML HEBR VA BB Y TMPRSSG6 rs855 719 I REHBER BE A S Z E

BE o BEARASZARAIMBIL-65
5.4.1 75 ME 75 UE /i 2 2 W i
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5.4.1.1 BEREFR/BESEARD

e TR G0 o B B AR ST P T I L 2 U7 54 58 B G I 7 O A
MR R ERAN > AEABEE RN -

EEEEMAT > BE RSN 5ARA M4 E Hb)E B/ 14
g/dl - F— S E I E > BEEE 2 EEAHbR & & 13.0-13.9 g/dl -
12.0-12.9 g/d1§ 11.0-11.9 g/dl~ 10.0-10.9 g/dI=/NjA10 g/dl - FE X F&E
BB o B R AR ATHDE B/NR12 g/dl « fE— B N
b B EZIEEAHVE ZE &11.0-11.9 g/dl ~ 10.0-10.9 g/dl ~ 9.0-
9.9 g/dl-~ 8.0-8.9 g/dIF/IN8 g/dl e FE—E L EEHAID - 2 A BH
EFESARE - E—EHEH D BECERHBRLE ESEE
Bich 2 TR (0 7 S AT I B 0 8 AR -

ESBERGIT - BT 5B B ARA M2 /N 40% o 72—
Bt o B BB Y AR M A BN 39% « N 38% ~ N
37% « INFA36%ER /N 35% o BB MBI 0 B B 2 8RR
RKEE BE39% ~ 38% ~ 37% ~ 36% ~ 35% ~ 34% ~ 33% ~ 32% ~ 31%3K
30% - EREERH T BERLE  LABATMA L/ R36% - 1
— s WG o R E A B AT A LN R 35% - 34% ~ 33% -
32% ~ 31% ~ 30% ~ 29% ~ 28% » 27%E26% o 1E LT H H  #H
BEEENMABELE&A35% ~ 34% ~ 33% ~ 32% ~ 31% ~ 30% ~ 29% >
28%  2T%E26% o 1E— L L E T T > BETHESARRE - f£—
EEWHT > BECERERGE - £ LEHA T - BET A MR
B 4T 5 3 B 3 7 B AR o

E—%Em%¢’%%E%Hm%%HEﬁEﬁZ%%%m%
BR/RIEYE 2 ARMMAL - EXEFHH T BERBEES
mma%mw%%%§¢mgm’&@%%mmgw%§¢M%oE
HHERGT > BERLN > LARAHE B RE/S12 g/dR/H M
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BERED36% - EERERKEI T > ESAREPO - EFEBEHHI
ESA k%% H 57T o (darbepoetin alfa) -

E—EEBHAIS  BECEHMRGE HEBFEEZGEN
HbZ B R/EIEE ZBFEAMALL - EEREERFI+ > EFEREMH
EREAIMARHE)ZERED 14 g/dl» R/IFCEEAMMALL HZED
40% - EELEEHAIT - BFELSZLME - BBAERHEEREN12 g/dl
B /BBt B E/136% - |

E—EgEA+d  BECH2ONLLMBRERER B IERKE
B HEAEEREZAERHVEER/NEE ZAEAMAEL - £F &
Blafit > BERFHEBEAMMDAZH)EERED14 g/dl » /5
BEAMELREZEDI0% -  HEEEHG F > BFERLME  HEER

SEREDV g/dIR/RMBLERZED36% -

E—SEHEA P HIGEZE-FIL-cEHRERE > BERERM
FERBZHZERENMERERMNSEZRHEE - £ L EEH
T RERE -HIL-6EHENE  HEFERUFERE 2 MA L
MmmEReFEMEEZEEE - E-SHHEA - - e K
IL-6EE LRI B & » HiF&E 2 UEHbE & K M 45 BL W 35 34 0T & 78
Al B2 R -

FE—SEHEA S - HIFESE-RIL-cEHRERE > BHiFER
EABREEZEZHGZENE L T EREE ZESARKIE B/ MER A
AIEEZHHEM FE—-SERE T - 02K 8 — B IL-6 55 i 7 H
B HFERUEFABEREEZMELLNER TERSBEE ZESAKE
BT ARA S B BRI - fE— S B M B ch > SRS A2 e 5 —
IL-6EE B E > BRERUEAREEEE ZHEE R MALNER
T@%%%ZESA’?UE?)@Q’)ZH@Fsﬁﬁ}@ °

E—E8HEA T HEEEE-FIL-6EREEE > BRFEREM
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5 B ZESAEIEHE N /AR AESAR B/ E /0 10% 2 BF [ H -
EELEEHES S > HRERE—BIL-cERBEEE  BEFERUERS
BEZESATI E BN AR ATESARI B KD Z/D20% ~ 30% ~ 40%E
50%7 G HEH - EREERAIT > HEERE-RIL-6EERE -
BERERUESEZ ZESAT EMHB N EERESARI RV 2/ 60%
REZEZE/VT5%Z RHREH -

E—SBEH T HEEHE-FIL-6EHRBRE  BRFERU
HETIEEBRR S R -
5.4.1.1.1 BHEBER

EXEERAT - BHERA/EMEE % (CKD) -

FE—ERTHA T - BEEAFKDOQI LIHIEHE W - EEEE B
o BEFEEAKDOQI 2818 M4 B ~ KDOQI 3fitg {4 &% - KDOQI 4
Hit2 14 B R B KDOQI SHI 18 M B W -

E—SgHEAT > BEBRAELEEBER(CRS) - X EE A
th B BA4RICRS -

E—HERAS > BECHEREE

E—SEEATh » HHELE-FIL-EHRBEE > ERFEHER
PERTREERCER CELFARUBEELME (CV)FET R 2/
,ﬁﬂ °
5.4.1.1.2 B4 X ER

EXEERAS > BHEERRBIEEERER -

TE—SEHEAF - 2SR ERBEERERE X RA) -

TEEBERGI S » BHEZIERAIDAS28E 2 ANS.1- E—8HE
Bl BEZIBEAIDAS28G 3 32851 - F—EEHEAF - &
HZBEAIDAS28G 43 /NA2.6 - EREERAIT - BEZIGREATRA
REETEIEN E—SLEHEMF  BEZERAMRARTEEH MK
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Hy -

EREEHEA T BECHBERRERER - E—HBEHHF
ERBAIL-6E B ET Z AR - TERRER - £ — L E
T EREHIL-6EDIBET ZARE > BEAFPREBRETZE

gﬁ 0

EREEHEMF  BRECHBLTNFuBEDAEE - EREEREI+
DUTNFo B ZEE RN E - MEARED - BN EEP - BEZKREREK
KAAREG - EREEBRAIT > BB HIL-6EHIE#1T 2 A &R
1 7 $1 TNF o]

EEEERG T  BECHIL-1ZBERBGE - HEEEERS
B TL-132 B4 HUM R B A6 5 7 2 (anakinra) » 5 E /GG S > ER
B HIL-6FE LB 1T 2 A BEE » PETIL-1Z BB -

EREEREIT > BECHMEEL (abatacept)’B - EREHE.
WG B RE A IL-6EE iR ET 2K > FEMERLE -

EELEEHEGF - BECHIL-6EREEE > BAAE—SEE
4 08 1A 48 B T HE £ L5 TMPRSS6 rs855191 F HEHEER T B/ —(HE
AZWELHERAIL-6EHE - EERBERSIF > IL-6HEHE AT
BREEH c EEBEG T > IL-6REFBIARLEER -

ESERERRA T  BUESXERESHUTHERZEH @ 4FH
TRMEER BEEFEX - RS FE S BEREE - 8%
HER TERRREKEEEEE X -
5.4.1.1.3 EiE

EEEERAIT  BHEERBEE -

E—SEHES T BEEEHMLATERCH - E8ER - N4
FEffRE - SR/NMEAEIE - RE - Z2EHEHE - QMR - BHEke
M E M (CLL) ~ @M EF TR MHCML) - HEBEREEF EKE MK
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B -
5.4.1.1.4 18 &3

EEEERAIT - BHERRBIEMERSE -
5.4.1.1.5 750 O B 308

EEBERGE - 8RR RO KEW (CHF) -
5.4.1.2 SRE6 MG & M (RIDA)

ESEERG S > BHEARNTEZHE RSB GEREEE M
(IRIDA) -
5.4.1.3 EEMHEREE4 2 FFRBEHER &M

EEBEERGIT > BHEERNEZHRERLBEHTEEEZR
RREAERE 2 &1 -
5.4.1.4 % E iR B R % B

EENTXEF2 3RSTFZEMNRPESHELINERZZR » IL-
CHRMBEREOBREE EETCZRR T ER » BEHEIORIIE R
BERSELETAER  Kih > EEEERSIF - BHERNEZRES
708 R B IR % B

FEREERG S > BEEE - REHIL-6FEHRI ZATHI0RAE
BELOEE EREERMT  BEESE - XRHEIL-6ETUE Z Al
FY30K ~ 14K ~ TR ~ ASNFREQANFHERBOHEE -

F—SEEA S > FFRELE-RIL-6EREEE - HRFEHR
B S B R JE DB B0 L M e 7 B R o BTN P o B
BIGE-FIL-6EREEE  BREERNGRENEERUES O
Sy EZ R - EREEE T o R R — A L6355 HUR
B HFEEMBNERAIEEREUBELBEECZRE -
54.1.5 FREEZRA

ESEERG T > BHAEENEZHELSRIBEZRRK -
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5.5 HEBEETERENEYREZ RN

EE— R HROLHE o b BT R 1R R T 2 B S i P
N B IRE AR % RTTEREL AR B T RIEE
FI ERRERA - %750 S 0 BEBHER Y2 HE BE e
IL-6HEHLEI > f 8L - b OB E 3% B % 81 3 TMPRSS6 1s855791% B
BERBAMNBEESN - E—RIIEHEH P > CHEEEEEHY
TMPRSS6 1855 REHBERAFERHFELN - £5 — L5 E G
o FEE—SEEHE B E S IMPRSS6 1s85579 1 REHBER A
EHEFECZERMPRE  CHEERKG T > BEEEASZEERAME
IL-6& 8 - ESMEMGID - B85 EAT S 2 A% A M5 CRPE & -

EEEERAIT > BEEAEE FXBSS AP B
WEZBHERNEZRE - EREFHEGA T  BEHBEEFEEERE
Ii[[ o
5.6 SAEFIL-6/ MY 5 % FiE Y ik

BEHI2  3RSTHMERZENRPEAEAS 2 EHAMIL-62 &
HEBTMPRSS6FEZEHBERZEZVP—HEAR - EELAEFEEFEMZHE
e o IL-6EE LB e ER & - BIL > EE —REE T » A ED
BB S % B Y B B IL-67 B & R -

%%%ﬁiﬁ@é\ﬁ%ﬁIL-MI\Z—%Z%ﬁ%Tﬁ‘ﬁEZ{‘5% -EEANEEE
HEERAMNEZIL-6FEHA > HhZEBEEFAEFAM BEHITER
SE Bl #s B H TMPRSS6 18557901 T HEHBERNZEV—HER - £5E
—ZINZ BRI - SR CHEE (B8 EE TMPRSS6 rs855791 X E#H {H
ERZED—EEE - ES—RFIEHHT > FrE—S0akEHE
Bz 25 TMPRSS6 rs855T91 L EHWMBER BV —HELZ BRI E -
BE 0 AR EMPERRIEE ST $ TMPRSS6 rs855791 R EH B E K & E
HgaZliE BF BEAEASZAEMNMAEIL-6EE -
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B - IL-670 2 5 iE K 38 EUR B §1 X (RA) -

EEBERFIS - BFZARATDAS28/ 2 ANS.1 - £—EEH
Hafl S > BEZIEHRATDAS28G 43 K3.2E5.1 - E—EEHAF - =2
Y ERAIDAS288 4 /MR 2.6 - EREE MG - B ZIEHARA
REEFHEN - E—SFBHEFIT 0 BEZIGEARART RSN
By o

FEERLEERG S BECHFREREER E-EHEMF
ERBAIL-6EBET 2R > TEREEYS  E-SHEEH
o E B R IL-6REHBIET A EE - SEFRIKRKR -

FEEEHES T > BEEHRTNFuBEGE - EREBEHGIF
PLTNFo 3 SR B PE Y - FEREN - HAEEG - BREREHRK
KFAREG - ERFCEROIT - EREHIL-6EHREET Z 8RR
1 {7 L TNF o -

EXREREE T BECHIL-1ZEERGR - EARHE A
o IL-IZBREABAETERE - EREERS T > EBREHIL-6
LR e > PEIL-1ZEEDUA -

EELERGT  BECHEWEBELEAE ERFEERT
ERE A IL-6EHIAIET 268K > TEMERY -

ESEERG P > -6 HEEERUTHERZE © 458
R BEMERERX  BRFRE - FREEREX - #R
YW - RERKRAAREEESEE X -

5.7 BERIMBFIL-6 CRPE &

ERNXPHRBR TEZBBERA S BERAIRZER
A IL-65

E—LERA P - BEZARTMBFIL-628AN2.5 pg/ml-
EBEROIF > BEZERAMBIL-65E KNS pg/ml ~ KRT.5
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pg/ml ~ K10 pg/ml ~ RKFH12.5 pg/mlE{ A 15 pg/ml -

E—EREG T FFEEE—FIL-6ERERE  BRERN
EREEZMFIL-caBREMERIERANSEZRERN EXEER
Bl HREIG R E—-FIL-6E AR E > ERERMEREEZMFIL
6L EMBRGERESEREED10% - 20% ~ 30% - 40%5K 50% 7 05
R -

EEEERS T BRERAASZAEACKREEL (CRP)E
E -G —EEBHES P BEZEERCRPE EAR2 mg/ml -~ 2.5
mg/ml ~ 3 mg/ml ~» 3.5 mg/ml ~ 4 mg/ml ~ 4.5 mg/ml&5 mg/ml - £ —
EHGh > BEZAERCRPEE ART.S mg/ml ~ 10 mg/ml ~ 12.5
mg/mlE; 15 mg/ml] -

E—SLERAT > HEERE—-FIL-cEERE > BERERMNU
FEEZCRPEERBMEREKAESE ZFHEE - FEEEHKA
o FEBEEE-FIL-6cERRRE  BRFREREUFEEZEZCRPEE
MHEREEAISERFEEZED10% -~ 20% ~ 30% - 40%550% 2 BEfHEf -
5.8 TMPRSS6 rs855791:5 [ 43 &l |

