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L. TR BRI TR SRS AR A &Y, Irk A58 & 20— P B il TNFRT, Horp
P iR AZ R TNFRI ) 28 B 1t 5 LA N4

i)3% EL68V/S921/HI5F /ROTP/HISA/K161N.L68V/S92M/HI5E /RITP/HISA/D207NAI
L68Y/S92M/HI5F /RITP /HISG/K 16 INFK) 2 o PR A 115 , H v P sk A2 5 £ TNF R T ) o3 4128 0 ) 22
G AN IR T 31 5 SEQ 1D NO: LHR BT IR () R AR TNFRI Y 2 12 7 B AH ] 5

i1)3% HL68V/S921/HI5F /ROTP/HISA/K161N.L68V/S92M/HI5F /RI7TP/HISA/D207NAII
L68V/S92M/HI5F /RITP/HIBG /K16 IN[F) Z F: B AZ A1 , I o BT iRAZ A I TNFRT 1 [ A2 1 1Y) 2
FR AN SR T 7 S EHSEQ 1D NO: 1H BT IR 19 R SR TNFR T (¥ 224 1R 17 B () A S PR ik R4 1 &2
21140 B = R 7 B AR 5 A1

111)3E [ L68Y/S921/HI5F /RITP/HISA/K16 INFILESY,/S92M/HISF /RITP /HISG/ K16 IN[K]
QB , b BB AR TNFR IR BRAB I I 2 L BR A Z R )7 1 5 SEQ 1D NO: 1H
Bk B R AR TNFRI A S 12 )7 B (1) B B e A 41 2216620 R 2 212 17 B AH ]

2 N BRI ZL R TR I F TR BOR IT TR 45 S AE R A &4, oAb Frd A AT TNFRT
(R RS i F DL A

i) 3% A L68V/S92M/HI5F /R7P /HI8G /K16 INFILESV/S92M/HI5F /RITP /HISA/D20 7N 2
SEBRAE i oA B AS A B TNFR T BRAZ 1R 1) 2 A FR /M 224 R J7 71 5 SEQ 1D NO: 1 Bk
[FIR AR TNFRT [ = S 12 7 5 AR ] 5 A

i1)3% [ L68V/S92M/HI5F /RO7P/HISG/K16 INFILESV/S92M/HI5F /RITP /HISA /D207 [ 4
SEBRAE i 5 A B R AS A0 B TNFR TR B A8 1 () 2 R 71 ) 24 R 7 71 S5 FH SEQ 1D NO: 1H iy
IR AR TINFR T I S 4 1R 17 2 1) e B IRk 41 22 21 1A ) S 2 1R 7 F AT

3 HRAE BRI LR 1 FTIA I F TR BOG TT TR £5 SRR A &4, AR B A2 AT TNFRT
() LB AE 11 AL L68V/S92M/HI5F /RITP/HISG /K16 IN , Hi v AT i B A f) TNFRI ) B A& i i &
FERR AW RAIETR T H 5 HSEQ 1D NO: 1 Bk () R AR TNFR I 2 L 2 7 F1 1) 2 FE IR e ik 41
F 21 1H B LR e FUAH ] o

4 KRR EL R LA I F T 90 806 I7 IR &5 S AE R 54, o b Frid A2 A7 K TNFRT
(KR TR F 51 5= SEQ 1D NO: 18820,

5. MRAR BRI R 1 AT — TP R I F T 9 BUAR YT TIRZRAAE I H A4, Hod pirik
AR TNFRIAE KA1 (E. coli) A

6 . FRAR AR EE R 5 Bk 16 F T FlR BUOR TT IR 45 S AR 454, oAb Frd A A7 TNFRT
SETE R H A NS 5 3 51 B I R 3 BT A A R TNFR T ) 2 22 o 1 7= AR 1

7. HT AP EET TIRG SR AEY), Ird A e a s a2 b—MmEZRE 50, 2
2 /D PP RRAE RN EE R 1 B 4 AT — SR (A2 (1) TNFR U 2L e e

8. MRAE BRI Z R 1 A — TR I T 9y BOR YT TIR SRS 1R H A4, Hod pirik
AR TNFR TS S AE 1 , o b B A 4 2 ik Be Ak B 284k (B iRk shasy lation & FF
Bk RER AL AL AL UL R R AL - = RS SE 2R AL RS AL BPEG AL

9. TP BUGIT TIREE S AR A 5, Frid A& a-& fmbd iR IR Z R 1 =4 4F
— AT AR R B R TNFRI A

10. TR %) Jm &8 FH 2 50, A S RN E SR L 2 4 A — IR (A &

L1 AR HE BRI EL SR 10 By ads (19 e 38 FH 25 1) 550, v B o JRy 88 FH 24 " i 7] 2 3 HIE 7] B HEL

2
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2R N BMESATE B F = 461 2 RRAVET Rig

B GE
(00011 AR BT BAB NS SR FEA 52 44— 1 (TNFRT) 2 BRI 97 Alage , O HLSE A4,
WKL R 10 AR T T IRER AR Alig o

BREAR

[0002]  FHRZRAAE (B “THL ) , ARVE TR M M AR K, 2 R 2880 73 A RIHR 95 o
FHE , O R Mz s WL T4 e ) o tErp, JRRAE T HA S 1k 5B BE B TR A
FEFRFE PR N AN [F] o B A 52 PERE AR I A 35 AT B B L B e A B, T B A P
PRI & PTBe A ™ E 2 4R A 77 o HARZE 9 20 S Jogren &5 G- A AURHR M 28 R a6 A IR 1 5
NHE RN TIREEAAE

[0003] ETIZAMMAL R, CEEM S5 EE 7. It b 4l S0 E 8 %k
N AEHR R 1 PR 5 SBOR AR, 3K 5 O 1 A0 LB SR AE IR 23 |, S EERF AL, IF A
5 TR 2 A E

[0004]  fEATHRER-GAERIARR MRSV 1 N TV AR R MR YRR B ek 2D 1H 78 % AR e TH
JE b4, JEAE N W00 DL R SR B P2 A o N TIER BB e A BTk R R O
B 5 IR e I O I R R BN 5 5 O FLI Rk A 22 i B2 S K R VA R R R, il
2 N TIH o X L8 Rl 43 A ORG A8 LA IR T o7 LE VAR 2 T AR S A By LEVH 28 & FF 70 4T
FoAHSE , IX BT BA RRRYE  EATA RMRAIGST , MR EIR T

[0005]  [A] M), fifi 25 & B MR () 9 DR 5 MR SR 10 1) 2880 e 2 AH DG, STl 1SR FH 45 Pt 8 44
BEHTVRIT B0 TAE I He AT 2R 13 BIHIESE

[0006]  EL4AI & , O & HiE , T-HR &5 A1k 22 B HE 2H 23 0 dE i Rr G A i i 7 AN~ i Ao
FER) 2O0E , I H OV T 2 P &40, 4 an S [ B L 20 B DR 3-8 400 11550 PR A B 2 AR 15—
HETEA Rz TR £5 A4k

[0007]  JMuJR IR FE Al a (TNFa ) & — Fh 5 2O0E I BLAH G 1Y B 28+, IF H 5 AN TNFAZ 4%
(TNFR) TBL 1145 4 A HH 30155 5 25 Fh 20 0 s 82, /60, 65 1 02 1 98 E S M. o 71 B 7] DA 3ok 171 7
INFaFITNFRIY &5 & A1F FVGIT 2 M B & B MR R fa , DR K T 2 P INFa i il
71 o TNFafii ] 551 [ 4 38 P 451 5 7] A A2 EH AT 9 PR TNFR T TG A F G 49 4 R ) A0 IS 7 3 (7= 44
FR:Enbrel) AEAE A TNFaff Hi44 i 9% K 540 O i A FR : JE R E 5T (Remi cade) ) FIRAT 14
ARG AR AB IR ), T 5 1KLL ) 57 32 22 ARG 97 28 R PR 90 7 48 VAR JE s
Crohn¥i %,

[0008]  [AIM, 48 24 FF TNFadil il 54k IR B ¥ 97 %UR (US 6,428,787B.US 6,379,
666B.US 6,177,077B.US 6,204,270B.US 2004/0126372A.WO 00/27421A) . k4, US 2009/
0098136ALFF 1 IR UL & A1 K B AL AE S A vh A ¥Ry T HIR SR S AR AR A, 9F H LA
HE 770 7% =Xt FH 3 79 a2 S et el T o 2 Y e 2R ) R A S e £

[0009] AT, (73S 1AV 75 BB 7R BE m iR 7 DR IR &5 S4BT, 8 A b A2 2 TNFa
IR A B BT ER BRI TIZ
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[0010] & Hfajik

[0011] R BH N & IR R LSS A1) e TR BB DR 32 44— 1 (TNFRI ) A2 44 e H v BLAE VR YT TR 2%
AAETT 7R B 2 W Im R RO, I LA J5 58 AR & B o DRGSR B BAB IR R N IR IR 38
DAl -52 41 22 IR v B ) 3 O e a2 697 TR SR B4R FH %

[0012] RSN TNFaIfil 55, 4 H 35 A 56 B & FR:H-FNo . 2011-0043485 A HF T4 A
JefIR SR BE R 52 A -1 22 Ik R 3 B, LA B S AR A7 AR ) B A R R g Bk, IF HLAE
JTNFafiiil 7, 4 F i AR e E & R No . 2012-0027666 AF T H A MK TNFadh &
R BRI MR SR B R 52 4 -1 2 ik A FL A B, /B A TNFadiiil 571 o

[0013] 785 B AZ A 1) Jifeg SR AU DR 52 A — 1 22 R AH DS 1) BA b & R HR 35 s i i xR A 92
TAERES 7, KIAANFER T T — AN IR BRI 52 AR -1 A8 4 , vk A8 A LU AR A5 1) Jivdeg R E
K52 AR -1 2 IR (0L, 5 [ R P No . 2012-0072323 ) B A4 23 38 2 104 20, 9% Bk
S HHR G T R D e TR BE DR - 52 A — 1 AR A 1) B 6 A R 2% B AiE R R HH R 2 I PR AR
Ro

[0014] K5 , & B N Jd i B WA AR 58 , AR B 1) B AR AR AR VR 97 T-IR 2% 5 Ak U7 1
T AR A N RV A2, MRS PG (— PP AR T TNFa il il 57 ) 76 0038 - HR 27 A R Y 9
RIT A H AR XA F L KA, A B TNFad 57 24 IR 27 A4k T Bo7R 2 255
S IF HAE A A R B ) R e AR T DLYR PR B IR 25 S Ak R AR A

[0015] AR B —ANJ5 I, A & B 4 fit— i FH T 1By A/ BRI 7 TR R S AR A &
W, Bk A1) 5 20— P i I SR AE R 32 Ak - L 2 IR 2 b — D H BB A 4%
F a3, — P FH TR 4 & P 1l A/ Ba I 7 HIR SR A ki 7 i

[0016]  7F I SCE TEA MG IR A K B 2 1iF, 6 A ST B AR TE 34T 78 SC LA B 375 I b fig e AR
KRB BARERAE B AE 53 708 75 B, 75 W0 AR AR E 76 4 1 B A5 AR R B AROR 2 3R A58 4 Y8
WHEA W 08 X

[0017]  GnASCRT H L, RIE “ KN B SR BE R 752 4k - 17 B4 A JMogg IR BB R 552 4461
Z K7 (R 3C, “INFRT” B¢ “INFRI 2 JIK” ) $895 B A\ 1) HH 4654 2 2 B 41 1o I HLBE % 15 TNFaZh &
1) 22 1K o op ) b, SR (P AR R ) TNFRTEL A WISEQ 1D : 19 BT id O FE IR P71

[0018]  wiASCRT A, AvE “ N MR IR BB 52 4k —1 v B B N M SR SR R 7 32 6 -1 2 Ik
FrB” (R 3C, “INFRI B BCC“TNFRT 22 ik BE” ) $8 INFRI [P E6 43, ik & 2 1R 791 5
TNFRI I AH B2 L R 7 511100 %6 AH R 9 B 22 /b — A SR IR VR HL B2k /ETNFRT  Be b, SR 1)
FILRRHRIL AT DL T 2 KA ATATTAL B, AL HE TNFRT AN AR 35 CAS I A R 38 o 1% /7 BE 5 TNFRT 3
B2 D— DR RE, a0, /E N INFadlifi 7R AR R, BB H TR ER SRR IT IR
TNFRT 7 B AR M 42 A3 A TNFRT N o 5754 14> 28 B IR Bk i 4B 111 105,126, LTI
FEFSHR AL B, Bk i By il 6 42 N TNFRI 105 TNFRI 126 FITNFRI 171,