AX MM T EE e ERA IMPRSS6 15855791 £ %

 HEERZED -EEARZEBREARANE ZIL-6E UM - BE
o EHHERHEERN CRENEER  HEAHFENABES AT
B gt TMPRSS6 rs855T91 LT EHEER KR EEN > $1HFE
B R E TMPRSS6 rs85579 1 S BE R K EM B AN » K4+ ¥ TMPRSS6

 rs8SSTOINEHBEERBEREE -

{8 FH #5547 8 SNP rs855791 (2321G—A)TE TMPRSS6E: A
ZHZ(EEHBEER)NFEXREHEER) -

WY PCRAIEWMERBREZEYER -

g 4 - [FEK R PCRRT-PCR)ZEHEN THAZE
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RBZHRZHGFEE - EFRLEEE T » RT-PCRH7 R S EL B
(TagMan®FE ) ~ 77 FIE B R/ FRETH X R 8t » 472 KX EspyFE A,
Clin. Microbiol. Rev. 2006518 ; 19(1): 165-256H » E D45 H 2
B AA SR - AR o (R LTS 2 A - TR

BERSOG > EHELUEBSZOMBEHRI THRKZE - TagMan™
SNPEE [ 43 #I 43 #71 (ThermoFisher) ; PCR SNPE: A 43 &Y 43 #71 (Qiagen) ;
Novallele £ [R 4y # 43 #7 (Canon) ; & SNP Type™ 4y £ (LA #if SNPtype)
(Fluidigm)

FE—SERGIE > fEENBERAYSNP 855791 R FREREZ
Bet B - IREIME B N UIER AL - EEER ~ 5T M ~ EY]
E R SR SN B R/SDNATRESN > REHNSEHRE
CHTREE FERERA T HEERNERBHEHEFHAE - &
B BB R o i B & 4% E /7 (Sanger sequencing) ° £ X £5 B i
b FRALSET-REFEMTZ—%  SEMUEAHNTERZ
BN MESERF  SolexaiE 7 ([llumina) - B F = At (Life
Technologies) ~ SOIiD (Applied Biosystems) ~ EBEfE EfF - B o T Hl
i 7E FF (Pacific Bio) ~ SRRFLEF KB EEREF
5.9 IL-63EHiHl

F A A ST F i it 2 )5 35 Z IL-6 55 P Bl AE $ FR (R IL-6 2 2 ¥ /&
M o |
5.9.1 HLIL-65i 2

ERBERS S > IL-6ERB RPIL-6BRETREE S A R
FTEEY) -

FE—SERG T > IL-6EHNE A2 ERIL-6CERE - ERFEER
MBI 2RERTE RGHE  EELERA T - 2REKRRE
B1gGl ~ 1gG2 ~ 1gG3 1G4 g - E— L EFEH AP - IL-6EHE RS
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RS 2aa2ERIL-RBY EREYE  REREY TS
— % E 4B CDR - E— B BRI - IL-6% Hi Bl 7 B & Fab - Fab'&
F(ab)2H By 2 HiM F BY o 7 — B MBI b » TL-655 LA scBv ~ 4L
7 g 2 Py (dsFv)St B3 BB 3540 9607 B B > VIETELEE 5% 2% 0K B
B o A — B E AT o LG AASIL6RRES P BT SEE
EMRBEY - E—BEWAT > REBEERERSEENN - K
RSB 2 B — RS EIL-6 45 B

E—BERHID > P AES BN - E—EEHID -
BB - E— B ES > B ARANEBEEAEVERA
FCE S, -« FE— L EHHIP - Hi88 AR -

TESURS B HE Al o BUIL-630 B B A MEIL-627 &5 & M BT /N 100
AMZ Ky o 1 — BB HEBI P > HUIL-650 S A MEIL-67 &5 4t BA /MR
75 nM ~ 50 nM ~ 25 nM ~ 20 nM ~ 15 nME;10 aM2Z Kp » 15455 & B i 5
> BLIL-GH M B JEIL-6:7 & &M B /MRS oM~ 4 oM~ 3 nM2
BM Kp « FEFT IR HEHIE > BIL-6HL B I L6 &5 2 1 B A /N
F1 nM - 750 pME500 pMZ Kp - 15 2B BRI - HLIL-651 B 2 A
HIL-6 7 & & EBARAKRKKRS00 pM ~ 400 pM ~ 300 pM ~ 200 pME; 100
pPMZ Kp ©

SR B NGB D > BUIL-GHLM th RIIL-627 & 4 5E 1 - fE— BB i

Bl PRI (L6455 & EIL-65 8 -

7E LR BN B o BUIL-GH B AR B Y R B 0% B D TR 0N
B TEE - R o HIL-6HIB Y NREE AT 4R -
ELAURRELIOR -

FE— BB A o A B R S ELA 2 A M TG S - BUIL-6%
B EH BT — (B A GE S M52 2 B IeGE EE -

R E D o 1gGHE B A & BE252 - 254 R 256 2 1
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R EPRERBRE2EZEABRNARERERIN  BERRE
254 M B A A & &M > BERERBELS6R 2 AR
AR EEBEBEIMA(TYTE, ) - 2 REEEFE7,083,7845% » H DI
2XSIRHZAARPFALRL Y - FELERFEZHERG S > 1gGRE
IHAEESEE TR - T250Q/M428L  (Hinton® A, J. Immunology
176:346-356 (2006)) ; N434A (Yeung® A, J. Immunology 182:7663-
7671 (2009)) ; B T307A/E380A/N434A (Petkova® A, International
Immunology, 18: 1759-1769 (2006)) -

FE—LEHGI S IL-65il 2 MR EFEHERFN B AELDE S
EHZFRNGEERFEREN - EXEEHES T iREESEHEH
(Smith® A, Bioconjug. Chem., 12: 750-756 (2001)) - £ — & B i 1
oo FIL-6H B MG ZME 2 E 0 & & 8 (Stork% A, Prot. Eng.
Design Science 20: 569-76 (2007)) - FF— L F i H & » HFLIL-6i RS
2HEHSE% S B (NguygenZ A, Prot Eng Design Sel 19: 291-297
(2006)) - E— B A > HLILBIB AR ENE > Hb—EREMES
HIL6 H—-—ERFEESH AEMBEGZ E H (Ablynx » WO
2006/122825( 8 FF ZETKHLER)) ©

FE—LEHEH T SLIL-6HLRB 2 MR FEHFEHLI T © PEG
{E(Melmed% A, Nature Reviews Drug Discovery 7: 641-642 (2008)) ;
HPMA 3 B ¥ 4 & (Lu$ A, Nature Biotechnology 17: 1101-1104
(1999)) ; =& & ¥E 45 & (Nuclear Medicine Communications, 16: 362-
369 (1995)) ; Bdws M BB X & W (HAP ; HAP{L)Z & & (Schlapschy<¥
N, Prot Eng Design Sel 20: 273-284 (2007)) ; B¢ ¥ IF & B 1k
(ConstantinouZe A, Bioconjug. Chem. 20: 924-931 (2009)) °
5.9.1.1.1 MEDSI17R{T&4Y

FER B R > BUIL-6 5 B S B B R 4 & 4 A & MEDIS 117
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i AMECDR - GHEERHAT > HBRELR RS SRS 0E
MEDISIITE@#VERREVE - FERBERA+F > B RAE2E
MEDI5 1174588 - MEDIS 1174t B f it 74 48 71 P9 25 Bl & 31 F 2 77 = 6
AR ZWO 2010/088444 % US 2012/0034212 - MEDIS1173i 88 &
£ LT CDR R 5 48 2 85 8 75 51

MEDI5117 VH CDR1

SNYMI (SEQ ID NO:12)

MEDI5117 VH CDR2

DLYYYAGDTYYADSVKG (SEQ ID NO:13)

MEDI5117 VH CDR3

WADDHPPWIDL (SEQ ID NO:14)
MEDI5117 VL CDRI1
RASQGISSWLA (SEQ ID NO:15)
MEDI5117 VL CDR2
KASTLES (SEQ ID NO:16)

MEDI5117 VL CDR3

QQSWLGGS (SEQ ID NO:17)

MEDI5117E §#
EVOLVESGGGLVQPGGSLRLSCAASGETISSNYMIWVRQAPGKGLEWVSDLYYYAGDTYY
ADSVKGRETMSRDISKNTVYLOMNSLRAEDTAVYYCARWADDHPPWIDLWGRGTLVTVSS
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAEELLGG
PSVFLFPPKPKDTLYITREPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
. STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREE -
MTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRW
QQGNVFSCSVMHEALHNHYTQKSLSLSPGK {SEQ ID NO:18)

MEDI5 1178 g
DIQMTQSPSTLSASVGDRVTITCRASQGISSWLAWYQQKPGKAPKVLIYKASTLESGVPS
RFSGSGSGTEFTLTISSLOPDDFATYYCQOSWLGGSFGQGTKLEIKRTVAAPSVFIFPPS
DEQLKSGTASVVCLLNNFY PREAKVOWKVDNALOSGNSQESVTEQDSKDSTYSLSSTLTL
SXADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO:19)
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FEEBEERGIF > PLIL-63i88 HMEDSIITZ1T4EY) -
FE—2Ekp T > MEDSII74T4& Y FEMEDS1175E 8 7 /508 §## V

& A FE — B e A R AU -

FEFEFE S - MHE P MEDISIITHIL-65188 2 & ¥ Ve ke /5
Voo DTEEE DTS E R AR - DR20(EEEBRIUR - DPR1S
{E R BB A ~ DR 108 R A B AU ~ DI SE B AR IR ~ DI 4{E
R ELER BU AR ~ /D S 3 B A B BUAR ~ /D A 21 B B B BB 1 B AR R
AR FERRESH ABHIL-6 22K -

FEREERE > MEDS117£T4£ YA & BEEMEDIS117Z VH K VL
WM BEBRFEINEDLASY - ZD50% -~ ZDS55% ~ 2D60% - =D
65% ~ B/DT70% ~ BV 75% ~ E/080% ~ E/85% ~ B /90% ~ FE /D
5% E /DI —HZBERKFS - EHBLASTHEEAEHERZ2E
HERFI—BHEE ST -

FERBERE T > MEDSINTTEYBEEUTRERFS © Hf
CDR/E & BIMEDI51177 & BICDRY B E B FFI B D 45% ~ B/D50%
B55% - BH60% - BH65% ~ BHTO% ~ BT5% - B/V80% ~ &
185% ~ Z/H90% » BHISNHENDIN—BHZBERFT - EH
BLASTHEAMHERSBEEFI —BEESLE -

FEFELERGI R » Va/BVL CDORETE Y TE — B0 % (E & THR FE
EREBEBECH  HNERERESEABIL-AEREE
ERBE)RGIRTHRERIMN -
5.9.1.1.2 HfrHIL-65i5

EEBEEROIF - PIL-6BEa KB EEHUTHBRZEFN
B2 /N{ECDR : B ZEEH  REMHEER  BREEERR - Rh#ss
Hipr > BT EHR - WEEEH - VX30 (VOP-R003 ; Vaccinex) »
EB-007 (EBI-029 ; Eleven Bio) + ARGX-109 (ArGEN-X) - FM101

C198863PA.docx -44 -



201718873

(Femta Pharmaceuticals > Lonza) k ALD518/BMS-945429 (Alder
Biopharmaceuticals > Bristol-Myers Squibb) - fF R EFEFI 4 » HLIL-6
NEEEREEEHUTEHRZIHFNNEZER#BVE XKEVE | F
ZEEDR - REMEER  REEER  ZUfTEL > BESFE
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) - ERFEBHAIS - PLIL-6IB A EEHU THERZHNHR
i A XEED - BREMHER  BEaEEH - Rz EH - BE
Zy B B ~ VX30 (VOP-RO0O03 ; Vaccinex) * EB-007 (EBI-029 ; Eleven
Bio) + ARGX-109 (ArGEN-X) - FM101 (Femta Pharmaceuticals >
Lonza) }z ALD518/BMS-945429 (Alder Biopharmaceuticals > Bristol-
Myers Squibb) °

E-EEHEA T > fIL-6EEa k8 EGUTXIEFHREIR
WEHB BN /SECDR - 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 F] 55 5,856,135 5% ~ US 2006/0240012 ~ US
2006/02574078 < B F A 55 72917215% - EBRARTUENGIHZ T
AR T -
59.2 HIL-6ZEEHEE

EEEERAI S - IL-6EH B BIL- o2 BN ENEES
ERETEY)

E—SEgHAIT  IL-6EAREERIL-6ZEBERIE - £F
EBHIT  2RERERICHE  EXLHEHEAF  =RER
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bide R1gGl ~ 1gG2 ~ 1gG3EIgGahifes - E—LEHFI P - IL-6FETUA
BEGESY  HES2ERIL-6ZERECESEYSE  REEE
M2 —EEAEBHCOR - - B+ - IL-6EHAEIHES
FabFFab'R R Z BB R B - E— S E WA+ » IL-6H BRI FyscFv ~ B
ByiE o GEFEREE I VHHEERKGIE - £ —STHme T s
RERENRNSFHEEN  HbPRREEa8ob 220 —F5FY
TL-6R > 45 B4

E—EEHEGF  EBATE2ARN  -E—EFHEHNS - L
BANELRN - E—HEHA+F IR RHRENBERFEEABEVERA
BCEW - £ —EEHGF - il B -

FEHRAERGIS - fLIL-6Z B H ABIL-RZE&EEHEF /N
2100 nMZKp » FE —LE B F - HLIL-6RELEE AFIL-6RZ & &
MEA/NRT5S oM~ 50 nM ~ 25 nM ~ 20 nM ~ 15 nME;10 nMZ Kp ° 1
BEBERA+ > flIL-6ZBHBH ABFIL-6RZEEHAEF/NRS
nM ~ 4 oM ~ 3 nME2 nMZ Kp - FEFREEEREIH > HIL-6Z B il
B ABEIL-6RZ & & EAF/NAL oM ~ 750 pME; 500 pMZ Kp © £ B 5
BHRAI S > RUIL-6ZBIBH ABILRZEEHEREF R RKR500
pM ~ 400 pM ~ 300 pM ~ 200 pME;100 pMZ Kp -