[0019] @A SCHr I, Ao “INFRIAZ A& (BRRAZAA)” B “INFRIAZ A (BURARAR) Jr BE L “E A
[KJTNFRI 2 iK™ BE “IE AT TNFRT 22 ik v B 48 S5 TNFRIBCINFRT Jy BCH A /N T7100 % 7 91 [F] —
PERAZ M B TNFRIBAZ A I TNFRT v B, Bk TNFRIECTNFRT v B A0S SC5E R IR B E 4
AR5 B, I H“TNFRIAZ A4 (BRRARAE) A B BB M I TNFRT 22 I Fr BE 5 “TNFRIAZ 44 (B
RAZAER)” B “UBMAII TNFRT 22 IR 247 — DB ARV H-E 6130, A 9 TNFadifl il 751 & 454k
HECRA TR ZE S ARV IT DhR 1%, INFRIAR 44 HAT 5 B AR AU BOR SR TNFRI B TNFRT Jy B

5
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A RLITO % B &1 )7 51 [F) — PR 2L 7 51 o X Fh 5 51 R — PR L e e 2 /0 K475 % B
P e 4 /> K 2980 % ATy S AR 1 25 7 K 4585 % - AR e b & /D K 2990 % 3 Ho i it ik
iy %2 /DK 2995 % o INFRIFAR R ARG S AL 5 747 8 7 B LA A [F) 2 J: PRV AL B

[0020]  fAR SC R A, ARAE “PU B ARAA™ FRAE IR IR U R 52 AR -1 BN IR SR BE R 52 4k -1
BRI R T 5 R A B A AR AR A

[0021] iR SRl A, ARHE T B8 AR i 78 MR IR FE R 52 A -1 BN IR SR BE R 52 44— 1
BRI T 5 T A B A AR AR A

[0022]  fuiAR SR A ARE 7S B ARAA” i 78 MR IR FE A 52 A -1 BN IR SR BE R 52 441
A BRI T B 60 B B AR AR A

[0023] A SC A AT, ARWE “INFRIm” $5 B4 HH TNFRT ) S B 2 7 71 H ANR o 854 11 S 24 1R
B A [ m AN 2 PR B B 4H R ) U B IR 17 B TNFR T B o 1 1, TNFRT 105 )7 B d5 B A A
TNFRT N Ui 554 1 22 J PR VR A2 B 1 () — 2% 1061 2 R 1) /77 IR INFRT v B o 15 28 o — 43l
+, TNFRT126 J7 Bt $5 5 MINFRT NAR ¥y 554 1 G JE IR VR 2R 1B A1) — 2% 1 26 N2 L TR 1 P 31 1)
TNFRI}T B .

[0024]  FEARSCHRAL ) &2 R IR 7 71 P AFAE B 2L IR HH e AT O 80 = REBCR 7 BE 4
HRIR AEHPIZIR A B A AE AL AT R B AR 0 Hh 5 $0 S P R b v B 7 B 4 ki 44
[0025]  WiASCAT L /55 “xAz” FEZETNFRIF B TNFRT A B 1) &L R 7 51 Hh AE F NA i 2B A
fr B AL G T INFRI) S EE IR 771 ) F 2 B 45 x 1) 28 Ak 1 o i S 48k o 191 1, K48Q ¥R AEAR i SEQ 1D
NO: T TNFRI ) 2 5 B2 5 F1H A I NR iy 54847 B b A 2 i (G In ) B 4l 2018 (Ly s ) Y
AL AL B .

[0026] {4 FT 0B 1/ BIGTT TR SR G AE I A R B A W00 A R 43 » A8 1 1 TNFRT B¢
EA K TNFRT By BEA e Mo A0 & ZE WISEQ 1D NO: 1 BTk () R AR TNFRI A 28 5 188 5 1) v B
TNFRI 7 B ) 28 Z 1y 2 v

[0027]  7E£592.95.97 19847 B AU Fr AN R B IR HAB IR 2 L IR 51 (VY AR 4K )
[0028]  7E%568.92.95.97F198fr B AL 054 S FL Bk FAZ 1 1) S 1R /7 7)) (T EE AR AR )
B

[0029]  7E4568.92.95.97 MI9SH. B A1 & 5 G FL W ik A8 1 - AE 55 16 1 5 207 f7 B Ab £
T NN R R T P (N EAR ) .

[0030] iR L ER 1B S5 R SR TNFRISTNFRL A BEAHEL , 4R FRE I N 1 % TNFaff 25 455 Al
JIERFEIE N T E A BB, 3 B AT DLARE S E N L B R S AR TS
], AT DA FH 2 B L #  0hT- HoA AR O B Py JeB M A i A i N R GX B, ARSI AR
N7 1M 5 DL A2 , R mT AR A3 NI &5 650 5 B ] DAZE RF B n & A e 1k, ]
DL e 2 47 B Ab 2 FE R 1) HoAth Ak S AB A B R S A5 1 , 49 20, T8 e R 8 43 140 R A L B
e (14N, 2 BiAL BR YR FABLAL ) 24k BB Ak hasy lation 2 B fb IRER AL . ek
AL IR B e fb 2 B Bk (carbamy lation) (9140, 2 R AL (carbamoylation) ) . =
HE 2R AL IH A JPEGIL 5

[0031] {4 FFF0BE A/ BUGTT TR 2 SR A R B A MR A R 43 A8 1 1 TNFRT B¢
BRI TNFRI B SR M & ZE WISEQ 1D NO: 1rp ik (1 R SR TNFRI i) S 52 8 2 71 B TNFR1
Fr B = SR T A
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[0032]  7ESK921 B FH IBME #:S s

[0033]  7E5595( & HIF B #tH;

[0034]  fEEE974 & HIPE#R;

[0035] 7R 559847 & FHABKG & #:H,

[0036] 3 H.,

[0037] fRikthiF—PEFEIEH AT ED—DEH.

[0038]  {ESf68fr BEALFIVEHL;

[0039]  7ES516147 B AL FHQEN B #:K ; Al

[0040]  7E55207 47 & Ak FINE 2D,

[0041]  FERTIAMEH , LIk D , 75 559247 B Ak FIME #eS s 76 559807 B 4k FIG B #:H; FI7E 2
16147 B AL FNE K.

[0042]  HRBP UL, DY ARk, HAS7E 5924 B AL FHT M E 1S ; 72 559547 B Ak FHF & #H;
FEEROTAL B b HIP B 1R s 3 HL7E 559847 B 4k FASKG B #:H ;

[0043] L EEAR{A, bR VU ARARR) 2 A1, Hab S fE 5686 EAL FIVE # L BL

[0044]  FNEEAFA, bk HEA R b, LIS EFEE S 16147 B AL FHQEINE #K ok 78 5520747 B
fib FINE 2D,

[0045]  flidesth FAETRRS A1/ SR TT TR SRAAE ) A R A AW A 2085 -

[0046]  t—20, F- Tl M/ BUATT TIREE S AR AR A &M A& 2 T —Fi& i
() TNFRIBLTNFRI 5 E%

[0047] 4%l s S, INFRTF BeF INFRL —35 45, Bk 43 o/ 5 INFRIZE A 55 R 1
F e b, fEA R B A, BHAWISEQ 1D NO: 19 Birad (1) R AR TNFRI A 2R R 7 21 1) S 2 1R ok i
415 211(SEQ ID NO:2;TNFRI171)ZH Bl 2 HE 18 /7 71 s BH 40SEQ 1D NO: 1R Frik i R 48
TNFRI [ 28 2 1 5 71 ) B PR AR 41 2166 (SEQ 1D NO:3; TNFRI126) 40 it 2 5% 7 %1 5 Y
WISEQ ID NO:1H BTk i RARTNFRI A S AL 1R /7 FI ) 2 LR % J441 22145 (SEQ 1D NO:4;
TNFRI105) 4 i f S L8 S5 91 o /E N 22 3%, T BT INFR LR 75 VU 25 M AN & 5 TNFaZd & b T 11
W HE N =S IR Bk R 5 TNFas 55 2% (CorcoranE A,
Eur.J.Biochem.233:831-8401994) , 3f H.i& A FIr Ji 1, 55 = &5 M4 FE AN 300 ZE TNFR TN
TNFa ) 45 & F Al GEAS 2 (deficient) , JF HH RSRTNFRI(SEQ 1D NO: 1) 2 R RIK H59 4
1434 A R FE IR 71 B B R TNFR TR AE i vE (B0, S5 L1156, 989, 1474

[0048]  ARAUHH AN BB 5 W, 5B TNFRTBAS M TNFRT A B A - AH I (1) 2 Bk
WAL HEAE AR BE AR TNFRIBRAZ MR ) INFRLF B 8938 4 o RAE “ 5810 INFRIBUE Y
INFRLFy B BE A ARIRN 22 K7 Fa 0 5 U FR i e 1Y) B8 4 2R AN INBRO AR AR , RIS A&
PR ) B A A ) R B R A B E AB A AR, R BB INFRIBUB AR B INFRL 7 BL 1Y
M EFFERR 15 BIORFF I 2 1K

[0049] 5t , “SAEMHM INFRIBUZ R TNFRL B AS T AH R 1 22 K™ DL e th A8 ik ok
S B LA T 30T X TNFa Py 45 G55 f 3R/ B 2 7 /42 =1 2 R B0 Tk ) 2 IR AE 1 , B4
Hh TR R AT O AR 4 S AR K TNFR TS R (1 TNFR T B (1) 2 25 8 1 71 1) 17 F L ) 4 %
SE RS ThEe (R AT B o I bE R TNFRT 22 JH (49 220 358 18 5 371 A8 A < AR () g 2 it
FRBR N N BT, ARSTUBEAR N 5] DA% 7 A L) B i o

7
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[0050] 534k, REEm] DAGERR AR B iR AR , “ 5B TNFRTBUAZ M I TNFRT - B 4%
FAHFEIR 22 K7 BT LA AR B 2 AR TN IR SR AT B AL BB IR R 2 K, Bk R A7 B BE 05 R
A GRS I TNFR IBAS A (0 TNER T BE R &S , 190 40 , o = 1tk B e 5

[0051]  flLifth, Bk T 754K B 4 58 7 B AL I 2 3L BRAB 1M 4, “ S0 B INFRIBUE IR )
TNFRT Fy BEEA FAHFE M 2 B AT LA 5 2 A WISEQ 1D NO: L FTiA i P FIf 2 Ik A 2 T
90% .2 T95% .2 T96% .2 T97% . %2 T98% 5L £ T-99 % ¥4 [5] Y5 14 , 3% H 7] AL 5 S for
ARAARIE] T A 2H 2305 Sk R AU L SR A4k, B &2/ b— NIRRT VB Bk A
BN IR B R AR AR T8 0 P IR 1 28 () A B M SRARIEE NS 43 S At i 43 B 1) £
5T, #R A TNFRT 2 ik B HAZ T X

[0052] W4k, 608 B /TR BT AS 6 INFRT BAS A TNFR T F B R 58 4 £ ik (BRI E “%
FEE AW ) B AEAE A K BB K TNFRI B AS 14 [ TNFRT A BLK) 36 LY o

[0053] % LE &4 HAA E /D PRSI TNFRIBRAS K TNFRI F BGZE £ 0k i it 3t
MRS

[0054]  fENA K BH RO DLI%E SL i 75 48, AR PR (W 4 A 0 0 7 22 /b — FiB A6 (1) TNFR T B0 42 117
(R INFRI Jv B A A Ry, i AT I TNFRI BB A (¥ INFRT Jy Be B A 38 B DA I 28 2 1
1B

[0055]  #ESEQ ID NO: 1+ ik [ R ARTNFRI [ & 82 - 51 (TNFRI ) A3 &% | 2 R I & 3
FRASAM [ 2 3L 8 2 71 < S921 /HI5E /RITP/HI8A L S92M/HI5F /RITP /HISA . L68V /S92M/HI5F /
R97P/HI8A.L68V/S921/HI5F /RITP/HISA/K161N.LE8V,/S92M/HI5F/RITP/HI8A/K161N.L68V/
S92M/HI5F /RI7P/HI8A/D207N.L68Y/S921 /HI5F /RITP /HISG /K16 1QFILESY,/S92M/HI5E /
RO7P/HI8G/K161N;