A E B PLIL-6RFE(RIL-62 4 4717E 1

FEHAEA S - PUIL-REEEFIRNEHEEFTEDVTIRZH
BREZH - EEEFEHEA T > IL-REBZHBREEZHRED 14
K~ EZDP2IREEDIOK -

FE—HEmA S HERREWARZ ABHIgGRER - HLIL-6R
NEREFEEZ)—EREENANERLBEF:FEZH)Z ABHIgGRE
& o

FEHELEEHG S - IgCEEHEEERELS2 ~ 254 K256 Z H
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R ETPREBRBE 2R HEBRINARMEREERIA > BERE
BE254m I BRI LS HRBEBEINA » BRERBELR 2 HER
NAREBRRBEIAR(TYTE, ) - 2 REHEF]E7,083,7845%F - HLL
EXGFIHZARNFARLF - FREEERLZHERG T > [gGEE
iﬁ@%‘ﬁ%@%?ﬁ@ﬁﬂﬁ : T250Q/M428L (HintonZ% 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)) -

g - HLIL-6RILE 2 HR = FERFA A A EmE
HEHZFRNGERMEREM - EREEHEHN S > HIBESEAE
A (Smith% A, Bioconjug. Chem., 12: 750-756 (2001)) « 7F — &5 B 5 5
1o HIL-6RETAG R & E M & 0 & 0 4 & 3 (StorkZE A, Prot. Eng.
Design Science 20: 569-76 (2007)) - £ — S F Hifl b » HLIL-651 Bl
EFZHEHSS S K (NguygenZE A, Prot Eng Design Sel 19: 291-297
(2006)) - EF—LEHwEIF » HILHIBAERESEN > Eh—ERFE%
T ¥ IL-6R » H —HEi EME st H A H M ’EF 8 £ 3 (Ablynx » WO
2006/122825 (B FF MR L)) -

FE—LEE T PLIL-6RETAE Z R L= HE R T8
PEG 1t (Melmed % A, Nature Reviews Drug Discovery 7: 641-642
(2008)) ; HPMA B #7145 & (Lu% A, Nature Biotechnology 17: 1101-
1104 (1999)) ; & & M4 & (Nuclear Medicine Communications, 16:
362-369 (1995)) s e M E M E S ¥ (HAP ; HAP(fL)Z & &
(Schlapschy® A, Prot Eng Design Sel 20: 273-284 (2007)) ; =5 IE R
1% /b (ConstantinouZE A, Bioconjug. Chem. 20: 924-931 (2009)) -

EFREFEHA T » UIL-REBHENEE ST B ERHKER
ZFEN{ECDR - EREBOIF » IBNERREE ST 7B ST
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BEHRE#RVERKEHEVE ZREBEEHEAT HERERAKREIN

i

E%Iﬁbﬂﬁﬁz@JEP PUL-6RIIEBERENIFEE S s BT ERE
Pi(sarilumab) Z FT A A {ECDR - R EBHAIF > BiEREHRES
MYV ERERERVERREVE - TEBEHAT > Bk
ERDVEKERDE -

FEREERAF > JIL-REIBRENFEREEH TE U T ZAT
% 75 {8 CDR @ VX30 (Vaccinex) - ARGX-109 (arGEN-X) » FM101
(Formatech) - SA237 (Roche) - NI-1201 (NovImmune) 5 US
2012/0225060 5 Fif 3t it 7 {48

EFREEHEHF > HUIL-6RBENEEEGH T HEEIIE -
EEEERGIT > B AREVHHERFE -EERBEREA+ -
Pie R R EFBREHL(ALX-0061) (Ablynx NV) -

59.3 $HIL-6:IL-6R¥ & ¥ hi i

EEBEERGAT > IL-6EPLB A HIL-6EIL-6RZEEME B
EMEZHE FEEEERGAF - SiEEAFEEHUS 2011/0002936 9 Ay
il 2 HENB 2B AN{ECDR » %US 2011/0002936 2L &3 5| A
Z I APFARDI o
5.9.4  JAKJE STATH &5

ELAIIL-68C FHJAK-STATE K H(E -

EEBEERAIT - IL-6E B BIAKE R EERER ZMHE - 72
— S E G > TAKHIHEI Bl RITAK VR 2 MHEE - £ — SR04
JAKHN B R TAK3 R 2GR - £ SERA D - JAKHIHIE &z
TAK 15070 -

FERLERF S  JAKIMGEI R EERUTERZE  TEER
(Xeljanz) - BHREE - EEBE - LWEEE  BEnRdge  £34%
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B~ RKZEE HWHKERE - KIEFE - INCB-039110 + ABT-494 -
INCB-047986 F AC-410 ©

TESERERG T » IL-6EE LB B STATHNFIE - £ — BB E G
o > 1407 B AZD9150 (AstraZeneca ° Isis Pharmaceuticals) ~ STAT3
R&ESF -
5.9.5  ZEHMIL-63E B

EEBERMI T - IL-6E 5B BRI -

FEFEERmE T > IL-63EHH K C326 (AvidiaZ IL-6I & > 78
T B AMG220) 5 FE301 » — f& IL-6 2 & 41 Z& & #I %] & (Ferring
International Center S.A. > Conaris Research Institute AG) - fF—L&F
HEB g HUIL-6FEGiAIE & 7 A5 Egp130 ~ FE301 (Conaris/Ferring) e
510 HHEEHE
510.1 Hifle - - iEEERE - K

FEHRIERA T > il SUREER BERIRIL- 6B FE KB %

\|
/|

FE—LIREIB B T > IL-6FE DURI S FFAR A% - 723 L aR Ak
NEREI S > IL-6EH R D EE P& - FEREFRAT R+
IL-63 5 LU 80 0T 5k H B - 15 35 86 9 R PO BE B 0 o - IL-GEEBBIBL
ZEPA  BRUBRPAKRE E—-LIEEBEREIF > IL-655 5T
P &8 R T 1 8

EEBERG T > Fi - HRESH BRI IL-65 58 DR RS
EERENREHBEZEEQC—BE)EHE -

E—EEgmA S > SFkASE—-BFER] mg-2 mg-3 mg- 4
mg:5mg: 6 mg~ 7 mg: 8 mg 9 mgEl0 mg- E—EFHEHF - &
RN —F&Z ALl mg- 12 mg~ 13 mg~ 14 mg~ 15 mg~ 16 mg~ 17

mg ~ 18 mg~ 19 mgE20 mg - E—L T F - FEIRAE —FHE K25

C198863PA.docx -49-



201718873

mg ~ 30 mg - 40 mgE;50 mg - E—ELE I F - FRIRAE —HE R60
mg * 70 mg ~ 80 mg * 90 mgE;100 mg - £ —EEFEHI T - BFARNIT—
& 1 - 10mg >~ 10 - 15 mg ~ 15 - 20 mg ~ 20 - 30 mg ~ 30 - 40 mg,
40 - 50 mg - FE—ELE A > FBIRNE—KE R - 40 mgs50 - 100
mg °

E—®gHEHF  ETH—-KHELELI0 mg- 20 mg- 30 mg~ 40
mg * 50 mg ~ 60 mg ~ 70 mg ~ 80 mg ~ 90 mgZ; 100 mg ° 7 — L E JjE {5
f o R —8 & 110 mg ~ 120 mg ~ 130 mg ~ 140 mg ~ 150 mg -
160 mg~ 170 mg ~ 180 mg ~ 190 mgs200 mg - F—HLEHFIF - &
TH—8BE 5210 mg ~ 220 mg ~ 230 mg ~ 240 mgd 250 mg - f£— 1k
EHEIE > F T —BE K10 - 100 mg ~ 100 - 200 mgz200 - 250
mg - FE—ELEHE T > K THE—HERKIO - 20 mg ~ 20 - 30 mg ~ 30 -
40 mg ~ 40 - 50 mg ~ 50 - 60 mg ~ 60 - 70 mg ~ 70 - 80 mg ~ 80 - 90 mg
590 - 100 mg - FE—HEEHIF - K TH—HKE K100 - 125 mg ~ 125
- 150 mg ~ 150 -175 mg ~ 175 - 200 mg&(200 - 250 mg -

ELEEERAT > il - RS SR BREKIL-6E iR SLER &
FREZHERSA -

E—sEme § > EHiBHLL0.1 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/k'g ~ 0.8 mg/kg ~ 0.9 mg/kg
1.0 mg/kg ZEMAREBERR - £ LHEH + > HHAILLS
mg/kg ~ 2 mg/kg ~ 2.5 mg/kg ~ 3 mg/kg ~ 3.5 mg/kg ~ 4 mg/kg ~ 4.5
mg/kgBs mg/kg M BHLE o

E—BEEAT  RTZERBEZHEROL mgkg ~ 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/kgs 1.0 mg/kg - £ — L FHEH P > FHHBLLLS

mg/kg - 2 mg/kg ~ 2.5 mg/kg + 3 mg/kg ~ 3.5 mg/kg ~ 4 mg/kg ~ 4.5
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mg/kgE(5 mg/kg 2 Bl & % 81

EEERRAERG T IL-6E RS TREHE— B4R
B—R - §2IRTHE R FREE—-RK—HHHA - FESTE
B THEEAIF > IL-6EFIEEFIAREE K - G28REHE—K - —H

FKE—X - FWERER —EREE -—RNE=(E A & —:
EREREERRA F > IL-6FEHLE RMEDISII7HE - EIEE
i Bl s - MEDISI17LL1 -30 mgZ 39— R EFHE —RIVIEHE - FH LK
BG4 > MEDISII7H{BELA1~23~4+~5+~75~10~15~20~ 25
530 mgZ H—REFHE —RIVILE - £—SEH A+ - MEDIS117H;
FELL25 - 250 mgZ I —BIBBA —REE=EHB —Ks.c.iH - f£§;
BB+ > MEDI5S1172430 mg ~ 45 mg ~ 60 mg *~ 75 mg * 100 mg -
120 mg ~ 125 mg ~ 150 mg ~ 175 mg ~ 200 mg * 225 mg * 240 mgE 250
mgZ FIBEFH —R - FWEHR—XRIE3IMEH —Ks.c.f&H -
FE—Egi T IL-6EDBAHREN - ELXEERAI+ > &
H>100 kgZ BF > FEIREJILIL62 mgr AT EFHE —Rs.c. i H -
E—LEHAIF  EREKRKIE  RREH U4 me/kgBlEEF4H—
s BRI EES mg/kgB4E - REFMRA KA -
5.10.2 JAKJ STATHI %1 %1
£ SR B o /N3 - TAKHI B Ko STATHII il 78] 4% O #% £ o
EEEEREIT > MMHEIFAL - 10 mg ~ 10 - 20 mg ~ 20 - 30 mg
30 - 40 mgH40 - S0 mgZ IR BB — R —RE W RLHE - F—EHEHE
Fie > & BL50 - 60 mg ~ 60 - 70 mg ~ 70 - 80 mg ~ 80 - 90 mgE; 90
- 100 mgZ M E — R — REHREHE - F—ELEHHI G > H0HIH 2L
5~10~15~20~25~30~35-40- 45550 mgr Bl & —F — XXX
PO EL - E—EF MBI F > AIFIEILLTS mgH EPO QDI BIDH:
PL100 mgE JgPO QD BID# & |
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EREERA S JAKIHEIR SHEEEE > HLS mgHEPO
BID# &2 » B(LA11 mgH|EPO QD% &

FEREER G JAKIIFIB AEHREE - B2L25 mg - 50 mg >
100 mgE 150 mgZ % £ PO BID# &1

FEREFERG S > HHBEAEESRE  BHL25 mghlEP0O BID#
E2 > DL20 mgP| & PO BIDH 2 » DL15 mgZ|EPO BIDFEE » DL10 mgH
E PO BID#Z #2 5 L5 mgH| E PO BIDH# B -

5.11 H il 75 HEAl

ERNFFHEEZ TEAZEBEREIF » HEE-THEKHE
BRIL-645 Bl 2 4 2 3a B o 88 A I R AR 4 I 08 e 7 e
fﬁ °

E—HEHA S > EZEFEB KBMPEILE - EHEEE S
di > BMP3 Bl B HiBMP6H S - £ 55 E B MBI - HIBMP6H AR
US 2016/0176956E;US 2016/0159896 Fir # it > Hi 8% > N {ECDR » #%
EEXEZBTRABRUEXEIAZITAFARIF -

EXEREG T S aRBAAMARATELLIA - £F
EERAIT > SEERAGEORERBANSRARFEGESNE - £R
BERAF  iBHAZXFAGEL IR BB KovacE A, Haematologica
(2016) doi:10.3324/ haematol.2015.140772[El il = Bi 69 8B F FR 1+ A8
NZPiAEHI N {ECDR -

EREEEHEFS  ETEEFMEERERERE - EFEB K
Bl BHEAEEENE APUSHE RS  EABERM T JieR
AHUS 2016/0017032 Frif i 2 i 2 NECDR » ZEZBRAE
X5 HZITHFALRIF -

512 ZE4
EHE—EED  REEEA -
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EHEERA T EEREABUEREEE S EMBAEE
B 7 TMPRSS6 SNP rs8557901 Bl 2 AR -