[0056]  YESEQ 1D NO: 1+ FTik iR IR TNFRI Y & LR P 5 1) B L R FE 41 B 21 LA R R
FEBR T A (TNFRIL71) A8 75 3k 1 B S8 FRAB R 2 1R T 21 : S921/H95F /R9TP/HIBA
S92M/HI5F /RI7P/HI8A . L68V/S92M/HI5F /RITP/HISA \LE8V/S921 /HI5F /RITP/HISA/KI61N,
L68Y/S92M/HI5F /RO7P/HISA/K16 1N L68Y/S92M/HI5F /RITP/HI8A/D207N . L68V/S921 /HI5F /
RI7P/HI8G/K161QFILE8V/S92M/HI5F/RITP/HISG /K16 1N

[0057]  ZESEQ ID NO: 1+ FTik i KSR TNFRI [ G FE R - 71 1) 8 PR ik k41 & 166 20 B &
FEI 7 F (INFRI126) H A, 75 3% 1 H I 2 R BB IR 1) 2 24 1R J7 71 - S921/HI5F /RITP /HISA
S92M/HI5F /RI7P/HI8A . L68V/S92M/HI5F /RITP/HI8A . L68V/S921 /HI5F /RITP/HISA/K161N,
L68V/S92M/HI5F /RITP /HISA/K16 1N, L68V/S921 /HI5F /RI7TP /HI8G /K16 1QFILE8V/S92M/
H95F/R97P/HI8G/K161N; Al

[0058]  ZESEQ 1D NO: 1+ FTid iR SRTNPRT Y R FE R 7 B 1) B I R AR FE 41 B 145 LR
FEIR T F (TNFRT105) FHAL S 126 10T B 2 2R BB I I 2 2L TR T 1) : S921/HI5F /RITP/HI8A
S92M/HI5F /R9TP/HISAFILESY/S92M/HI5F /RITP /HI8A ;

[0059]  fESNA R B SEAR G SE i T 42, AR R I 1 A A5 22 20— BB AT I TNFRT B2
TR INFRT Fr BAE A R4 > BT TNFR T B S AR 1) TNFR T Be BT 3% B DL R & 2
B& 31 -

[0060]  ZESEQ 1D NO: 1R TR RARTNFRI Y & FEHR Fr 51 (TNFRT) AL & 38 [ T N & L R
BAI A 58 7 %)) : L68V/S921 /HI5F /ROTP /HI8A /K16 1N L68V/S92M/HI5F /RITP/HI8A/
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D207NAIL68Y/S92M/HI5F /RITP/HISG /K 161N

[0061]  YESEQ 1D NO: 1+ FTA AR AR TNFRI Y & FER 1P 5 1) B L IR FE 41 B 21 LA R R
B H) (TNFRILT L) Wi AL 2538 B 0T 28 2= B A 0 () 2 2E 1R 7 771 : L68V/S921/HI5F /RITP/
H98A/K161N.L68V/S92M/HI5F /RITP/HI8A/D20TNFILES]Y/SI2M/HI5F /RITP /HISG /K16 1N s il
[0062]  {ESEQ 1D NO: 1+ ik il KSR TNFRT ) &L R - FI i) R FR Ak Ak 41 5 16641 ) &
R 73 (TNFRI126 ) WA, 3 3% 1 N U8 BRAB 1 1Y) & R 7 371 : 68V /S921 /H95F /RITP/
HI98A/K16 INFILE8Y,/S92M/HI5F /RI7P/HI8G /K 161N,

[0063] {1 My A K BH ) e e SE it 7 58, AR R I S5 2 /0 — P A I TNFRT B S
WA INFRT Fy BOAE A R4y, B A4 I TNFRTBAZ 1 (%) TNFRT v Be HAA 16 B BL T [ 2 0
iR

[0064]  ZESEQ ID NO: 1+ FTiR KSR TNFRI Y & FE R 17 51 (TNFRT ) A &3 1 i N & L R
A [ B B B8 7 %71) - L6 8V /S92M/HI5F /RITP /HI8G /K16 INFILE8V /S92M/HI5F /RITP /HISA/
D207N;

[0065]  ZESEQ 1D NO: 1+ FTid iR SR TNPRI Y E IR P B 1) B L R AR FE 41 B 21 LA R R
FEPE A (INFRIL7 1) A8 33k B 0 T 2 B R 1 1) 2 AL RSP 71 : L68V/S92M/HI5F /RITP/
HI8G /K16 INFIL68Y/S92M/HI5F /ROTP /HI8A /D207 ; Il

[0066]  ZESEQ 1D NO: 1+ FTiA AR IR TNPRI Y & FE R 7 51 1) B I R AR FE 41 16620 IR
R 771 (TNFRI126) HR A0 A S F BB L6V / S92M/HI5F /RITP /HISG /K 16 INIK) I R ST 71
[0067] R NARKIIK 53— ML SE T %, A K WA S5 20— TNFRI
BB R TNFR F BOAE A R4y, BT TNFR TR MR TNFRT Fy B B A7 3% H SEQ 1D
NO: 5% 30/ 2 AL L 7 71 o

[0068] A LA Ja sk A5 FH it A 490 60 K B AT A T B 55 B Sh 420 A4 M 1) 5 A B ) A A Y TNFR T
BB TNFRT B o 31X 28 22 JIR S L 28 0 A 03 O 1T 5 5 L5 ol A 5 ] 5 e -1
NO. 2012-0027666 1 P&

[0069] Itk Ab, A4 TNFRIBUE 1 I TNFRT v Be BA FH T A M ok it B e B S5 B B))
YDA I b AR R R M LI b, AS A G TNFR T BG4 (1K) TNFRT - B EL AT s I 28 HL G 1
PR R A 5 5 T B R R »

[0070]  t—3D , AR IR L gmADAS 1 1 TNFRI BB G TNFRT F B 22 (8] 5 A i 2 DR 1
PR s BUS A ZBUE I AE B A0 L, I FLAE TR A DR L s A A M s s P
S . AEAS A TNFRIBAR A I TNFR T B 712

[0071]  3t—0, A B3Rt — P T TR BRI TR SR A E A &9, ik H A5 WaS
G ROAS ) TNFRITRAS MR TNFRTF B A 3L IR s A, i 32 R G 34

[0072]  AgHp, TEvz 8 TR ZEA4E , 45 K Stevens—JohnsonZE A4k .S jogren4E &
fiE ~ BROBEIR PR R SR 28 AR B L1 Ly -Day £ &1 Jo R M TC UHE VB 72 3L
oz (B4R R) AYBIE A IR R A7 B AR AT 4 e 4545 IR 25 IR PR 5 TR
TR 2 SRR 2B | 1 B G AT Ath G 02 IR s DA R DRI O 2 TSI 88 1 A 465 i 98 (KCS)
FIFHR

[0073]  J8% , FHT-6I7 BLIRR: TR 4% AR 4% % B BB I TNFRIBUAZ M 1) TNFRT A Be i
7)) DA 7 it P 1) 3203 O Rl 2 RIS AN B S IR SR BT IR VR T ORI F

9
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BITBY BLSEAE B, 3 HLnT LA A A T R B TR SR SR 255 A R - AR SCRT A, R
AR TR TR R AR & Gl /R4 B i S LT, %5 &= & £90.0001-
1000mg IR 1L H10. 001 -500mg , B ik 775 DA 5ok ) & 8RR H 20% 240K 1 4 157 & iite FH B A
FEIR J7 2t FH o 5 A M, £ J5 30 i 2 MR R B 00 R, S 0.001-10. 0w/ v % FIAR 6 Hh
0.01-10.0w. v% A BB H) TNFRTERAZ MG K TNFR T F Be () 25904k 1 L I = AR, JF:
Bt A H 1R 26 BN A M5 SR 7, Z9900 T INAS IR T 1k, IF BB AR ARSIk RN 17
52 F& S5 Fh DR 2R AR 1 T A 42 1033 L 140 7 B e D) e e 70 55

[0074]  [& 7 A B FIABAM ) TNFRTBAS G TNFRT B 2 4b , A B 44 Wik vl B &5
A B AH R PR AR AN/ B N AT S AR ST SR o A AR AR/ BN I, A R B I
HAYNET] LA & SR ) 2 v ) SR T VS VR A AR e A 5 A B S ) BEORG 7R e A Ak 7
S5 AHANPR T 6 T AR AR RN B 3 1T 2 DL A 5 a m] DA I FH ) At 40 43 it
A, A B 2 A s T DA B 3R T PR SRR/ B2 AN 7R (mi tigating agent) AT/ EiAR E fL
RE5.

[0075] S350 Ik AT 4 A V5K 77, ik FRPERR BHA G4 8 R AR TERT 7K 77 491, 7T B
T I ) 2 A IS A ST SR S A | TR SRR QA AR L SRR RN LR R/
6] . 2 U RE QMBS  H B B« (L BB RIS LV 57 2 2R IR B B 2 2 R s A v
IKFER) 1 4 SR 5K 77T B R T AR 2 5% n] DU AR R B AR A 2 e %
XPEE I & .

[0076]  fENZEPPFAI, T LS A% 191 s IR A0 - < B 0 A A8 R Y N B b RO N e 1) & />
— o G2 R T DL KB 1 A7 25 A T A A I pHAR 4K o 2 v 7R 4 R P AR A ) 1) P e AR
), AL 7T DA Q0 1 326 36 M T 4 555 22 8 A1 B A 5 22 7 () pHAEL

(00771 S0 7% M 77 FH DRV S A7 80 4 FF A 0 B A8 49 A, 49 2 Jse SRV ) L L
TRECET L 1 0, T DAAE A SR AL I VYD I R 2 B AO R IR BRIE 5K 0 ARV
FRIEVP W (tyloxapol) «triton (21, Triton X114) A0 1L BLIHELET 50 H A BRES

[0078]  fENAREALEE G4, T LAE FH 3% 1 28 B 56 TR 0 TR I 1100 %6 ML A J , 4910 2, R dpe B B
Pemulen (7= 5t ZHFK) 5, 0. 1% 520.5% (w/w) EIRIT4P (E AR

(00791 BJj F& 77 FH R B 1A FH 28 4 100 B A 03 G, FF L mT RS A 461 2R L U S
TEE R FL IR (benzodedecynium bromide) . B4 S . JE A& A lE . Ok 2 3L B | 4 iR
TN I AR SR R BRI L A ) A ) 5

[0080] 3k 7] FH ok 386 I s A4 o WG B2, I H LA ] DAL F5 22 0 , 201328 I Jo 1R B L 36 L IR
WERLHLE HERNAE RN ZEEGY: CIGERGY WIGRE SV HEART
.

[0081]  AJ LA — 40 U 7R 0 22 A BH (R A0 5 W0 LA BT LA 2850 Al o0 AE Ak A7 S ) 284
P A8 ) 91 ] DAL HE 4 AR 2 E S HL SR SR I R A FLAT AR RN T Ak R R e Tk
(BHA) o

[0082] KAk B o AT FH A2 1 B TNFRI SR AR AR 4 TNFR T B IEC il Js 1) A B B 40 it FH 1Y) 25
Wi o, FF ELRT DR 1 R A Bk P it P BT e P B P B e T B S S X 4 (R
) it P 5 A By PR R e AR R, 75 R A B PR RS I L BRI R IR SRR A 0 T AT DA
FH ] HIS 3518 )5 388 e FH o

10
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[0083] PR &AM K TNFRT BAZ U 1 TNFRT F B, 2 ] A DL b i 0 7 v 7 AR 1 11 7T
it FH o it FH I 3R] DA A2 i HR 7]  HE 78 7] B8R0 S Skar 770 77 B AR) E  E RAE
I H AT LA 2 v IR 7510 R0 AR 8 791 o 3 8 i i m DA Je ek AR @4 O N ) — 7 VR A AR R L
Jea s it P =X 3 77 P 25 1 Bt e 2 M BRI L I ELAE R 3 — it P 3K, AT AR T o
A5 1e) BRSSP o AT ety , AT AR A IS 3R -8 R G VE IR S AR S — AN SR 7 4, AT RA
i & s B BOR BEVERE S B, W RS W10cusert (FiAr ZFK) &4t (Alza Corp. ,Palo
Alto.CA) AEA N —ALIT7 %8, INFRIASAA T DU & T IR BB IR 8% , 3F H AT LA
RS2 A AR N ANSERE ST S, AT LT FHTINERIAS A4, [A] i A, 53 FH T HIR 2 10 1) v
SRR, BUE I AT IR SR 1 VR AR 2557 A B N — AN ST 42, T L AR BRI A
T TNFR B AZ 4 G TNFR T B ELREVE 5 2R R I s yE AR 24 |

[0084] [ /il 771k 4b , i& AT LA Id I 2 Rl 77 v 4 5 14 it FH AR J BH B2 1 1 TNFRTBR
BRI TNFRT B o — /il 22 PIWR N R 1008 B 8 ) o AR BH 42 0 (1 TNFR T BRAE A5 1)
TNFRT f Bt Al DA 2 i S W N I Hp L Jl ek B 9B 5 VR R A S il B P 25 22 3 & SR R
Pt AR Ty — P72 TR NRL (1) BMst 3 771) L VR fi1 770 (40 8308 79 Bt FH 357 I v B IR 771
SR IR/TRIR B )2 P BE T o AT LA JE i £ By AR 450 O A IR R 508 B 38 i 25 3h /K
TRE T B o KR &, il & T B 55 70 MR B B0 R A &4

[0085] Kk BH (K4 A K TNFRT B A& i (1) TNFRT A B w] DA o O B FVE i FH =41 41, 9F HL
AT LAF% 770 BB EE AR B A2 R S AT SO BORIURE 77 3P  of s 2 R B )
B 7T AT FH o AT DA I 285 4) i s U 2 D ik il & D IR 540

[0086] WLt , A% BHICAZ G I TNFRT 22 IR BRCH: v B AT DA AE T AR (8] L E R 7 3L 8 718k
TR BT X E R 0

[0087] [ 7 DA bR 2 Ab , ARG N GRS U BH A5 100 R e B i <2 it 7 224
T AB ORI R A 5 B A2 e R R A A 5 A A R BH ) S R

[oo88]  [ff K& fj ik

[0089] P& 1 s /R TNFRIZZ {4 %) £ s fi A% Mk 2 IR AE F

[0090]  F&1:1EW 4,82 753 TR +3Ek (R ) , 83 75 3 TR +K I P83 (2. 5mg/
ml, REEHE ) , 1864 : 7 5 TIR+HL036335(2. 5mg/ml , J& §B i ) , 185 : 1% 5 T-HR +HL036337
(2.5mg/ml, ELHE ) , 186 : 155 THR+HL036326 (2. 5mg/ml , J& &R ) , 187 : 15 5 TR+
HL036222(2.5mg/ml, R #iE A ) , 18 : 175 T TR +HL036329(2. 5mg/ml , /il A , 189 : 15 F
FHR+HL036304 (2. 5mg/ml , Jay il it FH ) 3810 : 5 S IR +HL036330 (2. bmg/m1 , R &K ) , 18
11: %53 TR +HL036229 (2. 5mg/ml , J&BHEH ) , 1 12: 755 THR+HL036402(2. 5mg/m1 , J5
i) 181315 3 IR+ R E A (0.05% , /i )

[0091] ]2 W /R AR 4B TNFR AR 4494 B2 (1) A S A Ik A o

[0092]  J&1:IEHH4,1E2: 75T T, 183 : 153 THR+K IR 9 (5mg/kg , JZ T it ) , 184 : 175
STHR+HL036337(0.5mg/ ke, % T iE ) , 185 : 155 T-HR+1L036337 (5mg/ ke, B¢ N ) , 18
6:1%5F THR+HL036337(0.625mg/ml , Ryl it FH] ) , 167 : 153 T-HR+HL036337 (6. 25mg/m1 , J7) 6
Jiti F)

[0093] &3 R TNFRIAZAA K VE AR IG InAE

[0094]  J&1:IEHH,E2: 75T T, 183 : 153 THR+K IS U (5mg/kg , B2 T it FH) , 184 : 175

11
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STHE+HL036337(0.5mg/ ke, % T i) , 185 : 75 5 THR+HL036337 (5mg/ke , ¢ N ) , 18
6:175 5 THR +HL036337(0.625mg/m1 , JE# it FH) , 167 : 75 F TR +HL036337 (6. 25mg/m1 , J&j 6
Jiti F)

[0095] || 435 7 F JIE FR TNFRIAZAA ) 370 2 AE H

[0096]  J&1:1EHH,IE2: 75 S TR, 183 : 1553 TR KB 5 (5mg/ kg , [ T it ) , 184 : 175
SR +HL036337 (5mg/ kg , K¢ N FH) , 185 : 155 5 THR+HL036337 (6. 25mg/m1 , J&3 3 jite FH )
[0097] &5 7B R 1H] - TNFRIASAAE) 3 2 AE A o

[0098] T 1:1EH4,1E2: 75 'S T, 183 : 153 THR+AK R 5 (5mg/kg , JZ T it FH ) , 184 : 175
SR +HL036337(6. 25mg/m1 , J&#BE H )

[0099] &6 W/ VE IR H TNFRIAZ A4 3t 2 E

[0100] J&1:1EH4AH,E2: U5 5 TR +3k (R ) , 183 : 755 TR+ ARG % (0. 25%,
R , 18415 S AR +HL036337(0.25% , RIS A , 5 : 15 5 TR +3F fE £A
(0.05% , Jryilsita FH) , 186 : 75 T AR+ IR Je (0. 1% , Ja it A

[0101] A B PRk A% SE Tt Ty 52

[0102]  #RHE T ST il 4 S itk 1] - SIZ ot 461 40 S 58 S e 491 5 A BH I 25 APt s A i A T
SEPLCEAIR 1R AT 0 2 I o AR, SR IR S S (R T R AP R AR A R I, IF AR R
AP T S0 FF I SR Tt 51

[0103] [ #il#& L fs] JTNFRT v B AR A () il &

[0104]  (1)TNFRIZFAR T

[0105] MK L F 1 755 2010-0089395 (E5HFNo . 20120027666 ) Flith [ 4 F H1 i 5
2011-0138751 (FFFFFNo. 2012-0072323) , B FEH AT T R LK R AL BRAB i (K42 1 1) TNFRT
(“INFRIZZAE” ) VR MBI .

[0106]  [R1 14K B TNFRIAZ 44

[0107]

= TNFRIZBAATD. &1

HLO36222 TNFR Im—A2 S921,H95F ,R97P ,HI8A

HLO36229 TNFRIm—A9 S92M, H95F ,R97P , HI8A

HL036304 TNFRIm—S36 168V, S92M, H95F ,R97P , HISA
HL036326 TNFRIm—S54 168V, 5921 ,H95F ,R97P ,HI8A K16 1N
HLO36329 TNFRIm—S57 168V, S92M, H95F ,R97P ,HISA K16 1N
HLO36330 TNFRTm—S58 168V, S92M, H95F ,R97P ,HI8A, D207N
HLO36335 TNFRTm—S62 168V, S921 ,H95F ,R9TP, HI8G ,K161Q
HLO36337 TNFRTm—S63 168V, S92M, H95F ,R97P,HI8G K16 N
HLO36402 TNFR Tm—WT T (BFAEA)

[0108] (“m” & $5105.1268(171)

[0109] 1 il & INFRIZZ A& , ff FH L8 A R N TNFRIF) 1834545 B - TNFRI171 . TNFRI 126 11
TNFRI10524844 2 JIK (1) 24 18 7 51 (W He AT T BR IREBME) 7ESEQ 1D NOs: 133230+ [ iA
(AEFEEF AR,

[0110]  (2)#mAS TNFRIAZAA I DNAR) il 2

12
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[0111] S 7 MG AT KRR S PR TNFRT AR A&, T 57 o 58 [0 15 AR M INFRTAR A& . 3R 2vp (B oR
FISRA B BRI BT iR BB R TNFRTAZ A4 (1) 5| 4) FIARAR -

[0112]  ELAKT & , 3 FHTNFRT FURLAE J9ARAR , 45 T 2210 20 pmo Le B X 51 W3 il T 2848 7K
L B 5 Ad P Fu R & 31T PCR , B AR 2 B AT o5 5 1) A8 A4

[0113] M4k 5 [ % R4 HFFNo . 2012-0027666 1) 2 FF N 254 2 F T ) B TNFRT A 44 1)
TNFRI171F B R ATNFRT A AR TNFRI 105, TNFRT126 FITNFRI 171 8153044 .

[0114] 7 #EE4F5TNFRI 105-A30 . TNFRI-126-A30 FITNFRI-171-A30%) TR , 38 318 FH
5 R 20 A30FH N R [F) 51 ¢ FEA3 I O M 22 ¥ pET44a-Me t—TNFRI 105 pET44a-Me t—TNFRT 1 26 /I
pET44a-Met—TNFRI171 FRiAE AR (a0t 3R 453 1 Bk 23 73l 46 pET-TNFRI105_A30.pET-
TNFRI126_A30MIpET-TNFRI171_A30, 3 H 4B X 2 Bl Fr B FE R REIR ) , STt AH B (1) 43
LB S5 N R 2rh R, ik AR 5 v, [R5 B -5 A2 A AE X 21K 51 4 948 A ikt
PR 1) BURLAE N ARAR , 44 2 pET-TNFRI_A2FRIpET-TNFRT_A9 o J8 3 AH[F) 77323 , [R] Bof 43 % 214
S FEAT QA 2 1 BOREAE O ASEAR , F4)8 oAt BTk

[0115]  [R2]H T & M5 A2 [ 5115 B

[0116]

519
RAMES
PCR #iff ekl
A2 pET-TNFRI_A | S-GTCATTTACAGCGATTGAGAATTTTCTGCCGGC-3'
(pPET-TNFRI_A2) 30 5“GCCGGCAGAAAATTCTCAATCGCTGTAAATGAC-3'
A9 pET-TNERI A | 5-GGGTCATTTACAGCGATGGAGAATTTTCTGC-3'
(PET-TNERI_A9) 2 5-GCAGAAAATTCTCCATCGCTGTAAATGACCC-3'
5 GAGAATTTTCTGCCGGGGTGCCTGAGCTGTTCTA-3
A2l pET-TNFRI A
S TAGAACAGCTCAGGCACCCCGGCAGAAAATTCTC-3
(PET-TNFRIL AZ21) 2
SSGAGAATTTTCTGCCGGGGTGCCTGAGCTGTTCTA-3
A22 pET-TNFRI_A
5-TAGAACAGCTCAGGCACCCCGGCAGAAAATTCTC-3
(PET-TNFRI_A22) 9
pET44a-Met-T | S“GAGTGGGTCATTTACAGCGATTCCGAATTTTCTGCC
A30
NERI105, GGCGTGCCTGAGCTGTTCTAAG-3!
(PET-TNERT_A30)
pET44a-Met-T | 5-CTTAGAACAGCTCAGGCACGCCGGCAGAAAATTCG

13
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[0117]
o4
KA ; o
PCR R k2l
NFRI126, 5 GAATCGCTGTAAATGACCCACTC-3"
&
pET44a-Met-T
NERI171
S31 PET-TNFRI A | 5-CACAAAGGGACGTACGTGTATAATGACTGTCCG-3'
(pET-TNFRI_S31) 2 5. CGGACAGTCATTATACACGTACGTCCCTTTGTG-3'
S36 PET-TNFRI A | 5-CACAAAGGGACGTACGTGTATAATGACTGTCCG-3'
(pPET-TNFRI $36) 9 5 CGGACAGTCATTATACACGTACGTCCCTTTGTG-3'
SLGAGAATTTTCTGCCGGGGTGCCTGAGCTGTTCTA-3!
$46 PET-TNFRI_A
5 TAGAACAGCTCAGGCACCCCGGCAGAAAATTCTC-3
(pET-TNFRI $46) 21
SLGAGAATTTTCTGCCGGGGTGCCTGAGCTGTTCTA-3!
$47 pET-TNFRI A
S-TAGAACAGCTCAGGCACCCCGGCAGAAAATTCTC-3
(pET-TNFRI $47) 22
S54 pET-TNFRI § | 5~CTGTCCTGTCAGGAGAACCAGAATACAGTTTGTA-3'
(pET-TNFRI_S54) 31 5 TACAAACTGTATTCTGGTTCTCCTGACAGGACAG-3!
S57 pET-TNERI S | 5“CTGTCCTGTCAGGAGAACCAGAATACAGTTTGTA-3
(pPET-TNFRI S57) 36 5 TACAAACTGTATTCTGGTTCTCCTGACAGGACAG-3'
FATGTTAAGGGCACTGAGAACTCAGGCACCACATA-3
S58 pET-TNFRI_§
(PET-TNFRI_S58) 36
SLTATGTGGTGCCTGAGTTCTCAGTGCCCTTAACAT-3!
S62 pET-TNFRI S | 5-ATCTGTCCTGTCAGGAGCAGCAGAATACAGTTTG-3'

14
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[0118]