5.3 i BERE R B e 41
5.13.1 AHEBUERROMBERER P22 %

R RERG T - BN AL B R & B aEie i
BRROMERR T &R HAMRTE DR ARRMEZES
W e 5k

hEEERERZEOEOENRUTEE  BEERTRAE
23214 & GE CZ TMPRSS6H) — R % EH EE R (RBEREBME
7360 A& I Bk 2 TMPRSS6 S )M B M E R EE RO MEFEREBE
YN ERE AR IET AR L (BT R IL-65 5
EEMEELRE - O T X ESEHE . $EEERESERSA
S HTIL-6 2 CRPZ [ 5 & B » FLiG It 52 7 B 6l 8 7 1% 8 2 EPOSL 22
RIETEBMELL - EEERERI B 23214 84 GXC> TMPRSS6
— 5% (8 B B N (4R B 7E B £ % i B 73608 10 & 7 Bt B 2 TMPRSS6%
BK) » BFAE ZIL-6 K/ CRPE B EEEEE S 2 EPOF & 5 4
% HEERSETCR - CEREENEERSMan Y EE b » ik
fir BB 2 % BEE & % (2 RFinberg® A, Nat. Genet. 2008; 40(5):
569-571 > EBTEMNFEY - SR8 S L4552 2B RERIT
PEEIHZARAEA) o B E R ¥ 50 < 5% 5 X TMPRSS6 5 A 2
ERHBRETE HEEREMWEPORER/REERSH AR » B
EEERRERE AR ARSI (F a8 RAaN 2 EERET§
] B S IL-6HI 4IHE ST FE - #5458 3% - WK/ EPO4S 22 » 7T M 42
EPO 7 ] 8 7E F (B 400 1 BB ) -

hERERERNE-—SENUTRE  BAEKEBMLE
2321 A& GE CZ TMPRSS6 2 — S 5% [ H B E N (B E R LB E

C198863PA..docx -53-



201718873

7365 B & W % 2 TMPRSS6% ik)HY 8.3 BE i B0 \EME%%%UE& P
RAEBZESNECRBT - LEBEKINTREZ S NIL-641F
RS R RN Bk -

R > SR AE A  #5 A& B 41 £ # H SNP 188557915
Z TMPRSS6 RN BRI BB B P ZIL-6 £ E M - FEHHETIL-6
B H 2 BB (ep80) L& & - HIHET H SR EERRBE (PIWEHHIIL-6
1 B8 5 5 FH HLIL-6R BT BB S JAKI/STATIHI ) » 2RI E LM E KRR
KIEMBERBEEEBEERAMMERE X » K/EFEALERRHE
BT ERE  FE—EEREAT  BUEBRZAREFENIFER
REMZ EEEEUKUTIETET | GlAOFEHEESNP 1s855791%
ZTMPRSS6;5%[Eﬁﬂﬁﬁ}ﬂJ%xﬁ%‘éﬁE%Z%E(%ﬁﬂiHDZIL-6EL/ﬁ
CRPIMEEE) KRBEEENERIEZHHANEMZIGRIIK
JE -

PRALFE S BN HIIL-6 4 ) iE M BRI 2 BRI OB B0 B HRW
RiEMERED R/HEEEALEEEZEBHERMEEZIILTHIT
7‘£ °

E—%%fﬁ&gﬁww REARABERERERMEE RO
MEERZERZETHEESER  BARKRBERBHLBERAZK
EZEEMRFE -  EREBHA S REARKRBRGEEERER
ZMFEFETHINEREERPUERARRHEEHAREMZ IR
(] 40 % B2 4T 1fn Bk 4 pR R SAL M Bk A= BRI B 2 R IERY 574 » FE— (&
RERE > REARCEEERZBEERZITE TEEERERR
BIL-6EEHE - Hhstehag  EREHEERBERERLETG
EEEANERZ TMPRSS6S Ik — S (EHBEERNEERE -

R  BEANAEEELMERFRIEEER T
EIZEB Y SRNE B RN A JTES KA B EIL-655 i Al
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(Bla0pill-6pise) > HFSHGE  EEEDREERHBERERVE
36 BB AR Z TMPRSS6 SR — R EH BAREEE - £—
BB » FEABREREEZIECAR ZE—EEREA+T  EEEF
OUEESROERR Z WL -

ER—BET EHREEREELIOERFIERICESZER
28R KMIBTEBRN A - HAEE EEE R EIL-65 51 A (5] 05
IL-6pife)  RTEREEEREARBERERUETZEEENE
B 2 TMPRSS6% k2 — & EHEER - AHHR2REAM N &
¥ o E—EEHAT  EEEFLIEERLRBIEZRKE -

Er—EET  mEAREEREEEUEERIOCERSE ZER
ZHTRBHNITE > TAEBAERKZHEIL-6EHE » HhERLHE
FIBERARBERERMNE TR EEWEEK Z TMPRSS6% Ik 7 — 5
ZEHEEN > HEERSKEEEEMZIEX -

Ern—RET  BEAFRERBZAMZITE > HESKEEE
REBERNEANANZ BEAEEG ZIL-6EHE > o EEEERR
BARSERERULETIOG Y S NI E L TMPRSS6% k(B &RIE
EHBE-2 5 MT2)Z — =% B & & N (B 40 £ TMPRSS6 1% B, 77 F 2 1%

HiEUE2321RARBGHKC) HHHNSBEBEEH M ZEX -

ES—BET REGERAENZEXRNERZIEMLZT
% ABEBRUARM P NERZ SR B HEEBNERLALMRE
T4 & Z IL-6FE FURI (BT AIL-651 88 ), % (H A8 B A RS £ A B AL
BE736km B E WK Z TMPRSS6 % jk Z — 30 % fH ¥ 3 & R (Fl a1 F2
TMPRSS61% B2 oy T Z X H ERIL B 23218 B H GEC) -

EREET  REEENRAFTEZEE PR HEPO K E
7374 BARAEEUERM T NERZHERXZ B/ EIL-65EHLE(F]
WIL-67182) > T B/ EPOBIE » ZERE B RIBERERALET36
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b

&

& WK Z TMPRSS6% IR 2 — 50 % (i {8 £ R (B 40 £ TMPRSS6
45y F 2 i E B B 2321 EAFGHC) -

Ern—RBET  RERKEEENZEXRNWERBZIIETZH
B HEBRUARMFNEEZERX ERHEIL-6EHE - &% ER
EEGREEREBANETIR A SR Y TMPRSS6% k> — 5% % 8
HEBEERBIMETMPRSS6IZEE T2 R EBR A E2321E A E GHC) -

EX—BET REREINRATREZEBESRREAZITE
HEDBR RBUTEE :  BEGHBERERUE RSN KR
Z TMPRSS6% ik Z — 80 % 8 ¥ 18 B R (B 20 /£ TMPRSS61% B8 43 T 2 #%
FERRA E2321E A FGHKC) : KEM—H % E &R YIL-65 CRP

ZEE HPRGERIL-GENFEEBRERNEM Y FEES]K
g o

N

EN—EHET > REAREMENAEFTEZER S Z 4 5k
S E1H 4H AR (B 404 I & 4H Al - AUAL o Bk R 4HAE - 41 ifn 2R 53 41 A 5 48
MREALMB)NVEERFEZ T A TEEBEREBLHEIL-6EHE &
fedlMHRPEAT > HPEEEENSEEGEBERERMETICR
B S W EE 2 TMPRSS6% ik 2 — B4 % i ¥ 18 & K (51 41 /£ TMPRSS6 %%
MO TFZMERMLE2IREAEAGHKC)  HEHHNSBEEH N &

EAXTHABREEETZE-BZZIBERA T > EEEARK
CENRBREL  BFREEEED - BHER2EERPZEMm - 18
MEXERRTZED - DMEERFZEN -  REEEHPZEME
HBPOEMm - EALTAMERRE P2 E—FZSEEHRL - - [
BANEENRBAERYEER EAXTHASLEREIZE—FEZE
EEEAS  EREARCEINREESERX - EAX DA HIRAER T
ZE—HZEZEERSG - ARAFRKENKEAN N EI8EH
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X EMEBRBCLMERFEMERZIETERE o 2430 F Fr gk it £k
ZE—FZIBEERAIT > EREENRBEEE - EAXF Al
BEFZE—FZZBERAT  EREEREENAEBEFENZE
c AN PTREMERPZIE—BZZIBERA T » HEAEFHL
EHNREARHEREBMUEBORE N 2 TMPRSS6% k2 —
2% (B B R E R (Bl E TMPRSS6 % it o7 T 2 X B RE (L B 2321 B A G
C) BEHHNSWBREMEMZIER - EANTHAMAEREFZE—
HZEBREROG > HEAEERERKHEIL-6EHA - £ P
MEREP ZE—FBZEEERE F - HEEE EEEBHRBEIL-65HiA
FRAREMZEE EAXTHRKREEEF 2 E—BZEEE KA
o (ERS R ANBR -
EANTHRMAERTZE—FZIEEERI T > ARELZ
BEASKRERLMRERAT - EZLEERLIT > (4L MIKPHREA
T REAMIRAERLER ~ dLMERERRFE ~ HIFZ ER kP2 —
HEE -
ESEERAIT  ENZFRZFEERNHEERSRE » ¥
Z IL-6 F /8, CRP & & (1 41 41 #& (5 H &1 CRP 73 7 B = & B M4 20 #7
(hsCRP)FTE M » M FRIE(EHCRP » EELSMBEFERE) - &
EERA T  ENZEXRREBIL-6RPLS pg/ml - 1% E 6l
o I Z % R RECHRCRPANE2 mg/L - |
AN PHRERERESFZE—FZZEBEERMI G - IL-675 51K 2
AR PNFERZBRE - FEBEEHA T - AP NERXRZEME
IL-6[# (X 2= /NR&J1S pg/ml ~ /NRET10 pg/mlEi/NR &S pg/ml - &
BERA T AR PNERZEECRPERE/NNEH2 mg/LE/NA
£70.2 mg/L - ,
EAXTHRAEREFZE-BZZBEERA T > HEIL-65
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75 55 41 IL-6. 470 8 50 EPOZ Bl 48 - 2 5 6 B i B 7 » EPOZ i B /)
#4940 TU/kg/38 -~ %750 1U/kg/38 - 4980 IU/kg/#8 - 49100 1U/kg/3 LK
F100 TU/kg/48 » FESEEMAISh - B IL-655 5 H S bt IL-6 5158 2 &
4 3% N EPOR 8 = Bl £ A -

E—EEHEAT  EEERFEERRA N EELHE T AR
BAREERZEE  HEY EEERFEEARE MY EE B
¥ BEPO - ESA - HIFZ EH - MAS R MAMET)T > HEEHE
18 M B A B I BB R M A TL-6 4 ) E M R B Y B -
B I 2 38 RS H R AT M R 2 R B AT M BRBE AR MR A - R - OR A
#5556 0 4T (i BR B H0 3 4 B 7 4= R B B T R/ R RS AT I BR L L 4
B 4 AR 3E T AU EE M - 40 BRGE 4B A S Gl AUE R - B R
YEATHE - AT Bk R AT B ~ 4T ImBRFRANRE - 48R 4T M BR BUAE £ 53 (b 5K
Bk B {5 B AL L BR 22 451 4B -

26 i L 17 TL- 6 50 2 2 B8 (o8 0) 8 11k 465 & B P B L 15 55 M e sk B
SHIHIIL-64 Y EtE > BE TR BA S YH R BRE R RBEE
FHEMAm EE EFREAS YA REZER - ARAR
& i1 > BEW] (FI LIEPO ~ ESA - FIIF il i s 2 - 5 (6 B0 80 ~ 0 75 &%)
REEZRBE - E—EEEH T o HH AR EEE D ZIL-6% R
BESTZaBIUE Y AL 62 BT LBE 2 RAERME
BNIL-6FE PLBI S HLIL-651 88  PLIL-6HT S (B 0 MEDIS117)A] B4 A jiY
11 2 35 9% (B A #2 BLEPO ~ BSA - HIFZZ M - 7088 41 & T 4% B
HREMZ BBy HERBEE Y TMPRSS6ER B B 7 8 R RAET
(1 - 75 F R & 1 2 36 B (B 404 BAEPO ~ ESA - HIFZZZHl - # 75 8%)
SR T o SRR (i B 2321 A1 & G Cx TMPRSS6 Y T B &
188 5k DR (4 55 7 B 5 6 Ay B 7368 40 & 7 B B 2 TMPRSS6%5 ik ) o /6] 2
BENANBANALAEAE 2 S X ELRYBIWIL-6K/HCRP)E &
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Y BB -6 BB R IL-6 5 > EIEEIL-65 Bk 2 & BIUE
Moo T HERKERUE2IBEEEANTZ TMPRSS6Z REHEER
(REB1E RS i B 73608 0 & WM ~ TMPRSS6% k) By B B &
EERBERIL-CRUARBAAREMZAH - ARBNZ AR
EMEB B IR BEER - RN R R TR -

FE DS — BERE TR > SROL N R AR S B B AR B A (B
AITERS B ) (E B B9 A - 8 R AEEEYIL-6 K CRP ] 2 b 4F ] i
&2 F R o 2830t ET I Ak 2 7 3 T B 8t 2 B4 & T SR DA
WM& B IL-62% CRP &4 W 52 4 B /508 SR « 1 — @R HEHIch » A%
ReBE@OxEREHBEEY 5228 > #XHEHENHEEY
IR (IR0 3%) T 2 IL-6 % /B CRPS IR > & B AR B - K IL-6
R /R CRPET 2 WM RE % - B —HHHIP > [L-65% /5 CRPRH
> 46119 5T FR 7T R R N B R (B R S £ 1 S
W RE o B/ RIL-63 LB (Bl 5T IL-6 50 B8 ) 41 & R BLTS S5 B A
W E 2 6 B FE -

1 —[E B I D » IL-6 /5 CRPS ik 2 I £ ph 28 5 43 17 5 B 3 -
0 45 7 B B (R B SRS A S ) DA 4
WY E A R 2 E R A R - PUM IR R B R 2 A
(Bl B £ TR Y B G ) AR B -
MTER LGSR BERASE - KT > ESREVED Y BB
R BT A » B A R B DUEE b R B Y T A
i - |

EEEEWOD  EAMGNEES > AEGIOTE T B
SR AE I 0 ELIEELISAR B AL EG I8 57 5 BB 6 2 RIE S
RALEEY - BENTEBERMEETZ AN £ HBESR
t e GIEEBE Y G EBREEL  WERRALE - HuHR
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BEDSMEERERESIN - W RE DT REE%EEEPCR
(iqPCR) - HE MR T3 7A B8R g R E L 4T -

A E AR GIO&E A ~ BRAL - RS ~ B) EREEMZ
FRRHEELYEERBRERNZEMPE R EETRESN - T—
HHE—- R RATERZERN - SERE T RED KV E
SIEBE &R )RERRAZ WS (BIFES) -

EERAENREEYMZIL-6 K/HCRPEREEZEMZ 18
BREENNERRRIL-6RFEIIEEZER (B A HIL-65188) 2 A
REGMZBFEEs - AXFHTABRIEBETEHEN ERRETD
&K MAEL - LMRERERE - IL-6 X/ CRPERRZB/LKE
A o BRIL-6 5 /8 CRPR 3 [ 1K Je /30 8% 3% FMEEZ%%Z‘“%BU%%‘ILﬁ
AU Al RE S -

HAMReAR ke BB R LT Rt T -

. —EeFRECESFEBZEBUERZITE R EAEcEE
R EIL-6EGE  HPERARZEEES SIS EEHEERNE

M E R E B i1 B 7362 TMPRSS6% ik 2 BB ENR -

2. —FEEERBALMERER - LB R/EIEBEET R &E
BEBZERXNGE  ZAEE S EBKRMEIL-cETE - HpEE
BREZERBEE UL ERHEENERERERAET36 2 TMP
RSS6% FR Z B ENR - |