Gk
KA ; I
PCR M G2
(PET-TNFRI_S62) 46 5-CAAACTGTATTCTGCTGCTCCTGACAGGACAGAT-3!
S63 pET-TNFRIL 8§ | 5-CTGTCCTGTCAGGAGAACCAGAATACAGTTTGTA-3'
(PET-TNFRI_S63) 47 S-TACAAACTGTATTCTGOGTICTCCTGACAGGACAG-3"

[0119] I/ AL . Onl &3 FPAEAR FIRIDNAL 1.0l 20pmole N-5|4,1.0ul 20pmole C-7]
¥,25.0u1 2x PrimeSTAR PCRZEM5],4.0ul 200uM dNTP,0.5u]1 PrimeSTAR HS DNAZE 4
Al (Takara, H 3% '5 :R044A) , FI17. 501 2818 7K , §]4550. Oul e By, 3 HLBE f FHT- UL B4 38
SR o

[0120]  SLjEPCR, (04 : AR :98°CH4r 8l , IR G AL 1 : 98°C 304D, 1M E VE : 55 C30FP AL
M 72°CO5 8. EE IR R op IR 278 1 32 S A1 20 BB TR (MG PR ) I HLBE J e & e
R NAET2 CRRE2109- 8

[0121]  PCRy™ 4 FDpn 1§ £E37 °C Ab 3 2/Niy DA B fift X W 181 57 4 R DNA - SR8 PCRY 34 1
DNA . HZ 211 DNAYA VR HLFE 5 1 e 51 ANXL1 - A2 A4 i ( B 3% 5 :RH119-J80,RBC) , [ &
I AEA2 C AR 5 1o Bh i A BTl SR B2 A A0, B S AE 5 A AR 5 85 R I LB A3 7
B B FURMAEE AT AR T EHERNLBR RS R 7 %, I B 5 S
R AT 1 BRI 773 Bt DAAIE S 56 A s 45 7 1 SR AR

[0122]  (3) 75 KR T8 Hh 7= A2 AR 09 P2 () TNFR T A TNFR T A% 4

[0123]  (A)TNFRIFITNFRIAS A& ik

[0124]  HR 1wl DA - i 2% St 491 1) 22 1) R0V VA I ELBE J5 % 5] ABL21Star (DE3) J&
AN (Invitrogen, H 35 :C6010-03) , ifi Ji7 18 1 7E42 C it In# PR 58 1 53-8 i Ak BT i Ik
AN RS H AN EERMNIBE AR RREFHER R URGHE P E&FE
IRFAR IR AT B BL21Star (DE3) 2 M 2155 45 1000g/ml 24+ 5 55 2= 1I560mL. YPR; 77 5 (R £
PREUY) :Merck, 35103753, & A ME:BD, H % 5243620, fiNaCl :Merck, H# 5
1064049025) I, B J57E37 CIl TR 16/ R85 21 3 SR B PR 215 A 1000g /ml 2R
R NI250mL YPH;FRE: b2 1LESR S 600nmAL G JEE N0, 1 M40 MRAE3T CHEFR BB E
{EL3~ AR, ZRINTPTGRLIA B 2R 1. omM, B VR 3808 . 72175 T RAA i, Il U IR AE3T C 4k
B3/, 3 B JA I 7E6 , 000 pm 2 0 2043 B SR A .

[0125]  (B) [HIYSC ANV PETNFRTANTNFRT A2 44

[0126] Kl 4R 1 40 M BB T H B VAW (50mM Tris,0.5mM EDTA(pH 8.5) 44271 41 i
FH 8 75 25 (Sonics, H 35 : VCX 750) B3R o /40 I 5, 710 °C 5L BA8000 X g 55 L
3043 Bl PO FF b3 W UL UE B DTUE W) % T e 1 (50mM Tris, 10mM EDTA,0.5%
Triton X-100(pHS.0))d,Ff 5 LA8000 X gFI10°C B L2204 8 W FE HIBIFE P A R

15
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VEE R T HER T, BE G L8000 X gF110°C &0 2043 b o e ik I UL IE M ST B4 F L BV R I
HF1E-80C,

[0127]  (C)TNFRIFITNFRIZZAA ) 145 i FH B 47 B

[0128] Y4 fipt FRAF A YTVE VA ff T 6mL A8 M VA (6 -SMAR B6—8MII-HC1 , 1 OmM Tt 5 H i
(DTT),2.0mM EDTAFI0. 2MNaCl) 5 o fifi Ji5 , 1833 FHO . 450myE 5 25 D8 28 Bk AN B HEDTEY) o
VIV ABAT UL UE B VA TRAE BT B VAT (50mM Tris,1.0mM EDTA,0.5M L-¥5% % ,6.0mM GSH,
4.0mM GSSG,240mM NaCl,10mM KC1(pH 9.0) #8205 I HAE4A C IR A f F: 1 2-24 /Nt
PLG R &,

[0129] (D)2 ALH- 48 1 TNFRTAITNFRT A 44

[0130] K7 4lifb B4 2 [ INFRIFITNFR A5 44 , i 348 FI3kD Amicon Ultra(Millipore,
H 35 : UFC900324) {45 F- 47 B VA W 2045 o B8 J 8 Superde x 75 & 2404 I (GE ) 2EIH
XK25/704E (GE, B %5 :19-0146-01) , il 18 HEEH B IE i (GPC) SLiE 2E1L .

[0131]  HART & , 7EAE LN 3 & B9 5 B, R A 4 -5 A3 4 AR I S 18 2% i i
(50mMTE FZHN , 100mM NaCl(pH 7.0)F4 o 4 2mLAE S AEAE FINEs , v PAT ¥ BASmL /43
BRI IR & %4, I HOR R 5mUEE 1 2893 o 1l 1k SDS-PAGE 73 RAE R BE i, I ELBE f5
BRI HA90 % B B m 2l I 2 47 o i B B9 AR , 2640 7 TNFRT 105 TNFRT 126 FITNFRI 171
AN v s A Me t I TNFRT 10548 44 . TNFRT 126 4 FITNFRT 1714844

[0132]  [sjiafsl]

[0133]  SEjfEf1 « BOIE TNFRTAMALE TR 47 A 4E IR YT I 4E H

[0134] T IRUEAE T IR SRS AEVG ST rh DR A TNFa Iy EURIG ST 7 FH 45 TNFa7i il 57 FH 22
5 /NGRS IR 5 A AR SIS 2 o A8 AR 15 357 R TNFR TAZ A4 A TNFadi il 751, I HLEL 4K
I VG FITNFRTAZ 4 2 [8) (9697 1 FH o A3 IR0 T 3R AVE A FH PR R A

[0135] S EIWA A7 (). Inmunol 2011;187;3653-3662) , & 57 T-IR £ & 1F 5Pk
R AR S, B0 Bl A S 4 25 4R BE 28 (Scopo lamine , bmg/m1 ) B2 T it F 2 C57BL/6 /)N
B, BFIRO. ImL, — H 3R, [FI I 4k 3740 % BUOEARIE 32 s i e ==, JF s 14 H L A
THRERAAE b , 2R T H SIS AR SRR 5 91 I SE AR SRR S

[0136]  JH3LLA2. Smg/ml ¥ & i RHE 711 1 H 47K R 427 H 5 B TNFRT AR 44 F 4k S ot 5 it FH 22
BA SRS SHER) /N AN, 83 1 H 20 it iR 77038427 H L it ino . 05 % ¥y
B A, I HINE AR A R B L .

[0137] et PRIHR A 52 A R A0, FF LB i AR 2R 3 vh BT /s IRPRED™ B8 M VT o AT 40145
SEIROT TR AR R AR EE RN E s S BIRIEL /30 A LS B B35 s 2R L)
1/ 20 Fa b W82 21 F 2 5 S 2R S FRAE L2/ 300 A b W82 3| 3 58 RS 420 = FR 42 LT
AR MR B

[0138] & FsL, 5K ABVEE \HL036402 (KARTNFRT) FIFF T B ZAAHLL , = PP TNFRIAS {4
HL036337HL036326 FIHL0363307F £ i 45147 ¥ L 3 72 B2 7 i 4R A 2 (2 WLE( 1)

[0139]  [R3]MNEEE TR
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[0140]

04%: JoBEr:
2 G BRPER|E

[0141]

4%, HEIF

[0142]  SZjfEf2 . BAEAE TR 45 S HE SR A G HLO36 33716 T I 1A I T R

[0143]  SEas2. 1 MR AR 5 VK B A I e

(01441 A A 2% oy il 2 HLO36 337 (FE N TNFRIZAR 44 ) LA 43 | B A W0 .625mg /m1
6.25mg/ml , HH AT HR 7, BT IAHLO3633%BE K it INSL , L H4¥K , H HAFT K R A 1H 1k
Jit N0 . 5mg/kg F5mg/kg o LL A, /B ks BELH , 57 T B AR T v 5mg / kg, 1 H 1K

[0145] #5344 k)i A 2 21 b SO fsi 1 o Brads IR RE A e I FIR SR A RS LT H L 9
LR Fa SR IR O R i« 48 B2 1 Tt FH R AR S 0 37 , FF HLJe ek Bz 71 it FH AR R i FH TNFRT
AR

[0146] 4 BRI TS L AHTR ) 77 =CVPA FA AR R

[0147]  EJN&E AL, A B2 1 e FHAR S 0 % S s th /D VR IR e 5 4 A TNFRIAZAA ) B2 T it
FH R AR il FH 350 S8 7 A JE 449 Wk A A, 5 EL e i vt YRR e P B 7 2 25 (A2 55 M R 4014

FIEH (LK 2) .
[0148]  th4h, HESEHLO36326 FIHLO363304E A TNFRI AR {4t i 7R F B 5 HLO36 337 AHABLIK) M
P g5 Pk ZAE H

[0149]  sEjfafs2 . 258 UEVEARFA 3G InfE F

[0150] 2R 1 B AE PR jite FH BG4 R BT S TEAR AR S INRR B B 8 e R ACE T N IR B JF A
B S B = VE AR R R AR BOR R IE AR S 4 S ROBE Fe 4N A D VRIE s SR E R
Y Y 3mm 3 25 2 275 P 4K AR IR 1 2—4mm s I B 254 3 B HE 4K BE 1R VT 6mm .

[0151] [ FR4DHS WAL

[0152]

TH 5> Wb EE 4

0 Z%: JoiH(tear lake)

| 9. HEJ% 3mm
2% 4-5mm
3% P 6 mm v
(01831 AHSIAA (4 Jite FH 7732 5 S 491 2 . 1o %) I 8 A ] o &5 SRAIE S, 75 AH 55 75 2 (R 1% 4
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N, HHOB U AHEL , HLO36 3371 N TNFRIAZ 4 & /s (LR K TEAA R ST FE 2, I H INFRI A2 44
(1R it FH 20 B A S 24 A, ik SRR AR 2 J LT 1B 8 1 AKCE, AT AR Ik 2 AE H
(ZWKE3),

[0154]  {IESZHLO36326 FTHLO363304E A TNFRTAZ {4t i 7R 2 B S5 HL036 337 AHALL R YE A Ak
BAEH.

[0155]  SEjifi {52 . SUGAEAE A (K J0 8 Thik

[0156] Sy 7 BHAES 28 TRk, M f i 4 23 B BUmRNA I FL 45 A qPCRO 45 52 i 98 JiF AH S 4
MR I & AESE IFN-y W IL-1.1L-4.IL-6.IL-21 A TL-22[ImRNAKI 7K F- .

(01571 FHAAARHE it H 5 v 552 12 . 1 (9 IBES A A o 5 SRAIESE , [R5 5 TR 28 S AE T
B RAE MR F (IFN-v JIL-1.IL-6.1L-4.1L-21 FIT1L-22) & & b 384 in . (5 2 , IESE
Tt A 9 TNFRIAZ AR FRTHLO36 337 Y 2> 8 E AH I (19 40 B PR, I L 45 1) 1, G35 P it P L
HHEAEH, W, M8 SRR E B WK JL T 1R 5 K o AR N e AR I vE B & oL T 5 L
P ILEEA B JEREFEACAE (S ILE4)

[0158]  {IFSZHLO36326 FTHLO363304E Ay TNFRT AR {4 1 7 i v S 7n R 5 5 HLO 36 337 AHALLAY)
TLRAEH.

[0159]  sLjfafs2 . AT IE/EAR 2R 1 _E 0 28 Thak

[0160] 7 P MR R HD I 48 M 4l DX 1) &, @ kA A Lumine x 10032 i 24 90 & . ) &
IFN- 7 JIL-6.1L-21 FITL-22[1 & .