3. —EREBRAFLMEERER - LEZER/EIEEE R QE
BEBXEXRFECERBNTEL 2 EAEaE ERBKAEIL-6E
Bl HbERECEERAF —HSEGHEAARBERERME
736 Z TMPRSS6% Rz HBEERW » BHENSRBEERAME N ZEX -

4. —RBERBRAREERZEBZAMNITE  ZHTEES
A EIL-6ENE > HPERBEENMhEERHERERUE
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736050 & IS 2 TMPRSS6 % B — RS EHEERE - EHERS
EAENMm &% -

5. WMERE1IZEARE—IEZ I 0 H o IL-63 58 b R0 &
g3k > BIGH -

6. WHEIZATE—E 7% » HPIL-65HE B HIL-651
B o |

7. HUGIESZ 5 » R OTEE— S04 A E R B (4T I
BRYRET

8. WHRHEIBAFE—IEZ 7% EhHEREEEZFET
o |

9. —EREEEFEHERROBEREBIETRBNS
%o mTEae A EBRREIL-ERE > EhEEKENAERRE
ERERABE736/ 0 S W RMB 2 TMPRSS6% Ik 2 — K % (H # 8 &
A EHHRSBEREMNZ X -

10, —EEEBENNZSESNEBIEMY HE  ZHEE
&

LU st o A 1 B 2 28 38 2 B R SRR AL BR W R F R B IL-637
By B B R R AR R R B 73608 0 & N S 2 TMPRSS6% ik >
—RESHEEEER -

11, MEEIZI0RE—IE Y J75E » Hhiins &% 2 BEER
MR S B N> IL-6 /5, CRPE& & -

12, WMENZF%R EdMMs8EREBBIL-6RNYS
pg/ml ~ £910 pg/mlIE; 4715 pg/ml - |

13, WHEI0Z 5% » H N 8 % £ M BCRPARL2
mg/L o

14, MEEE10Z 7% » B RALMBR YR KA F & 40 M Bk 4 &
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= ALMERARFIEE - HIFZ ERI KRBT 2 —HE%H - A

15, —BEENAEEREZEEPIHARKNEPOY K IEMN T E
ZAEBEUER P NER 2R 22X HEIL-65 i B s IL-631
B Ny aEEHEPOLKIE  ZHEEBEEGHEERERAETI6
RS WM 2 TMPRSS6% 2 — S Z EHEER - |

16, WEEISZ HE > HbPER#TMER ZHIL-6HLEBENE
FIL-6fF R ZE/NR LS pg/ml ~ /NREI10 pg/mlZi/NALIS pg/ml -

17. #WEEI6Z 7% HbhER PR ZIL-65E HL BRI E Bl
IL-651 BB Y 2 CRPERZE /NA L2 mg/L -

18. MERIEISZ Hik » H &% EIL-645 BBl st HiIL-631 /2 B 2D
EPOZ H & -

19. #KIE17Z 53k > HEHTEPOY B £ /D440 1U/Kkg/E - &
50 TU/kg/¥8 - 4980 TU/kg/i8 ~ %9100 TU/kg/H 24 A R 100 TU/kg/ -

20, WMETEISZ 50k 0 HP K EIL-6FE i B sibiIL-6 5l B (&
HHIIEPOZ BIfEH -

21, —EAENAEEEZZHARBREEREZAE &I EE
=g

DB EERBEAEEGHBERERMUEVNGEE RN ER 2
TMPRSS6% K2 ~ RS EHEER ; B

DMEH — L EERELYIL-6 RCRPZ & & » HFREFERIL-
CIENEIEEARAM B EAEHG K -

22. WMEIE2lZ A BEHY R AEE— T EE A {ERBTEIL-6
BB EAREN ZEE - '

23, WMEE21Z2 A7 HbPAREMZ EEE &% EELMmEK
ERHET -

24, —HEARNNMENBEEEZER ST 4L MK HHELE
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TSR E Y 0Tk 0 TR 1 (B R B IL- 655 B 7 R R 4T B
R T o AL 5 B R 7 4R S B L B AL B 7360 B 79 B
K TMPRSS65 Bk 2 — % HEHBER - AX D EBHAENSEEE
BN 8 % -

25 WIMETE24 J73E o B U7 i M 16 AT M BR 5 L ¥ 40 R 4
HIFET -

26, WEIE24Z J7E o H o AINE R A i S A ~ BT AT Bk
Gl ARTE: ST i) b= 4 LI ARIIE:

27, WEEISEUTE—FEY N E > RO EBREBESR -

28, HIRIE1SE 24 F—TE Y J 3k - Hoh (EEEA & -

29, WEE28T J7E KA MABESM - B S B aEE
Fh A B R R ER T AR AR ERR T A -

30. 4IRS 24 (£ — T8 2 73k » H o IL-645 o Bl DU i
hAIE % Y B -

31, HEIE ST 24 F—TH 2 J5 3% » B P IL-655 Hill & HiIL-651
E% o

32. MEIEISEUFE—HZ % > PRI Z S8R T BRIE
PR B £ B8 1 2 IL-6 & /5 CRPE & -

33, MEIEISE24GE—TH 2 % > HP MY & % B BIL-
6 K145 pg/ml ~ 4910 pg/mlEK Y15 pg/ml -

3. MEIEISE24TE—HZ HE o HTHMT B ERE A
CRP A2 mg/L -

35. MEIEISE24HE—EZE > EEAB TS B
BEIL-6F&E % /N 4710 pg/mlsi/h i 495 pg/ml -

36. WEIEISE2UFE—HZ I E > REEBRM DRSS B
{FHCRPFE(RZE /NRE2 mg/L -
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37. WRBEISE2URE—FHZ FE > EFRLMEXFEETR
ALMERAERE ~ LMERERFEE - HFZERRHRBFZ KD

38. WRIE24Z %k HP R HEIL-6F5HEIR/VEPOZRI & -

39. WRIE3I8Z A - HPIL-6FHUE| K EiIL-6514

40, HEIE38Z ik » HHEPOY B & B /D440 [U/Kkg/HE - 49
50 TU/kg/#8 ~ 4980 TU/kg/3 ~ 49100 1U/kg/3 B A 7100 TU/kg/3H -

41. WMRIE23Z 50 > HPEBEIL-655 Hi Bl % (K& ¥ I EPOZ
BIEA -

42, WEEIE A0 E—TB 2 3% 5P 5 8% F 7 TMPRSS6 %
BEBZ222IMEREEG -

43, WMHFEFEIBR2PE-RHZTTE > HPIL-6EHE/EF
Z{EEEH U THBFS] 2 CORZ HLIL-651 78 -

SNYMI (SEQ ID NO: 12) ;

DLYYYAGDTYYADSVKG (SEQ ID NO: 13) ;

WADDHPPWIDL (SEQ ID NO:14) ;

RASQGISSWLA (SEQ ID NO: 15) ;

KASTLES (SEQ ID NO: 16) ; &

QQSWLGGS (SEQ ID NO: 17) «

44. WMIEHEA2Z A HPHL-6hiE BB & & F 5 SNYMI
(SEQ ID NO: 12)~ E $#CDR1 ; &4 F%IDLYYYAGDTYYADSVKG
(SEQ ID NO: 13)Z E & CDR2 ; f1 & £ %|WADDHPPWIDL (SEQ ID
NO: 14)~ E§#CDR3 ; G & F5|RASQGISSWLA (SEQ ID NO: 15) 7 #
4% CDR1 ; @& F 5 (SEQ ID NO: 16) 7 & # CDR2 ; K& & F 5l
QQSWLGGS (SEQ ID NO 17)7 & §i# CDR3 -

45. WMEIEA2Z % HPHRIL-6BREGEUTRFIIZE
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A .
7 .

EVQLVESGGGLVQPGGSLRLSCAASGFTISSNYMIWVRQAPGKGLEWVSDLYYYAGDTYY
ADSVKGRFTMSRDISKNTVYLQMNSLRAEDTAVYYCARWADDHPPWIDLWGRGTLVTVSS
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGG
PSVFLFPPKPKDTLYITREPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLE?SREE
MTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRW

QQGNVFSCSVMHEALHNHYTQKSLSLSPGK (SEQ ID NO: 18)

46. MEFA2ZIE - EPHIL-6RBEERA U T FZE

DIQMTQSPSTLSASVGDRVTITCRASQGISSWLAWYQQKPGKAPKVLIYKASTLESGVPS
RFSGSGSGTEFTLTISSLQPDDFATYYCQQSWLGGSFGQGTKLEIKRTVAAPSVFIFPPS

DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTL

SKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 19) o

47. WFRHA2 2 I35 » HPHIL-651 8 ARMEDIS117 -

48. MEEIEATHE—IBY 7% - o EME A -
5132 FAREELEBEBEEZGE

EHMEERERAT  RERRAELEEREAEE
Fivk -

HERRERERAE OB MERN TSR O BE R
BB L B R S > BIIL-6 A R A B R A WS
FI o T X E RN 0 L AU o 0 BB R Y o B R
B TL- 655 22 %2 56 18 5 3% (ACEHD &I ) - B2 UR % FI )4 98 - 6% 1% » B
DB Y 5 B O IR T R (LA Y T b -
T SAEBA Y (E M Y & AR - B HUIL-635 1 2 B8 4 F 4
S T S 0 7 (MR o 4 B TR B R AT o B AR
Bl MR D & B AILL o I BIIL-6% 5 22 41 R FO 28 o S T o
S A o L L S S T - B B B A RA Y (E B

~
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BHILE R HLIL-636 9 27 40 PR B S T 0 3 8 2 G b 2 S (L
G B R D © B 0 TE P BLIL-636 B (R 4 R e A
o AT HEARTEERBE LAY BEN - SRENE
S R B TR Y O B IR EE D o IL- 6 EL 7 A e S T A
SRS Y T - |

HEEREERAE—SELRAMER U TS EURE
LIEERRELEERELRAA S IL 65BN BE L AR
M2 0 1 3 T (0 BB 08) LB - R R R L6700
ERE SRR/ RER S EREER - BEONEEELEAE
64 B BERBALEEBREABYIL SR BERTES
2T IL-6H %] -

Rk REFREREALEEREY BB LR/ RERS
BRI - E T [ BB R B IL-GHE B - E— BB - T
ERFEEARLEERER R LET BESLERERZ ER
> B R B TR o AR B O IR E BB E 0
MEE TR % BES R %Y £ YRR E
64 R M-

R REEEEA LERERE Y R ORE/RE
BT S OTIE B B B R IL- 635 B -

tE R RE T+ R N R L B R B (E A 0 BT AR
FE TR R E R B IL- R B -

EE R REEESRELE R BE T RN
R ITE R B A R SR IL-655 B -

AR PR Y E— Y SEERH T o BT
R A B A E R - S BRI GT  AUEEEROER
11 g 45 2% 98 (L, B (ACE)H G 1 -
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AL A SE R h 2 (T —H 2 ZEE G - 0 BT AS 1
M2 R BERAS RS BE B85 m 58RO IS >
Bl e AR AR ch X E—E T ZREEMHI P » B (LIEE
HAEREERSBE  REEBRZEBEATBE (A% 550
TREE - EEEEWHT > BELGELEBEST -

EARAX PGB P E—E 2 SBEHO > EREAL
WR/REEG - A PHMREE T E—E B EE D
EREELRES  BREETHEEG -

ER—EET  ASHRE—BEEBTEROIIFEGER
2O TR T (B0 BB BB 7% > HTEEREERS
B BAKEEBEAPIL- R EBRRNSK T NS LS
2 HPIL-6RMEBNSHK T Y — NS E O RN #5500
BIET BRI -

EHE—EET ASERE EEERTEELIEERER
2 DI EIET (Bl BB 5% T ESRENAERS
BREEEEAPIL-CERERRSh s RS Er a8 £
B2 IL-6 BB RSB b 2 — WS E S 85 R0 0 0 1 5
TR -

EAXPFAREER > E—E X SBERGT > HEEEL
WEERE  LHEE - BUEERNELERE - AR DR
BB KEERHIT  MEEERAELIIEERG—EE S
ALEEGERE - LDEEE  BETRRELTRE -

EB— D ASIHRE - EAREE L BEBRE Y CEE
B8 LB R/ RE BT % > %7 A R (8 4 5 S IL- 655 ol
Hooh ST AR - (E AR AR R S IR i (B > A R A
ZIL- R EBRSK DY RS ENABEEE -
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EESBET  AEHRUE-—ERERELTERBILER
Az LB T FN.0ERB)EKRNITE » ZITEP REERR
FIL-6FE i > P EREHENEERSREREERZEDELRT
WMZIL-6BEZERISR T —RNSENTERERE - ERTA
HMERF I E—EZXEERAI T ERAFLIESE -

EAXFFREMEEPZE—FZZBEEROT @ IL-6ETUE R
PLIL-65188 - R EE I F > HLIL-65i72 HFMEDIS117 -

ERXPHHEREHEPIZE-—BZEBEROT > EVEER
MAEREARMBEEAR - ERAXFHARAEE P ZE-FHZSEE R
G EEE R A -

ES—EETS > REARERKLENFIL-6 Va1t ERI 25
Bl FGEBEZOLEEGRR/REREEEE ZIBTHLEBES
REH )% - E—EERA T > EFEEXFTEFEEARLEEREZR
e S (B 40 & W 4 3 (L BB (ACE) I L) T B A O B RE (R B
ZHEE -HTZ BUHIL-cAYEERETRRZERNRUEEZERFTLOE
iE 7 B 2 (S (B 40 7% BA HLIL-6 51 43) °

EH— T REERE OB IEGR 2 MEE T 8.0 eE
ZHEREEEELENTTE - HEACE R EREEMHIL-6 /5%
REE TR - A EERAT > LRIERNZBRER AR RS
R RER HmoE)  EERNMBZEM - SAHER
SRR RBERZ O EENE) > O AL W4E % (BT dP/dtex) Z
e E— BRI > BELREZBBEENHERSR@BIOE
HREEHBEBZEGEL) RKEERBZESGELTHEELCHESZ
Bt RE - E—EERS T - GEbEHECBEST -