[0161]  JE I A FH R MR il 45 7 46 . 26mg/m1 TNFRIZZAKHLO36337 VA, 3 H oW %78 W
IR A (L H 49k, BRxsu ) AR 5 (U H 13K, 5mg/ke 7)) i F 2 B A BN S 00 THR
CRAERT/NE S BB AN KA v 5 R it 2 B A s S IR A AER /R (LH 1K,
5mg/ kgl &) o

[0162] i 8] 1 o P 3k ] & EL A7 BT 5 = 00 IR 19 /08 B o HHLO 36 337 FT4f 8 v 5 it FH 7
H , 3F S /EIR R i b i d R 2hak.

[0163] RN, RIEM AN+ (IFN-y (IL-6. IL-21 FTL-22) ER R ] [R5 5
WK &5 5 A1k 177 B S 38 0 o £E 39 IR i FH A 9 INFRTAZ A FTHLO36 337485 L T, WL BI85 25 1 28 hE L
FEAE F AR 72 R T it RIS P8 A 00 5 TP MBEAS 3] 28 R R AR AE F

[0164]  {FSEZHL036326FTHLO363304E ATNFRI AR 44t 7EHR 2% [H I 7~ 2 JE 5 HL036 337 AHALL
IR AE o

[0165]  SZjfEf2. 5EGAEAEVE AR b A4 4 Tk

[0166] R T Lb# H #I/E RN THRZZAAEVR YT Z4F FHRT0.05% IR B ZHARI0. 1% F 2k e
P e 9 R ) R R D= TR TR % T A M R 1 = o AATE IR 2 234 B mRNA - HLJ& 13450 H
qPCRITVZEHEAT JOREAH IS 41 B PR 1 I & o 1IESE T TEN- v ATL-6/mRNAZK .

[0167]  jE I A FHEZE MR | 45 6. 26mg/ml TNFRIZZAKHLO36337 VAR, 7 H oW %78 W
IR ) (L H 49k, BER 8L ) , FF R HOIR E % B2 T it FH 22 oA 2 00 IR 25 S AR 7R (1
H 1k ,5mg/kgifl &) -

[0168]  fy1sk i 491 1 v Fr ks ] & HL A g% 3 (10 MR 1 /DN B o FEHLO 36 337 FHAR I v 7 itk FH 7
H, 3¢ HIE/EE R B3  Thak.

[0169]  {E &R, M a2 [R5 T TR S5 A Br 80 4 A S 4 M K 7 (TPN- v FITL-6)7E
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TE R o B R b 3 0, 5 R R e R R TR JE AR TR AH LE L R HE i 0 AE A TNFRT A 44 1
HLO36337 B A FHAE IR AH A, W42 21 PR 70 B R AR A IS IR T-HL036 3375 ik Je Fa e
IXR (S WE6) .

[0170]  {IESEHLO36326 F1HLO363304F A TNFRT AR {4 1 7 YE i v i s R 75 5 HLO0 36 337 AHALLFY)
TRAEH

[0171] oMb AT

[0172] 1 B SCRTk , A & B (R A A (1) TNFRTEA& 1 (¥ TNFRT - Bt H A 1L 7 19 TNFa b
P, IF HAE B WOIR R d - #6] TNFa g P LA 6] 5 IR £R A R AH OC 1) 9 RE S 3 RN ATt
A BB INFRIBRAZ A I TNFRT B AE TR V697 T IR ER-AAE T 1 Bos i E AE L 9
H AT BLAEFRB Ay T IR £x Sk B A .

[0173] D& T HARFHETEAHIA 7 A K W, 3 HARSUEE AR A RIZ 1 5 W, X 28 B A4
FeARN AR e SL i 7 22 3 H DR AR A BH 5 E AN R B T X e s it 7 28 - PR Utk , AR R BRI 3
BTG HH S SRR 2R J H S A PIRR € o

[0174] 5%

[0175]  Frrfft
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[0001]

<160

<1702

L2107
<2112

212>
<2137

<4002

Rt

&3

PE-B

PCT/KR20137000983

1426

2013-02-07

10-2012-0066527
2012-06-21

30

PatentIn -

1
455

PRT
A (Homo

1

Met Gly Leuw Ser
1

Glu

His

Tyr

Gl '

65

Cys

Arg

Glu

Lys

Leu

Lew

Ile
50

Tht

Arg

His

Tle

Asn

130

Asn Cys

145

Lys

Lys

Gln

v Glu

Leu

Ty

Glu

Cys

Ser

115

Gln

Asn

Cys

Val
20

Asp

Pro G

Leit

Cys

Leu

160

Ser

Tye

< Leu

The

val
180

2l
i Zitk 24t (Hanall Biophatma Co., Ltd.)
B AR ICTE ] P2 -1 2 BRI &

version 3.2

sapiens)

Thr
5
Gly

Arg

Ty

Gl 5

85

Ser G

Cys

Arg

Cys

Yal.

165

Ser

Lew Cys Leu Pro

195

Val

Ile

Glu

i Asn

Asn
70

Thi

His

Leu

150

Cvs

Cys

Gln

Pro

Tyr

Lys

Asn

Asp

Gly

& Ser

Val

Thr

Ser

Tle

Asp
Pra
Arg
40

Ser

Ser

Lys

Asp

120

Trp

Gly

Cys

Asn

Glu
200

Leu

“

Ser
25

Asp

Ile

Leu Leu. Pro

10

Gly

Ser

Gys

Pro Gly

Phe

Cys
105

Arg

Ser

Th

Hig

Cys
185

Asn

Glu

Val

Ala

170

Lys

Yal

Val

Val

Cys

Pro
75

Ala §

o Lys

Thy

Asn

His
155

Gly

Lys

20

Ile

Cys

Thr

60

Gly

Glu

Val

Leu

146

Lei

Phe

5 Ser

Gly

Lett
Gly
Pro
45

Lys
Gln
Glu
Met
Cys
125
Phe
Ser
Phe

Leu

Thr
208

Val

Leu

30

Gln

Cys

Asp

Asn

Gly

110

Gly

Gln

Leu

Gl
190

Glu.

Leu
15

Val

Gly

His

Thi

His
95

Gln

Cys

s Gla

Arg
175

Cys

Asp

Leu

Pro

Lys

Lys

Asp

80

Leu

Val

- Arg

Phe

Glu

160

Glu

Thr

Ser
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[0002]

Gly Thr Thr

Leu
225
Ser
Gly

Phe

Pro

Pro

Thr

Leuw

Ile

385

Tyr

The

Cys

Pro Ala Pro

216>

210

Ser L

Lys

Gl

Ser P

Ser,
290

0 Asn

a Asp

Len Gln

Asp
Arg
370
Asp
Ser

Leu

Leu

450

<21 1>
@212
213>

<400

Leu

Leu

Ser

P hﬁ‘:

Pro

Asp

355

Trp

Atg

Met

Glu

Glu

435

9
171
PRT

Val

Leu

Tyx

Glu
260

o Thr

Thr

Ala

Ile
0
Pro
Lys

Leu

Leu

Leu
420

Asp

Ser

A (Home

9

Asp Ser: Val Cys

1

Leu. Leu

Phe: Tle
230

Ser Ile
245

Gly The
Pro Gly
Phe Thr
Ala- Pro
310
Leu Ala
325
Trp Glu

Ala Thr

Gl Phe

Glu Leu

390

:Ala Thr
405

Leu Gly

Ile Gl

Leu Leu

sapiens)

5

Pra
215

Gly

Val €

Thr

Phe

Ser

295

Arg

The

Asp

Leu

Val

375

Gln

Tep

Arg

Glu

Arg
455

Leu

Leu

The

Thi
280

Ser

Arg G

Ala

Ser:

Tyr

360

Arg

Asn

Arg

Val

Ala
440

Val

Met

Gly

Lys

265

Pra

Ser

Leu

Ala

345

Ala

Arg

Gly

Arg

Leu

425

Let

Llé Phe Phe
228

Tyr Avg Tyr
235

Lys Ser Thr
250

Pro Leu Ala

Thr Leu Gly

Thr Tye Thr
300

Val Ala Pro
315

Ala Ser Asp
330

His Lys: Pro

Val Val Glu

Leuw Gly Leu
380

Arg Cys Leu A

3985

Arg Thr Pro
410

Arg Asp Met

Cys Gly Pro

21

Gly

Gln

Pro
Pro
Phe:
285
Pro
Pro
Pre
Gln
Asn
365

Ser

Arg

Asp

Ala
445

Leu

Arg

Glu

Asn

270

Gly

Ty

Ile

Sér

350

Val

Asp

g Glu

Arg

Leu
430

Ala

Pro Gln Gly Lys: Tyr Ile His Pro Glu Asn
5 10

Cys

Trp

Lys

255

Pro

Pro

Asp

Leu

Lys

240

Glu

Set

Val

Cys

Gln: Gl

Pro

385

Leit

Prio

His

Ala

Glu

415

Leu

Leu

Ast
15

Asp

Pro

Glu

Gln

400

Ala

Gly

Pro

Ser
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[0003]

<211

Tle Cys Cys Thr .
20

Pro Gly Pro Gly
35

Fhe: Tht: Ala. Ser:
50

Cys Arg Lys Glu
65

Arg Asp Thr Val

Ser Glu Asn Leu
100

Thr Val His Leu 5

115

His Ala Gly Phe
130

Cys Lys Lys Ser
145

Asn ¥al Lys: Gly

210> 3

212>
€213 A (Homo

€400 3

Asp Ser Val Cys
1

1le €Cys Cys The
20

Pro: Gly Pro: Gly
35

Phe Thr Ala Ser :
50

Cys Arg Lys Glu
65

Krg Asp Thr Val

Ser Glu Asn Leu .
120

Lys

Gln

Gln

Met

Cys

85

Phe

Phe 1

Leu

Thr
163

sapiens)

Gln

Glu

Met

Cys

85

Phie

Thr Val His Leu Ser

Cys

Asp

Asn

Gly

70

Gly

Gln

- Cys

Glu
150

Glu

Gln

5 Ly

Asp

Asn

Gly

70

Gly

Gln

Cys

Thr

His

58

Gln

Cys

Cys

Gln

Arg G

135

Cys

Asp

Gly

His

The

His

55

Gl

Cys

Cys

Gln

s Lvs

Asp

40

Teu

Val

Arg

Phe
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Ser

Gly

25

Cys &
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Lys

Asn

105

Lys

Lys

Gly
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Val

Arg

Phe

Glu
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25

Cys

Arg

Glu

Asn
105

Lys

Thr

Tle

Asn

90

Cys

Gln
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Leu

Thr
176

Tle

10

The

Arg

His

Tle

Asn
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Cys

Gln

Ty Leu

g Glu Cys

s Cys Teu

60

Jer Ser

78

Gln Tyr

Ser Leu

Asn Thr

Lys Val

140

Cys Leu

His Pro

Tyr Leu

Glu Cys

Gyg Leu

60

Ser Ser
75

Gln Tyr

Ser Leu

Asn Thr

22

Tyr

Glu

45

Ser
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Arg

Cys

Val

125

Ser

GIn

Ty

Glu

45

Ser

Cys

Arg

Val

Asn Asp
30

Ser Gly

Cys Ser I

Tht: Val

Hig Tyr
95

Leu Asn
110

Cys Thr

Cys Ser

Gln Tle

Asn Asgn. §

15

Asn Asp ©

Ser Gly

Cys Ser

The Val

His Tyr
95

& Leu Asn

110

Cys

P
tys
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Asp

80

Trp

Gly
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160
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80

Tep

Gly
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[0004]
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212>
<2132

<4002
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105

PRT

A CHomo sap

4

Asp- Ser Val CGys Pro

1

93

Ile Cys Cys: Thr Lys

20
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55
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65
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Gly Gln
70
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Ser Glu Asn Leu Phe GlIn Cys

<2103
211>

L2123

{213%
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223>
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1. a5

5

1600
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PRT
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TNFRI-AZ 'S921/1195F/ROTP/IOBA
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Pro

305

Ala

Pro

Thr

Leu

Ile

385

Tyr

Ile Ser
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Asn
Asp
Prao
Gl
Gln
100

Ala
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[0006]

Thr Lew Glu Leu Leu Gly Avg Val Lew Avg Asp Met

Cys

Pro

Len Glu
435

Ala Pro
450

@108 6

1> 455
<2125 PRI
@213 AT

L2207

<{223%

400> 6

120

Asp

Ser

TNFRI-A9

Met. Gly Leu Ser

1

Glu

His

Tyr

Gly

65

Cys

Pro

Lys
Asn
145

Lys

Asn

Gly

Lew Leu.

Leu Gly
Bis)

Tle His
5103

Thr Tyt
Arg Glu
Ala Cys
Tle Ser

115

Asn Gln
130
Cys Ser

Gln Asn

Glu Cys

s Lett Cys

195

Thr The
210

Val 6

20

Asp

Pra

Leu

Cys &

Leu
100

Tyr

Leu

The

Val
180

Leu Pro

Val

425

[le Glu Glu Ala Leu Cys Gly Pro

Lew Leu Arg

455

440

S92M/HYEF/RITP/HIBA

Thr
5

Gly

Arg

Gln

- Lys

Val
165

Ser

Leu

Val

Tle

Glu

Asn

Asn

I 56t

- Cys

Thr

o Hig

s Leu

150

Cys

Pro

Tyr

Asn

55

Asp

Gly

Ser

Val

Tyr

135

Asn

The

Cys Ser

Gln

Leu

lle

Asp

Pro

s Arg

40

Ser

561

Lys

Asp

120

Trp

Gly

Cys

Asn

Glu
200

Pro Leu

215

O
L3

Leu

Ser

25

Asp

lle

5 Pro

Phe

Arg

Ser

The

Val

Leu
10

Gly

Cys

Gly

Thir
90

5. Arg

Asp

Gl

Val

Ala

170

Lys

Val

Ile

Leu

Val

- Val

Pro
75

Ala

Lys G

Thr

Asn

His
155

Phe.

25

Pro

Tle

Thr
60

Gly

Met

Val

g

146

Leu

v Phe

s Ser

Gily

Phe
220

Met Gl
11

Asp. Let Leu Gly
130

Ala Al Leu Pro
445

Lei Val Leu Leu
15

Gl Leu Val Pro
30

Pro Glu &1y Lys
45

Lys Cys His Lys

Gln. Asp Thr Asp
80

Glu. Asn Phe Leu

95

v Gln Val
0

Cys Gly Cys Arg
125

Phe Gln ‘Cys Phe

Ser Cys Gln Glu
160

Phe Leu Arg Glu
175

Leu Glu Cys Thr
190

Thy Glu Asp Ser
205

Gly Leu Cys Leu
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[0007]

Leu Ser
225

Ser Lys
Gly Glu
Phe Ser

Pro Ser

Pro Asn
305

Leu

Leu

Leu

Pro

275

Ser

Ph’a:

Ala Asp Pro

Pro Leu Gln

Leu Phe

Tyr: Ser
245

Glu Gly
260

Thr Pro

Thr Phe

Ala Ala

lle Leu
325

Lys Terp
340

Tht Asp Asp Pro Ala

355

Leu Arg Trp Lys Glu

370

Ile Asp
385

Tyr Ser

The Leu

Arg

Met

Glu

Cys Leu Glu

435

Leuw Glu

Leu Ala
405

Leu Leu
120

Asp Ile

Tle
230
Ile
The
Gly
Thr:
Pro
310
Ala
Glu
Thy:
Phe
Leu
390

Thr:

Gly

Val

Thr

Phe
295
Arg
Thi
Asp
Leu
Val
315

Gln

Gly Ar

Gl

Pro Ala Pro Ser Leu Leu

450

<2103
211
<3125
213

€220

7

455
PRT
AL

Glu

Arg
455

Ser

Leu

Cys

Tht

The:

280

Arg

Ala

Ser:

Tyr

360

Arg

Asn

- Arg

Val

Ala
440

Lys

Met
Gly

¥

565

Pro
Ser
Glu
Leu
Ala
345
Ala
Arg
Gly
Arg
Leu

425

Leu

Lys Ser
250
Pro Leu
The Leu
Thy Ty
Val Ala
315
Ala Ser
330
His Lys
Val Val
Leu Gly
Arg Cys
Arg Thy
410

Arg Asp

Cys Gly

<223% INFRI-S36 L68V/S92M/HI5F/RUTP/HISA

400>

Met: Gly Leu Ser
1

b 8
i

5

10

26

Tyr Glu
Thr Pro
Ala Pro
Gly Phe
285
Thr Pro
300
Pro Pro
Asp Pro
Pro Gln
Glu Asn
365
Leu Ser
380
Lew Arg
Pro Arg

Met Asp

Pro Ala
445

Arg Trp

Glu Lys
255

Asn Pro
270

Ser Pro

Tyr Gln

Ile Pro
335

Ser Leu
350

Val Pro

Asp His

Glu Ala

Arg Glu

415

Leu Leu
430

Ala Lew

15

Lys
240
Glu

Ser

Val

Gly

320

Asn

Asp

Pro

Glu

Gln
400

Ala

Gly

Pro

The Val Pro Asp Leu Leu Leu Pro Leu Val Leu Leu
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[0008]

Glu

Pro

Glu

Lys

Asn

145

Lys

Asn

Lys

Lei Leu

s Leu Gly

35

Ile His
50

Thr: Tyr

. Arg Glu

Ala Cys

Ile Ser

Val

20

Pro

Val

Leii
160

Ser

115

Asn Gln

130

Cys Ser

GIn Ast

Glu Cys

Leu Cys

Ty

Leu

Thr

Val

180

Leu

195

Gly Thr The

Gly

Phig

Pro

Pro

305

210

Val

Leu

v Lys Leu Tyr

Glu Leu Glu

Ser Pro

260

Thr

275

Ser Ser
290

Asn Phe

Thi

- Ala

Gly

Arg

Gln

Tyr

§ (il

85

Ser

Cys

Arg

Cys

Pro

Leu

Phe

245

Gly

Pro

Phe

Ala

Ile

Glu

Asn

Asn

70

Ser

Thr

His

Leu
159

1 Cys

v Cys §

Gl

Let

Lle

230

Ile

Thr

Gly

The

Pro
310

Ty

Lys

Asn

55

Asp

Gly

v$ Ser

Val
Tyr
135

Asn

Thr

Ile

Pro

215

Gly

Val

Thr

Phe:

Ser

295

Arg

Pto
Arg
40

Ser

Asp

120

Trp

Gly

Cys

Asn

Glu

200

Leu

Leu

Cys

Thi:

Thr

280

Ser

Arg

Ser’ Gly Val
25

Asp

Ile

Pro

Phe:

s Cys

105

Arg

Ser

Thr

Cys
185

Asn

Val

Met.

Gly

Lys

265

Pro

Ser

Glu

Ser

Cys

Gly

Thi

90

Arg

Gl

Val

Ala

170

Lys

Val

Ile

Tyr

Lys

250

Pro

Thr

The

Vel

Yal

Cys

Pro

75

Ala

Lys

. Thr

Asn

His
155

Gly

Lys

Lys 6

Phg

Arg

235

Ser

Leu

Leu

Tyr

Ala
315

27

1le

Gys

Thr

60

Gly

Met

Glu

Yal

Leu
140

Leu §

Phe

Tyr

Thr

Ala

Gly

Thy

300

Pro

Gly

Pro

45

Lys

Gln

Glu

Met

Cys

125

Phe G

Phe

Lw

Thr
205

Gly

Gln

Pro

Pro

Phe
285

Pro: G

Led

30

Gln

Cys

Asp

Asn

Gly

110

Gly

- Cys

Leu

Glu Cs

190

Glu

Leu

Arg T

Glu L

Asn
270

Ser

T v

Val

Gly

His

Thr

Phe

Gln

Cys !

CVS D

Gln

Cys

Pro

. Asp

Gln

Pro

Asp
80

Leu

Val

Glu

160

Glu

Thr

Ser

Leu

Liys

240

Glu

Ser

Val

Gys

Gly
320



CN 104394881 B

FF

.l

3

9/28 T

[0009]

Ala Asp Pro lle

Pro Leu Gln Lys

340

The Asp Asp Pro
285

Leu Arg Trp Lys

370

[le Asp Arg Leu
285

Tyr Ser Met Leu

Thr Leu Glu Leu
420

Cys Leu Glu- Asp
435

Pro Ala Pro Ser
450

210> 8

211> 455
€212 PRT
213y AL

220

Leu Ala
325.
Trp Glu

Ala: Thr

Glw Phe

Gl Leu

390

Ala Thr
405

Teu Gly

Lie Glu

Leu Leu

Thi

Val
375

Gln

Arg

Glu

Arg
455

Ala Lew Ala Ser dAsp

Ser

Tyr

360

Arg

Asn

Arg

Val

Ala
440

Ala
345

Ala

Arg

Gly

Arg

Lew

425

Leu

330

His

Val

Leu

Arg

Arg

410

Arg

Cys

Lys

Val

Gly

Cys

395

Thr

Asp

Gly

Pro

Gl

Leu

380

Leu

Pro

et Asp L

Pro

<223» TNPRI-554 L68V/S921/HA5F/RITP/HISA/KI6IN

<400 8

Met: Gly Leu Ser Thr Val Pro

1

Glu Leu Leu Val
20

His Leu Gly Asp
35

Tyr Ile Higs Pro

30

Gly Thr Tyr Val
65

Cys Arg Glu Cys

Pro Ala Cys Leu

100

Glu. Ile Ser Ser
115

9

Gly Tle

Tyr

Arg Glu Lys

Gln Asn

Tyr Asn

Glu Ser

85

Ser: Cys

Cys Thr

Asn

55

Asp

Gly

Ser

Val

Asp
Pro
Arg
40

Ser
Cys
Ser

Lys

Asp
120

Len
Ser
25

Asp
Lle
Pro

Phe

Cys
105

Arg

Lew Leu Pro

10

Gly
Ser:
Cys
Gly
Thr
90

Arg

Vel

Val

Cys

Pro

75

Ala

Lys

Thr

28

Tle

Cys

Thy

60

Gly

Tle

Gl

Val

Pro

Gl

Asn
365

Ser

Arg

Arg !

Ala
445

I'le

Ser:

350

Val

Asp

Glu

Ala

Leu Va

Gly 1

Prio

45

Gln: |

Glu

Met

Cys

Asn

Gly
110

Gly

Pro
335

Let ¢

Pro |

His

Ala

Glu

415

Leu

Let

Leu

15

Val

Gly |

Hig

Thr

Phe

95

Gln

Asn

Glu

Gln

400

Ala

Gly

Pro

Lou

Pro

Lys

Asp

80

Leu

Val

Arg
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[0010]

Lys

Asn

145

Asn

Asn

Asn Gln
130

Cyvs Ser

Gln Asn

Glu Cys

Leu Cys

195

Thr Thr
210

Leu Ser Leu

Gly

Phe

Pro

Pro

305

Ala

Pro

Th

Lys Leu
Glu Leu
Ser Pro
275
Ser Ser
290
Asn Phe
Asp Pro

Leu Gla

Asp Asp
355

eu Arg Trp

Tht

370

> Asp Arg

t Ser Met

Leu Glu

Tyr Arg

Leu Cys

Thr Val
165

Val Ser
180

Leu Pro

Val Teu

Leu Phe

Tyr Ser
245

GluGly
260

The Pro

Thr Phe

Ala Ala

Ile Leu
325

Lys Trp
340

Pro Ala

Lys Glu

Leu Glu

Leu Ala
405

Leu Lew
420

His -

Leu

150

Cys

Cys

Gln

Leu

Lle

230

Ite

Thr

Gly

The

Tyr
135

Asn

Thr

Ile

Pro

215

Gly

Val

Thr

Phe

Ser S

295

Pra

310

Ala

Glu

Thr

Phe

Leu
390

Thr

Gly

Arg

Thr

Leu
Val
375
Gln

Trp

Arg

Trp

Gly

Cys

Glua
200

Leu

Leu

Thr

Tht:
28

Arg

Ala

D Ser

Tyr
360

Arg

Asn

Arg

Val

Ser

Thr

His

i Cys

185

Asn

Val

Met

Gly: Ly

Lys
265

Pro

Ser

Glu

Leu

Ala

345

Ala

Arg

Gly

Arg

Leu
425

Glu Asn
Val His

155
Ala Gly

170

Lys Lys

Val Lys

Ile Phe

Tyr Ar

250

Pro Leu

The: Leu

Thy Tyx

Val Ala
315

Ala Ser
330

His Lys

Val Val

Leu Gly

Arg €ys

395

Arg Thr
410

Arg Asp

29

Leu Phe
110

Leu Ser

Phie Phe

Ser Leu

Gly Thr

205

Phe Gly

220

Tyr Gin

Thr Pro

Ala Pro

Gly Phe
285

Thy Pre

300

Pro Pro

Asp Pro

Pro Gln

Glu Asn
365

Leu Ser

380

Leu Arg

Pro Arg

Met Asp

Gln
Cys
Leu
Glu
190
Gln
Leu
Arg
Glu
Asn
270

Ser

Gly .