FE P BT IL-6 3 H 2 B8 (ep80) R I B & KIHET R E R EERRK
RIMHIL-6 Y B ER T DB R EGYEARBEZBRLEER
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B EE EOEEAAMEENE Y ENRES T RE -
EE GBI BB R (E R R IL-65 SR B B & B s
P~ o 4 T 652 B 5 5 7 B 35 O (8 2 0 TL- 63 B SR
IL-65 8 - 7% S5 IL-657 48 (BIAIMEDIS117) « FI 5oL B (R BE 2 38
B HETRLEERREYBE  BEER - EERREYEEET
241 -

SRR MAT o FIL-GHBUENA B O SRR A -
S o 0 BURE B e EL B 0 M B T O R/ B SR I i (B
A#EERBERT 2 MFIL-6EE8RER - BEEASZIL-68E 2 (A
AR O TR RS0 R Y R o B I IL-6RE S
Froae > TIEELEER - B4 TRESSLEEERA LN
W26 B 2 (E - ST TR B O IR E > (R (A - DL R 6
B o RO REEIEE o DA T A A0 B U U B 0 R B 46 £
IL-GHE B - & 2 IL-635 5B 5 B 0 IL-655 HU ] - 79 3% b o] 6 4%
ZIL-6HE LRI ~ {8 16 T 5 5 o0 A 2 TR B 2 LG5 Bl - R gt
£ BRIL-GRAT I 22 B P 5 95 A 0 20 5 S B

SRR RN RO ISR B L ST -
O BEEIE R/RILC 2 BRI - 4 AT BB E AR A YA
o IL-6 K93 - IL-6TEREMBEZ 7 EEH - E—EEFHBG
I B T B R 2 B B (2 A S £ B (A e
B I R SR R B - B B B R S )
B (EHY A AR (AR SR M) b 2 165 B & RARE - 5
1 TL-6:2 58 96 7% 5 111 22 0 0 5 6 1 50 B B8 2 IR - T AR R
BB A2 0 M IR T+ 0 B 3808 S 36 T 2 L B 0 1 B DL 1
%o 1F S — B WA T o B 5 P IL-635 B (B0 S IL-65 4 ) i T > 3
B REEE LB EREE AR IL6A %Y (HE -
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E—EERAD > BNIL-CERTREE - L 6RRERZAE
B EE A TR B B A EEPCR » b B
5l ~ A R R AL -

B > EIL-6% ka8 - 1L-6% bk & B o 5 i i
S8 77 35 (SE AN 26 E G R A3 M) B L - R 43 A B B (6 P A (SR A A
SRy LB ENEYERNERAT I EERSE - 7
B8 BT 6 E B TR R PR R (Bl B E B R MR R R
B B )R AYESYTENEE S EREEASE -
WE - SR EMERY T REBEREAN > NSKTEERE
FE I8 b 4 T 0 R SRR 2 TR EE AR U

EEEERA S - S REERORED - A EI)E N2
BE KL EIE ST 0 AFEELISAR E MBS R A AT 5 RV G
S RALER S o BB R R ERA T SR A > LERRES
W BEERE Y S OEBREE Y B RRREEEN - H
BT eESFEERERES KHAES RS EEER
PCR (iqPCR) * £ {2 1 77 ¥ 0 15 s A J 7 B B8 36 34 =

T E BRI R B MABTE - B ERETER
BEEEY Y A RBEENZ EHELMER LETREST - T
S B AR T S AR R, - 5 B S I T R AR 5
(BB EE)RER R BT (T ) -

50 P [ {5 TL-6 25 30 50 06 14 > B (1 40 BT TL-6 471 B8 1T 2 0
B BREBEENREEMMZIL6SREE LEERERE - 8%
g BT B FE Y 0 B 6% B 2 A A AR (B 40 ACEI 41 B4R & 18 5 - I A
S 07 2B R BB B T 2R A R R TL-67 B LR B -

A SRR R B IR A5 R ML T B SRR

. —ERERALTEREZEEORL/REREN
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o TR MR SLIL-6FE U -

2 —EHIEAELEERESER DM %
L 6 (R B IL- GRS B -

3. —EREEELBERREYEEY SELNTE BT
0 & 1 {8 B8 5 R IL-6 55 B -

40 MEETE2Z O H PO AR E RS R
G (ERES 5 B> B -

5. MEREIZTIE 0 BRI L RS -

6. MIBRIEIHSZ 7k - B (L RS 2 R B E PR B R 2
B KB AR P B LR Tt RS -

7. WEBIECTE—EZHK AP EEERELRE/REE

W

& e

8. MWMMRB|IZTRE—HZG®R HPEBEAELEKES B
®REBREEES -

9. WFRHEIESFE—IHEZITE  HE—F G4 HERKEE

10, WERBEIZITE—HZ T AP EEBHEERME K
8 R LB (ACE)HI A A -

1. —EEEETENOINEERERZHNINZ L MmESETE
bRy TTA A AEEEAEER2RRKEERZELAFIL-6EZE
BMEZRFTZ—HBEZEE  HPHMZIL-6ERETRRS R
—HEZENSEERENZ OCMOESLETER -

12. —EEEBTRELVIEZERERZOCMEIETRERZ T
Ao BAABEENHERSRREERZIEATIL-6ERERES
RPZ—RNEZHZZE  HPHENZIL-6EREFRISKF 2 —HZE
FHNEEERENZLMELRT AR -
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13, WEENRI2Z NE > L EEBAELEEGEE - O
vE - MR BN

14, MEEUEIRE—EZ % HohEBEENRELI
BEaa—EABRELEERERE - OREB BEERRELBR
% o

15, —EAaERELSEREE QEREBY DBR/XEEE
#7755 0 BT AES HEBLEIL- IR - EhstEhan  EEE
R {6 04 S 7 2 WG 1S I B o 2R R R b B 0 2 TL-6 3 A% P A B 2% ik
th> — W% H e BLIEE -

16, —BEREEEOEEERY CBEEBY LMEXT AR
{97755 0 BT AR E A B L6 4 HUB o o A EE A AR B
NERAKAEB EMERTRMZIL-6BEERRSK T2 K%
B A BLEE .

17. MEEISH162 753% » HhEBERALIEE -

18. AMEIEIZE 10 ISE TR E—THZ ik - HhIL-6H Bl &
HLIL-637 88 -

19. HUMEIE18Z F7ik » fj!:qﬂ%ﬁILésfﬁﬁ%z%MEDlﬂn o

20, WMEENEIORE—IEZ Fk » HhEYERRDEE
2{: o

21, MEEIE20HE—HZ 5% HPEBAAME -

5.14 = 5l

BB B A 35 B T 9E B 40 05 SRR 4
5041 EH1: BEERELZ D ZEPORBRBESRERAS
TMPRSS6 SNP rs8557T91 L EHEHXR > BV —EEAZ BEHNM
% 1L-6 % CRPZ & 4 B

M T NE A 2 B E E P AE EE R - Hentze® A, Cell
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142:24-38 (2010) - EHIEHAEIE R H S TMPRSS6ER EYRIEE
A2 E ZMEEOR 2RIABE4ERESR - BT
TMPRSS6EHN 2 & RS R B HE KB > BenyaminZE A, Nature
Genetics 41(11):1173-1175 (2009) » H B 587 TMPRSS6 £ [ > H: b 2
SO A& S M IRIDA) » Finberg® A, Nature Genetics
40(5):569-571 (2008) - SNP rs855791 (2321G—A ; A736V)} TMPRSS6
ERZRARAFEZELN > HESBHAERAKMBMAL RS E ) HEA
RAFEZERIEH -

Ry F| 2 TMPRSS6 15855791 SNPjz 7 E:H & 2 & 7 I K #H B %
ZHEMBEE  EEHBEEZSNPERSB KRS AFEREEEER
ZREZERARFRENER - BREIHERERFINHIL-65FE] -
Casanovas® A, PLOS Computational Biol. 10(1):¢1003421 (2014) 5 7R
SRERNAZMAEIL-6EEBEGRENREERPZAMERE -

T o0&

ERLREEMEH - #E8>100 ng/mLEHb >10 mg/dL » ¥k
B AZRMIMICK] » MIMICK2 (#XECYEEHERTZEM) K
MIA (BEEAR - X KBRMEE)BFHEHFTIN=2TEZ ZERE
BZEN=208 > DIEEBEREGFEBEANZBRATAEELERE M E
MTMRENMRBENEE RUAEEEEFYENAEZEE S EHERE
RKZRFZEBE  ZEREE20034£10H -20045F98 2 BF B BARE 1F
Stockholm-Uppsala (Sweden)& FE /N {HBEME TP HEE -

YA BREBRER > 8EDIU/Ke/ BB A MERERE
(EPO)EI £ -~ Llpg/mlBEfr 2 IL-6ME & &  Mmg/L % B fir 2 CRPIM
Aag DA REMZEEKSNP rs8557915% 2 TMPRSS6E: [N U 15 %
BEMST o MEE(SPSSEKSTRE L& IBM)4 7 - FiiF R Z
TMPRSS6HBERREZEB KEERBERERIT -
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=1
TMPRSS6EHBER
TMPRSS6EHEERN RrE2321 8 7 g RIB 73658 > B ERs
F= GzC Ala
RE AZT Val

YL 43 Brs8S5STO 1 F AR (AR HE S AA - BAIE A AGH ARG
GG) » F 1645 5 BRI A 4R 43 (R M35 IL-6 2 & (B0 AH B> 10 pg/ml > IL-
6 < 5Spg/ml > HAH# > 15pg/ml » IL-6 < 5pg/ml)E 75 CRP& & (HE
#>2 mg/L > CRP < 2 mg/L)Z =4 IS4 i - LEBEER REH=
Sy fir B U 43 fir o Z EPORI & - #E 17 7F #5 B 37 (K THI 5 (Students T-Test)
> R 4L P B 75 25 £ ANOVA > 48 = 1 Y 65 5 28 5 4047
Py

MR & BE Y EPORIBE B R B EUBAEE LR S
% . ILEPOBIB 7 AW A MBI AHE - #HHHRENER
BR) 2 5] 72 57 2 (AVA) > {6 B b > EPOM] 8 B 1L-6 > £ %0 A5 % °F 5 &% (B
1A £H) - AT > AT EHEERIE) —EEEZ EE-HHE
8 5 1K (G) o B B 2 & (A/G) S [F & 2 & (G/G) 2 8 % - 2 2 EPO
B EBIL-6S B E B AE) - EHSEEERED > ¥
HIL-62 & (B> 5 pg/ml)EL 4 i1~ EPORI 2 AH R -

FEHEER R > REHEERET 2 44 %8 KRIL-6 8 8 %

B - Hl o FIL-65 BHEH - IS B (A/A) P 2 EPONI B A BT

[Ej o

BIL-62 BN - § 5 TMPRSS6 rs855791K B ¥ B £ H (A) &
RS EBRERENZIET (B24) - A BAXEHEERZE
D EEAY ER-HH I EHEER G AR EANANEE B
- 1SRRI IL-62 i 85 (L (H2B) - B b > (I ER B IEE R SH
B EBD > FENIL-62 8 » TMPRSS6Z GHELARFES Y &
BERZET - EEETEHEERG)ZE) —EEEZ EET -
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Bi< Spg/mlZIL-62& 8 (JREIMEALIL-6)FHEL » > Spg/mlZIL-6& 8 (R
A1 o fir % 5% 75 Rr TL-6) B 04 111 2 5 T 3 AH B (I 2B) -

EHEIEHBEERNOAENESRANES Y HBT » 24
H 7 JE %) CRP-% 3% B 584 - > & 8 /7 S8 3% fi1 2 EPOI 8 0 B » {278 6t
HREEEER B F RS 2 B S5 R 0k (E3) -

40118 L5 B o » 18 B TMPRSS6 15855791 SNPRE > ¥ BB
RrZEr—EEAZBED  ERAMEE-BUAER LHE
EPOMI & -EHIL-65 BRI - EHEBH T MBIL-6SBAE - Fi
FEPOB B A (E1B) - K EAREHELR S MEEAY B2
{9 5 172 R R B 1% TL- 6. B AH A (1 1A) -

B > £ 2B TMPRSS6 SNP 1855791 2 T EHERRZ &
W EEANEE T EEERERIL-6 B - 72 2% TMPRSS6
1s855791 B HBER B0 — EEAZ EE T  25% KR KT H i
B IL-6& B > HHMEIL- 628 BEity BELIL-65 8
CREMT 2 HERELA G S L BT A HE % (E2B) - 1
B o 18855791 2 R E B BEE B F A EE Y BE X MEERE
ZIL-64 8 FE(E24) -

FERSEH RS - LEGTMPRSS6E B BER > 5/ —(F
WA BB AR o I -6 A T (i 7S TP U R 35 M A+ 4 T 4
o W02 FE T R B A - B S R /E B 4T
B £ BRI OB (35 A0 EPO)EI B > G5 52 - 35 I S A B M IR e RSB B 4%
AIEIRE T U T Al ERABESREZBET  BEYIL6S S
SIL-6f2 5% @ H TR EA M - % F BEPOBE » HWnE g% -
EEEE TMPRSS6 185501 EBEHBEERZEV—~HEALAZHEEE
t BEARAEZMBIL- 648 HEBE T AARAIER -
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5142 EHI2: SMOBUEES Y IET R RO R R E L
E.7 TMPRSS6 SNP rs855791 T EHHEERZEL—HEAZEZF
B IL-6.10 55 2 55 A6 B

B K EAE B H & M R % T JE 18 M B % 2 B % J TMPRSS6
rs855791 2 PR A B 7 B B IL-6 BRI » 45 & 7 FE 2 2 SNPEE R 43 B 2%
53 H7 4 T TR 2 14 0 R B 1 B e 2 8 3 7 BB PRT 5% W 4R Y 5
Kt o
I oA

5 S BT A BE WA /1N 300 260 R B 3 465 SR (PLATO) 2 % b BF 2 o 2
(BB 43 A7 0 o 25 5 o IR 2 S8 R BT O 1% B 7 S 24/ B B T L
R SR EBE > HIE A B A B PLATO « £ 0 LA 2% 30K
BdG > S E B T B SE TR R L IR A -
rex

41 TMPRSS6 rs855791 SNPZX S 8 52 5 (A) B [F B 6 & 2 (1 A8
> FE TR BIL-6 85 U4 B (I4A) » SRTT - B FERS 0 LA 22 1% (FI 8 o
CHAEYIL6EE TEHEERGQGZ —HMEEIRTER L&
R 2 JE T (B4B) » B I - TMPRSS6H IO AL E G 2 IL-6/ 8 >
56T R -

75 4E /0 WL 22 75 30 K B 48 2 A B H2 PLATO & 7 (B B8 o &
TMPRSS6% R B HIL-6/ 3> L BB RROEE - F6tH NEHE
FCER (A (B 20 8 2 7 {8 0 S U R BIL-6.7 52 700 46 B (B SA) - 24
i EER LI EE G EE S > 782 1L-62 & » TMPRSS6Z GH {8
E R T 0 B SR R (B 5B) - K TMPRSS63E &1.0 B iE %=
1% IL-64) 82 0 S8 AR -

s il

HEE R R Y TMPRSS6E R AL ~ IL-65& 8 R A FIEEREG R ZH R
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HEMEARREEEESRZEE FAEHZHEBRREE  £EF
TMPRSS6 T BZHBERZEZV—EHERZBEFF > MIFIL-63 1wl 5E
BRI G N > BR ONMAEPSEIESEREN €2 0E
NEZHEENE - GHLEFEHBEERMARE G > AERAE TUTAERE
e B%{EEZIL-6§§§ZIL-6{%‘%1§§ﬂB%@%ﬁ%‘fﬁﬁﬂﬁ%ﬂﬂﬁﬁﬂ%ﬁ
ZHERBZODEBZESRISET  BEEEFTMPRSS6 rs855791 X E A
RrE/V—EEAZHERED  BEAAAEZMFIL-6S5 82
SRETEARKRER - |

5.14.3 B3 BHRIERIPSZ AKC ULEHAE 2 75 88 S0 o Z0 HE B8
TMPRSS 65 R %I BLTL- 641 B 7 4 ffa 35 M > R A DR 58 ol 1%

BEANE B K2 B BRI 2 MH B MBS o~ £ B 55 TMPRSS6 rs855791
FTEHBEERZEZV—EHER - AT ZIL-68 E &K & M58 1H 7 E
B ABEEEZEBED  BEZIL-6NEZSHEEEEREERXK
@ EFTENAEREAEEHEREG Rt T ERAEFEZLS
AE ME 4 AR 2 o0 HIL 4 B (iPS-CMs) 1 # 17 B B DL & 59 BMP &t BMP i1 IL-6
HBHAERE MBS HETRMEBEZ FRIENER &S00
4| F F§ TMPRSS6 > % Sl -
5.14.3.1 Hik

TN FHIPS Z 0 4 A < 75 & - % iCell 0 HIL 4H B (Cellular
Dynamics International » CDI Inc. )R E FHiCellZ Al FEREREE
(CDI Inc.)Z0.1%BH B Z& i Z 6FLEO6FLANARIE B A E - R A
NE > AHEREERE(CD] Inc)aREBERE - BR—-ARZETE
B REEFREREERE -

IR GBS i/ B &y F- AR T HRE - EHH " FM6k
MEFER,, BRABEEEE > FIPSHALMEEREEEEZ FHEMm
(SD)9057 8 » ZmHERIMEZE K2 F 118 mm NaCl ~ 24 mm NaHCOs; »
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1.0 mm NaH,PO, ~ 2.5 mm CaCl,-2H,0 ~ 1.2 mm MgCl, » 20 mm¥, fi%§
$4 ~ 16 mm KC1 -~ 10 mm 2-X &% & 1 (pHFHEI £6.2) (Das, A, Xi, L.,
K Kukreja, K. C. (2005) J. Biol. Chem. 280: 12944-12955 ; Das A,
Smolenski A, Lohmann SM, Kukreja RC. (2006) J. Biol Chem.
281(50):38644-52) - £ B {H SIHF R EAHAREI 5 671-2% 0,5 5% CO, 2 =
REBFRTEIICTEAAR EHEEEKRGETHEF MREREE
BB MR MEEKAKEHETARO) - A FIEHRA218/
14 3H3E - 40k > iCells@&FE4/NEFSIFZ 24/NEFRO o

A5 T R AR B L2 FF A5 - AT S SR BE R IR o0 A DA A 40 S A
B &~ 4B st (Das, A., Xi, L., KKukreja, K. C. (2005) J. Biol.
Chem. 280, 12944-12955 ; Das A, Smolenski A, Lohmann SM, Kukreja
RC. (2006) J. Biol. Chem. 281(50):38644-52) -

iCell ) 4700 =~ FE-TE HERESR » AF R ZEFBEREESRN
wEAHBAEBEF4NGE - BB 8IS SR A ZE (Promega Corp.,
Madison, WI){# F ViaFect™ ## 2t 5% % » F§ pCMV6-XL5 TMPRSS6
(K523)5,pCMV6-XL5 TMPRSS6 (K523)V763 A JL 4 A - 88 Zu48/\NEF
% FHBESELMER -

757 BE - e B Pl TP 5 & & (Das, A, Xi, L., &
Kukreja, K. C. (2005) J. Biol. Chem. 280, 12944-12955 ; Das A,
Smolenski A, Lohmann SM, Kukreja RC. (2006) J. Biol. Chem.
281(50):38644-52) - F ZLfR 42 & R (Cell Signaling, MA)H 4 i 7 EX 4%
HEMER - f£4C T 10,000 x gEELHHESyE > HEIBUERE -
AHI2%ARGEERB I BEEOIECREREAZS0 ) BHEEE E i
HEEZEE > HEZEAETBST (10 mm Tris-HCI ~ pH 7.4 » 100 mm NaCl
5.0.1% Tween 20)4 FI5%MiAE AL FHET /NG - BERE NS HEEH
hr8—%  BREER/LHEIUFLHRIIF IR LL1:10002 75 2
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FE—EEEBAR  2FLE8EIRAIBEE - & X Beclin)-1 (Ser93)
(DIASG)F R EH, ~ FT&EZE-1- SQSTMi/p62 ~ LC3A/B (D3U4C) XP®
F R E P BEBL -Akt (Serd73) (D9E) XP®O K & B Hi ~ Akt (pan)
(C6TET)R S BB Bl ~ BEBL-S6M% 1% B8 I 13 (Ser240/244) (D68F8) XP®F
REIL > SOMEREB (SGLO)R REHL(BK H Cell Signaling, MA) ~ #i
& % B B2 (TMPRSS6) K #i SLC40A1 (E # &) (3K B Abcam
Company, MA) » R IUEZ%ERILEIE 5 -HRP (Santa Cruz Biotechnology,
TX) - BRGEAT X RERBEAIHE S Z ZRHLE(1:20005F
Amersham Biosciences)—#EIZEF 2/ N0F - [FHEE2 R 2% EE
o HimWRw EEHEENE ST REE -

] #F PCR- #5 72 & 77 #7 (Tagman assay)- R 8 Bl & 75 2 J7 &
(QIAGEN Sciences, MD, USA){# Ff miRNeasyfil E &H 2K 47 B &, 35 /N RNA
Z #4aRNA - {& ff Nanodrop ND-100043 5% )¢ & 51 (Agilent technologies,
CA, USA)EHI&E THERNAZ RENME - 52 > EHSEECDNA
& EH (AppliedE Y %45, CA, USA)FHBEM A E A1 peRNAHE
{E B cDNA - fE I DL T PCRIRGFHETT R B8k I © 25 C R 410788
3TCHFEI00EHISCHRESTHE - FTHBREEE FREEEH
(Applied Biosystems, CA, USA) Hamp (CGGCTCTGCAGCCTTG) (SEQ ID
NO:20)7E LA FPCRIBER k4 T~ E/TRIFFPCR : 9SCTFREH 1038  95CHr
@ 15% H60C & 60 - & Hamp Z 3% i £ %# 1k ik GAPDH
(CTTCCAGGAGCGAGATCCCGCTAA) (SEQ ID NO22)YEHREHR - f#
F2-AACtF A i HE ERRE - |
PS4 TMPRSS6 % 8 5 5 B #3%- pCMV6-XLS TMPRSS6HE
Origene Technologies (Rockville, MD) » H $%58SC306623 » ¥ ERE
K $8 17 (GenBank) 27 17 4R 5 NM_153609 © I 4l % &7 51 #0 i 2 8 i 8
ZZe% » K253A - EITERCBFZ UKL B 25358 2 B £ 1 [B] 18 5%
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R (K) - EREEE > BT EREBEF R UG AVII6AZE
- {#i Fj Agilent Technologies QuikChange Il XLEBiZE B F X EH
(Santa Clara, CA ; H§k57200521)E{TRTAEEFHNIE - BHATARRE
LI  -FEAHZSIIFRFINE ¢ K% (as) TMPRSS6 E253K
GCATGAGGTCCTTGGGGCCCTGCAG (SEQ ID NO:22) ; IE £ (8)

ﬁ“‘& )%

TMPRSS6 E253K CTGCAGGGCCCCAAGGACCTCATGC (SEQ ID
NO:23) : ¥ (as)  TMPRSS6 V736A
CCTGGTAGCGATAGGCCTCGCTGCACAGG (SEQ ID NO:24) ; IE E(s)
TMPRSS6 V736A CCTGTGCAGCGAGGCCTATCGCTACCAGG (SEQ ID
NO:25) -
5.143.2 &8

FEEGT AEIPS-CMsEREREMERREEELE-2 - 750
HENFEEGTEHEERRFHEBESREHAEROIAR - -
R T 4R MRS © (HTMPRSS6 1s855791SNP 3
EHEEANEHE CEEEAR-2 DBANHRERHBERGH ZHE
EHE§-2 736V

iH 75 BE 3% 35 # B BMP6/SMAD K IL-6/STAT {5 5% 1 & B 1% 58
g7 > H P BMP K IL-6W & & % Al 2 B F f DUE BB I P e R H
{0 - Casanovas@ A, PLOS Comp. Biol. 10(1):¢1003421 (2014) - &8
5 Fi {2 5P {8 28 P& 7% - 88 48 BMP2 R 1L-6- - (& 5] 2% B8 i BM P2 {2 3
HEEFEHEERERENBERIPSLHAMME > NEZRLIL-65&
BEEREE)REZERTTE - A FE 205 R E Y RiPSAl - £
EEERN(ER)TEAEEREEBEERFRAEGEEIDIZHHET
= HIHHREIE T = -

BEABR REMNREEEEASETREERZER - ERR
TMPRSS6 rs855791 R EHEER( " 736 VREHMFMER | ) LIPSO
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MIEAEZEZIL-EREE L HHREE( "ns., ) HEWHH
BMP2+IL-6 1T Z jn ¥ » & FIBMP2EE M Es - EH AEHRERB K
AT BotE 2 HSETRAEEZERE - AR - BEHRIL-6E5EE
Rf > RIZTMPRSS6 rs855791 FEHHMER ZiPSLHLMEE RG22
FEEFERZMMBIET -

EBRTNEMBEEREAEREERTAEARZER - HENHE
&kl BE/BXTEHPSLAMBEEZEEE  HPHEREE S
BREBET ZH20%E B > OESEZ FERRENBEEAREBA
M &L RZSLORF B 6BEA B 6 ATHLELEY) - HH RN MMz FEENE > REYH
BERPSLAMHAIEEZZIL-EREZEZNGREE RN A
BMP2+IL-6 1T Z B ¥ » & BB FAIBMP2 IR A BB - MMESE TR R
BERK - HK - EHRIL-6/E 57 HEE » RIATMPRSS6 1s855791F
HEHEERZIPSLAMERRATE FEZER ZMBIET -
5.14.3.3 ik

LEEREBTEEMNIRES2F: ZEBIRABER Z%Bhocs T
i #EE  IL-6(5 5% & 2 I & 7 & & [ & 5= 3 TMPRSS6
rs855TII F EH AR Z LAMBEFZIL-6M B2 H M HEERR
REHBERZOLNMAEFRAOL - FERZEGEE > RETEY
BERIPS.OHLAE L F 2 3 M3 i 2 TL-6 7] 8 (R 1A M8 a5 e R 3R 2 IL-6
NEZH - BHrERTHNmZBEAER B2 UBN S S
e
5.14.4  EHI4:  fFE A E MR AJE TMPRSS6 rs855791 % B
HEERNEEESTFIRBRZLOBEERHER D > FIL-6EAERE
R H M A

BEEBUHERZIEE  HOAEBREEG 1% 5 2 MIMICKH
P2 HERE BERBRIZOEINGE  ERIEUERZ FEMERK
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H o REBEEFREZIE - RLBEGEBIE LT EREGE
CRS) -

BRRIL-6R ARSI RIGHEE R B TMPRSS6 rs855791 £ H ¥t
BERZEVP-EEAZCRMABETER  WEHBEFIRIFZE
BlFTR B B A E A A R B UL 8 B TMPRSS6 15855791 £ E ¥ 4
ERBEMEEGZ A Z KERCRSAER - |

B 7k TR GE Rk BT o

55048 - ECRSEIYHFEOINME - EE2HEETE VR - BUM
RZEHBHEHECEB TN - EUKRZA - HERETSESS - FHE
WEERMENE - B/AKERR REPZ24NGFEHESE ~ L
RESKEE - EEME » RIMFLERREF ZEVELD -

ZUBRBEIRFHER - BBYWOoBR=4 @ OHEREER > (1)
PLIL-6 A R H (i) EEEERE - HIL-6FRELEBRNEEESYZ
HLIL-650 88 - IZEEHEEL KT EBEGEEF - ACE (MEWHEEEL
BE)HI&IE - BB BE > HAAET 2 ERBETHNMG - THEEE
A ENLE - BU/NERREBER  24NBEAESERMEF ZEYERT
Y -

EEURBREIRKETREMABA T ZERETMS - FEE
EESEIRENMENE kP2 EMELY - REFTRENMF
HLEF ~ B/NERE®RE - 24/ NS EQE2E - LDBEEBETKE - ME ki
bz EYELY |

FEOHEBIMERE - BEZA > B AAPZEBETSRER
ff - FFEEEENMBFNE - BAREAER 24 \HEERESE - [
B mEbrEYELDY LEESFERBN-EEERIN - &
SE1% 0 IR E PR A AR T 2 (B R 4 4 DU P A R BB BT AE (ORI - 0 B
HBZ RIRELLFE) -
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B 8A-8DFR R MM N E T 2 O B ERER T LT&EY
DB M58 #ECRS (TR )T KE - FIEEE L REN By
(T ER  )AEZ CRSEY « FHIL-65E( TIL-6 ab, VB
CRSEI%) B Fil R %36 3 ACESTHI I ( " Peri | )i~ CRSHI%) -

ESARE RO ILEERIEE B R M e A A
EGH MBI REUERFRFEZ L IEEHEE LB @5
BEEEE - BSBRETREYREG —E AR UAL > FIALZ M
NEBRENGE BESCHERERANE  AB2E% > FREEY
s SBIEENEE - ESDARTERAILE « L R4EE > FiA
4 B B YA o 5 ILB T4 +/-SEM -

BR4E% > BENNREMELL > BEA-FRIL-6A% Y 4R
122 582 36 3 AR 6 00 0% 08 98 7 4B -39 FR R WE 51 B8 b JE 6 2 8 I
53 B2 FE (BI8D) (p<0.001) « SEHE4E 1% B M HiIL-6 % 42 3 36 7 4 oh
2 3 (DB 1 43 BT FE R S U TL-6 0832 L 7 2 A CIEH0T 1 1 3 I 0 ) (s
ARSI BROER R S8 BB
(R0 B R B > O B S AR T T SIL-6R B A SR E
R 7 AR -

PO LW 4 1 OB 4 B (1B 9) FR S 40 IL-6 0% T L 7 S5 8 A 0
ACE &I > B BB BOE Z (EF - o m4B%E - FHIL-6 K
AR 4 2 O HLIG A T T BN - ERA Y ALK
G o BUIL-6 R Ao 2 T AT b 2 1000 L U 0 e 2 9 40 B o W 9 ek
B ERHFLBEREEE Y OMIETE  HIL-6EEE RSN
7 ACE] 1 770 55 U5 2 ] (58 3 38 22 93 ) A T 380 o

HFEETZHYKEZORERNSEC RIS RIBEER
TL-63% 57 B 7 B 428 3 38 35 9003 55 40 2 1 Fi (I8 10A-10C) 0 i 46 8%
CEELERENL TREERT >SS LESERE S LR ER
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TEE . EBR THELRR, & -8B TIEE ) BEHERRELA
hZEME G CEHERWEERHaFiER - BME T Z®EERR
TE% BXMAGE BT TEE BXAESEEHELES -
"THELAR ERAERELEEEEY TEE ) EPZESE -

~ E1BRIICHZEERRERE " EY  B(E10B)EE " #4E
SR, @(ELC)FERE - BHEMHRBAEAMEL - 2KH HITIL-6 304
HEHBRAR AT ZEENLEASGEEREEZ R Z B ELHS
HEE S - B> EHIL-6 REEEFAHTEN Z G LA
HEESHEABEOUNCIE "EE ) B "HELCRR BF) 0 BmR
HUIL-6 B 7 ¥4 ACEHI I Bl 55 bk % | (R BB HEBRR)FERZ LG4 LIE
H o

It % Bk R B 12 & IR B ath JE DU $t B TMPRSS6 1s855791 X 2
BERAEHEES I AB LGN LB ERBHEEREE T - A
IL-6 B 1T Z /A B A R it e R0 Bg 1R 15 H IR 1B Th Rk -

5145885 HEEREME LN AETMPRSS6 rs855791 F E H R
ERFAABEESFINERZSEONEERE § > HIL-6FEAERFE L
B8 Th € U5 H A R

O 2R3T 2 EREHBEZIL-6& ERIL-6(5 R EE T RE A
FatERBREGREZZOMSEBRET  BEEEE
TMPRSS6 rs855T91 T EHBEARNZ BV —HERXZKERET - HIE
BAEAEZMEIL-62BZHERE TR RAMEM -

#E 17 U B B W B 5% DABE O 7R A R 2 o B DU R #t ¥ TMPRSS6
rs8SSTOI T HHBERNRBEARESZ NEZ/NET > SHONEER
PUIL-6F A Z/EH -

EIIARIIBERREERABEIN 2GR EREEF £EH
B0 3 5 DU 81 B TMPRSS6 18855791 T B BER SR MES I AEZ
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NETHEBELIEE - HREFAEZEE - ERAAEHIL-618
B e BINARTHABIL-6ETZAREN Mo B HEEHKT 2L
HEZRES BENBERRARIL-GETZAEEENBLBETSE
ZWEETHREEGH S LEEZEZRS - EHENRATELINMFEER
W ENE 2 PUIL-6F AR & T & R B it B BB TMPRSS6 1s855791
TENBEERZ ABBEZUESY R A LENINEKE -
6. DUSIHZHHBHA

AHEFETHSIRZAALAHE - B - B HFERHEML
REERATAE BRI A5 HZ A6 A 51 R & 5 a0 = E
Al IE RS E R AFE - B - EREFEREMBRUASI BT
AR AEHN— -
7. FEXRY

HACHRPHEASERRERS - B L XRPAER SR E
By - [ERRE > SEESLTEANRERZH ZFE M REBEZBERLT &
7T - EFREALRHERTFSEURHEAERERNE NS ESETN S
B, o
[l

=
NiTiN
VAR
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201718873 2% BF }5 58

O © 105124201
x EEH . 105/07/29 IPC 434 : 61201/68(2006.01)

(CEPEENY
A %76 R 8 0 75 e (HEPCIDIN) /v 8 27 % i 2 77 %
METHODS FOR TREATING HEPCIDIN-MEDIATED DISORDERS

G50
7 8% BE £ 458 I HA S4B 1A PE 0 (hepcidin) £ B 2 R IE 2 J5 3% -
€39 |

Methods for treating hepcidin-mediated disorders are provided.
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10.
11.

12.

ER 2 B ) & [E

— A EEME A (hepcidin) M E ZHEZ HiE aE
r‘nl%ﬁméﬁﬂiﬂ\ﬁZ%ﬁﬁZ%%&E@ié%ﬁ?ﬁ%ZIL-6%?}T

B?EU,

L}

5 b B RE % B % B S TMPRSS6 15855791 B {8 £ K (major
allele) Z £/D—HE R -
WERFEIZTZE HPLAEHEZ EH B A % TMPRSS6
rs8SSTINFEHBERZED—EHERX -
WMHEKREIZTTE HE-FEBEUTZRASE

T % B E B H % TMPRSS6 rs8557101 T EHHEERZ E/D—
EE A -
WHERKFEIZIFE—HZF%E > BhZBEERFFAEZAEA
fEIL-6& & -
WERHIZAFE—HZ 7% B RBEEEBFFA T ZAER
M%ECRPE & -
MBEBKRFEIESFE-—HZTE > HPZEHAERN EZRER
e ERE -
WMBERKIFHOLZTTE  EPZBEABEALAFERIMAZH)EE

i

0

N 14 g/dl -

WFRKHTZ A HPZEAZBEAHbE B/ R13 g/dl -
WEFKHAZ A > HPZEEZBFEAIHbE B/ 12 g/dl -
WMEFERKHIZTTE » HPZ BB ZBEATHbE B/N 11 g/dl -
MeERKF6ZTAE AP BERLEBAEERHbEE /MR 12
g/dl -

WEERKEIZT5%E > HFZEEZEEFHbE /N1 g/dl -
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13.
14.
15.
16.
17.
18.
19.
20.

21.
22.
23,
24,
25.

26.

27.

28.

WHRFI2Z 7% - Hh % RS AR HbE BN 10 g/dl -
W REIIZ ik > E PR BE Y AEAHbE B/ g/dl -
MR IE6E 10 E— T2 773k - P B E B B B SRR
25 b /N R 40% -

QRIS Y 79k » Hop 3% B 2 8 AT 25 b N7 35% -

M RELI6Y Tk - BB % ALY AT MALB30-34%
M RIES - IE 4R E—TBY 7% - HP%BE 2 LRI
b /NP 36% -

W RIFIS Y 7k » H B 2 A AT M2 EE N 30% -
RIEI9Z % » ER R 2 A H A A L R 26-29% -
MERECBENTE—HL Hik EhRBECESED —
ESAZ BRI -

MEREET T EPRBETESE D —RESAY AR
g H B T Hba B E % mAL -
RECT 20 E—HL N EPRBECERED — IR
Y PALT S UL

MBERBOZ L HhEBECETE) —RBHTE 265
HIH B TE S Hb& B R IE % M -
MERECENFE—THL % EPRBECERE S —R
W B 4L I 3K 72 JE K (packed red blood cells)Z J& Al it

M RIE6Z Fk » Hb% BEDETE D — KR KA M3
B e MR SE BB A EE Hba B R IE S At -
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FOEUEIE - ERS O — R R LU B B R Hb s B 4 T 5
AiasE 2 RFEH -

MR LTI E — T Y Ji 3% B P e R B — PR 3K -6

C198863PA.docx -2



201718873

29.

30.

31.

32.

33.

34.

35.

36.

37.
38.

=

FEOKIH218022 7 J7 7k » H o # I A2 7 B — 0 3% IL- 6. 45 i 71 A6
B HFE—EBERUEZREZEZESABERIMAEZBEEZ
HhE BREEEBEERNBAGRANGEZSENEHE -

WM ORIE21E 227 J5 7K » H op #1572 # B — 7 3% IL-6 35 i B A
BREE-EBREUEZEE ESABE RV MR EZBE M
AR ESER BT ARNEE 2 & R EE -

FEKIE2] ~ 22~ 29830 {E—TR 2 057 » HPHGERHE —
BZIL-6E BB 2 - BRFE KR EUERSZEBEE ZESAK EM
W BEBIESARI R/ £/ 10% 2 B REH -

WEFERKIFEIZ 7% HPENELE—EZIL-6EREEE B
FE-—BREUESZEEZESAR EHB N G EAIESAEI & /D
E/020% 2 BFREEA -

WEBRIHI2Z J7% » B ERE — R IL-6ERAEE > B
RE—BREUERSZEE ZESAK 2 HE N A AIESATI & B /D
Z2/050%2 B EE -

MFBERIFOEIBPE—IHZ 777E » HPEHEERLE R ZIL-65
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BOEI R 0 LR — B R DURE B A R AR B IR M0 B 4 1L
Z B -

MBERBEIBSFE—HZGE EPZBHAERNTEZRER
K87 B 2 K 9% (Castleman's Disease) °

—EARYREHEBHARNEZREZBRNGZE AT EE

=i

7 5 SR IL- 6 LI BT N B R 2 B

o PLRE X2 % B % B 7 TMPRSS6 1s8557912¢ % 18 % A (minor
allele) B EAIFES -
WK IE66 2 7% Kb % B E BE E % B B B 7 3% TMPRSS6
1885579 R EH BERBEHBES -
M RIA66 2 H7 3% » B — 41 & BE 2 2% B % B 1) 5% TMPRSS6
1855791 REHBERBEHEL Y ENEE -
—ELEEBM SR AN BEYIL-6N S B BREZ TE
Ha4

N

C198863PA.docx -6 -



201718873

70.

71.

72.

73.

74.

75.

76.

717.

78.

79.

HEAIL-6/ B B R RENRENBERIEREENEY
IL-63% 51 241 -

HPOMEZBEFEEHFTMPRSS6 1s855T91 F HEHEER &
N — (B -
4055 K IE69 7 7k » H b Sn BT T BE 3% B % B A 2% TMPRSS6
1s855TIN T EHMBMERZEZD—HEAR -
W RTEOOZ Fik » HEE— 2 B A E % B%E LS % IMPRSSG
1s8S5STN T HHBEBER B2/ —EEAZERITSEE -
MFEREIET P E—TAY Fok - E R EEEEFE R
g IL-62 & -

WMFKIFANRRZTTE > EFZBEZARAMABIL-68 8 K25

pg/ml o
WEFERKIETZZTTE > EFz BB Z ARAMEIL-6&5 2 KRS
pg/ml o
MEFRKIATAZITE > HPZEH ZGEAIMABIL-65 B RIRT.5
pg/ml] °
MFEBKREISZTHAE > RPZEEZBFERMIBIL-68 8 KR 10
pg/ml °
WMEFKIETOZTTA > HPZ BB ZAREAIMABIL-62 & RKR12.5
pg/ml °

WMEFRKERETTPE—HZITE » AP EGERE—RIZIL-65
NERE BRE - EREUNEZRBZMER ZFREIL-68 &
B ERGRAT B Z KRR -

MERKET8Z T A > P EHGERE-RZIL-6EHEIRE > B
FEEEUEFHEIL-c2EHRNARAISEREED10%Z
iSY RS

C198863PA.docx -7-



201718873

80.

81.

82.

83.

84.

85.

86.

87.

88.

39.

90.

MEBERIHETIZT A HTZBELEA-FRZIL-oEHHE=E > B
RE—BRRUAEZBEZME T ZHEEIL-68 BEEBNGFENS
EREED20% 2 BE R H -

WEHEKHEBOZTTE » Hh g ERE —-RZIL-6cRATEEE > H
RE—BRUEZER ZMBF P ZHERIL-6& BHERN AR
BREEE/DS0% 7 BEREIH -

MBBRBEIEIPE—HZ % HPZBRZEFARZEEA
CREZEZEH(CRP)ZE -

WEERKIHAB2Z A HFZBEZGEAICRPE 2 AR2 mg/
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mab) ~ & %Fﬁ%}ﬁj‘(sirukumab) ~ T3 HI ¥ & B 1 (clazakizumab) ~
BB £ & B i (olokizumab) - X B E B i (elsilimomab) ~ VX30
(VOP-R003 ; Vaccinex) ~ EB-007 (EBI-029 : Eleven Bio) -~
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C198863PA.docx -10-



201718873

110.

111.
112.
113.
114.
115.

116.

WEEKHEIOZ 7% » HPFZRIL-6iBEREE G R BEiTE
MEBEBEHRUTHRKZENDE IXEED - BREMKHEE
bl - BREEEN - mMaTEH - BFEFEB - VX30 (VOP-
R0O03 ; Vaccinex) ~ EB-007 (EBI-029 ; Eleven Bio) ~ ARGX-109
(ArGEN-X) ~ FM101 (Femta Pharmaceuticals, Lonza) &zt ALD518/
BMS-945429 (Alder Biopharmaceuticals, Bristol-Myers Squibb) o
EREBERGIT > ZPIL-6hB A EAHU THR Z NS
HZEEDN  BEMHEED  REEEH - cETEH B
FEE B ~ VX30 (VOP-R003 ; Vaccinex) ~ EB-007 (EBI-029 ;
Eleven Bio) ~ ARGX-109 (ArGEN-X) » FM101 (Femta Pharmaceu-
ticals, Lonza)x ALDS518/BMS-945429 (Alder Biopharmaceuticals,
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