Tyx

Tle

Ser

350

Val

Asp

Glu

Arg

Leu
430

Cys

Gln

Arg

175

Cys

Asp

Cys

Teip

Lyvs

255

Pro

Pro

Gl

Pro

338

Leu

Pro

His

Leu

Phe

Glu
160

Glu

Thy

Lys
249
Glu

Ser.

Cys

Gly

320

Asn

Asp

Pro

Glu

Gln
400

- Ala

Gly
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[0011]

Cys- Leu Glu Asp Tle Glu Glu Ala Leu Cys Gly Pro Ala. Ala Leu Pro

435

Pro Ala Pro Ser Leu Leu Arg

450

210> 9

<2115 455
<2125 PRI
213> AL

<2207

455

440

<2237 TNFRI-S57 L68V/S92M/HIOSF/RYTP/HISA/KIG1IN

<4003 9
Met Gly Leu
1

Glu Leu Leu

His Leu Gly
35

Tyr Ile His
50

Gly Thr Tyr
65

Cys Arg Glu
Pto Ala Cys

Glu Tle Ser
115

Lys. Asu Gln
130

Asn Cys Ser
145

Asn Gln Asn
Asn Glu Cys

Lys Leu €ys
195

Gly Thr Thr
210

Ser Thr Val
5

Val Gly Tle
20

Asp Arg Glu

Pro Gln Asn

Val Tyr Asn
70

Cys Glu Ser
85

Leu Ser Cys

100

Ser Cys Thr

Tyr Arg His

Leu Cys Leu
150

Thr Val Cvs
165

VaI'Ser Cys
180

Leuw Pro Glu

Val Leu Leu

Pro

Tyr

Lys

Asn S

Asp

Gly

Ser

Val

Tyr

135

Asn

Thr

Ser

Ie

Pro
215

Asp

Pro

Arg
40

Ser

Lys

Asp

120

Trp

Gly

Cys

Glu
200

Leu

Leu

Ser

25

Asp

Tle

rs Prio

Phe
Cys
105
Arg

Ser

Thr

Leu Leu

10

Gly Val

Ser Val

Cys Cys

Gly Pro

75

Thr Ala
90

Arg: Lys

Asp: Thi:

Glu Asn

Val His
155

is Ala Gly

Cys
185

Asn

Val

170

Lys Lys S

Val Lys

Tle Phe

30

Pro
Tle
Cys
Thr
60

Gly
Met
Glu
Val
Leu
140

Leu

Phe

Gly

Phe
220

445

Leu

Gly

Pro

45

Lys

Gln

Glu

Met:

Cys

125

Phe

Ser

Phe

Leu

Thr

205

Gly

Val Leu
15

Leu Val
30

Gln Gly

Cys His

Asp Thr

Asn Phe

95

Gly Gln
110
Gly Cys

Glu Cys

Cys Gln

Leu Arg G

175

Glu Cys
190

Glu Asp

Leu Cys

Leu

Pro

Lys

Lys

Asp

80

Leu

Val

Arg

Phe

Glu

160

The

Ser

Leu
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[0012]

Letu Ser Leu

925

Ser Lys Leu

Gly Glu Leu

Phe Set Pro

275

Pro Ser Ser
290

Pro Asn Phe

305

Ala Asp Pro

Pro Leu Gln

Thr Asp Asp

355

Leu Arg Trp
370

Ile- Asp Arg

Tyr Ser Met

Thie Leit Glit

Cyg: Leu Glu
435
Pro Ala Pro
450
210> 10
211> 455
£212» PRT
213> AT
220>
2237

<4R0>

Leu Phe Ile

Tyr

Glu

260

Thr

Thr

Ser

245

Gly

Pra

Fhe:

Ala-Als

Ile

Lvs

340

Pro

Lys

Lot G

Leu

Teu

420

Ser

Leu
325

Trp

Ala

Glu

Ala
405

lell

Tle G

Leu

230
Ile

Thr

Gly

Thr

Pro

310

Ala

Thr

Phe

i Leu

390

The

Gly

Leu

Gly

Val

Thr

Phe

Ser §

295

Arg

Thr

Leu

Val A

378

Gln

Trp

Arg

Glu

Arg
455

Leu Met

Gys Gly

Thr Lys
2

Thr Pro

280

Arg Glu

Aly Leu

y Ser Ala

345

Tyr Ald

Asn Gly

Arg Arg

Yal lLeu
425

Ala Leu
440

Tyr Arg
235

Lys Ser
250

Pro Leu

Thr Let

Ser Thr Tyr

Val Ala

315

His Lys

Val Val

Lew Gly

Arg Cys

395

Arg Thr
410

Arg Asp

Cys Gly

Tyr

Thi:

Ala

Gly

Thi:

300

Pro

© Asp

Pro

Glit

Leu

380

Let

Pro

Met:

Pro

TNFRI-S58 L68V/S92M/HI5F/RITP/HI8A/D20TN

10

Gl Arg

Pro Glu

Pro Asn
270

Phe Ser
285

Pro Gly

Pro Tyr

Pro Ile

Gln Ser
350

Asn-Yal
365

Ser Asp

Arg Glu

Arg Arg

Asp Let

430

Ala Ala
445

Tep

Lys

255

Pro

Pro

Gln

Pro

Hig

Ala

Gl

415

Leu

Lys

240

Glu

Ser

Val

Cys

Gly
320

o Asn

Asp

Pro

Glu

Gln

400

Ala

Gly

- Pro

Met Gly Leu Ser Thr-Val Pro Asp Leu Leu Leu Pro Leuw Val Leu Leu

1

Glu Leu Leu Val Gly Ile Tyr Pro

5

25

10

31

30

15

Ser Gly Val Ile Gly Leu Val Pro
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[0013]

His

Tyr

Gly

65

Cys

Pro

Glu

Asn

145

Lys

Asn

Leu

255

Ser

Gly

Phe

Pro

Pro

305

Ala

Ley
Lle
50

Tht
Arg
Ala
Ile
Asn
130
Cys

Gl

Glu

- Léu

Thr
210

Ser:

Lys

Glu 1

Ser

Ser

290

Asn

Asp

Gly

35

His

Ty

Glu

Cys:

Ser
115

Gln

Ser

Asn

Cys:

Cys

195

Thr

Leu

Leu

Lew

Pro:

275

Ser

Phe

Pro:

Asp Arg

Pro Gln

Val Tyr

Cys Glu

85

Leu Ser
100

Ser Cys

Tyr Arg

Leu €ys

Thr Val

165

Val Ser
180

Leu Pro

Val Leu

Leu Phe

Tyr Ser

245

Glu Gly

260

The Pro

Thr Phe

Ala Ala

Ile Leu
325

Glu

Asn

Asn

70

Ser

Cyvs

Thr

Leu ¢

150

Cys S

Gln

Leu

Ile

230

Ile

Thr

Gly

The

Pro

310

Ala

Lys

Asn
55

Asp:

Gly

Ser

Val

s Thr

Tle.

Pro

215

Gly

Val

The

Phie

Ser

295

Arg

The

Arg

40

Ser

Ser

Asp

120

> Asn

Glu A

200

Lew

Leu

Cys

Thit:

Tht

280

Ser

Arg

Ala

Asp

Ile

s Pro

Phe

5 Lys

105

Arg !

Ser

- Thy

s His

Cvs

186

Met

Gly

265

Pro

Ser

Glu

Leu

Ser
Cys
Gly
Th.r

90

Arg

Glu

Val

Ala
176

Val
Cys
Pro
5

Ala
Lys:
Thir:

Asn

His
155

Lys Ly

v Val I

Ile

Tyt

Lys
250

s Pro

Thi

Thr

Val

Ala
330

Phe
Arg
235
Ser
Leit
Leu

Tyr

&la
315

32

Cys

Thr

60

Gly

Met

Glu

Vil

Leu

140

Leu

Phe

- Gly

Phe

220

Ty

Thr

Ala

Gly

Thy

300

Pra

- Asp

Pro
45

Lys

Gln

Glu

Met

Phe

Leu

Thi
205

Gly

Gln

Pro

P

Phe ¢

285

Pra

Pro

Pro:

Gl

Cys

Asp

Gly
110

iy Gl)/ al

Gln

Cys

Leu

Glu €

190

Glu

Leu

Arg

Glu

Gly

Tyr

Ile

1 Ph’e

95

Gln

Cys F

Gln

Asn

Trp

Lys
255

= Prio

Pro A

338

t Asp

80

Leu

Val

Gl
169
Glu
Thr
Sewr
Leu
Lys
240

Gl

o Ser

Val

Cys

Gly
320
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[0014]

Pro Leu Gln

Thr Asp Asp
355

Leu Arg Trp
370

Ile Asp Arg
385

Tyr Ser Met

Thr Leu Glu

Cys Leu Glu
435

Pro Ala Pro
450

10 11

<211 455
<2125 PRT
213> AT

€220
223>

<400 11
Met. Gly Leu
1

Glu Leu Leu

His Leuw Gly
35

Tyr Tle His
50

Gly Thr Tyr
65

Cys Arg Glu

Pro Gly Cys

Glu Tle Ser
115

Lys Trp Glu
340

Pro Ala Thr

Lys Glu Phe

Leu Glu Leu
390

Leu Ala. Thr
405

Leu Leu Gly
420

Asp Tle Glu

Ser Leu Leu

Ser Thr Val Pro Asp Leu

(3]

Val Gly Ile
20

Asp Arg Glu

Pro Gln Asn

¥al Tyr Asn
70

Cys Glu Ser
85

Leuw Ser Cys
100

Ser Cys Thr

Asp

Leu

Val

3D

Gln

Trp

Arg

Glu

Arg
455

Tyr

360

Arg

Asn

Arg

Val

Ala
440

Ala His Lys
345

Ala Val Val

Arg Lew Gly

Gly Arg Cys
395

Arg Arg Thr
410

Leu Arg Asp
425

Leu Cys Gly

10

Ty Pro Set Gly Val

Lys

Asn
55

Asp

Gly S

Ser

Val

Arg
40

Ser

Cys

Asp
120

25

Asp: Ser Val

Tle Cys Cys

Pro Gly Pro
75

Phe Thr Ala

rs Cys Arg Lys

Arg Asp Thr

33

Pro

Glu

Leu
380

Let

Gln

Asn

365

Ser

Pro Ar

Met

Pro

TNFRI=862 L68V/S921/H95F/RITP/HI8G/K161Q

Ile

Cys

Thr

60

Gly

Ile

Glu

Vail

Ala
445

Leu Leu Pro Leu

Gly

Pro
45

Lys

Gln A

Glu

Met.

Cys
125

Ser
350

Val

Asp

y Glu

Arg
Leu
430

Ala

Val
Leu
30

Gln

Cys

Gly

Leu

Pro

Ala

Glu

415

Leu

Leu

Leu

15

Val

Gly

His

Thr

Phe

Gln

Cys

Asp

Pro

Glu

Gln

400

Ala

Gly

Pro

Let

Pro

Lys

Lys

Asp

80

Leu

Yal

Arg
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[0015]

Lys

Asn

145

Lys

Asn

Lys

Gly

Leu

225

Ser

Gly

Pro

Pra
305

Ala

Pro

Thr

Leu

Ile
385

Tye

Thr

Asn Gln
130

Cys Ser

Gln Asn

Gl Cys

Leu Cys
195

Thr Thr
210

Ser Leu

Lys Leu

Glu Leu

Ser Pro
275

Ser Ser
290

Asn Phe

Asp Pro

Asp Asp
355

Arg Trp
370
Asp Arg

Ser Met

Leu Glu

Tyt

Leit

Thr

Val

180

Lea

Val

Leu

ij]('

Glu

260

Thr

Thr

Ala

Ile

Lys

340

Pro

Lys

Leu

Leu

Leu
420

Arg His

Cys Leu
150

Yal Cys
165

Ser Cys

Pro Gln

Leu Leu

Phe: Tle
230

Ser-lle
245

Gly Thr

Pro Gly

Phe Thr

Ala Pro
310

Leu Ala
325

Trp Glu

Ala Thr

Glu Phe

Glu Leu
290

Ala. Thir
405

Leu Gly

Ty
135
Asn
Thr
Ser
Lle
Pro
215
Gly
Val
Thi
Phe
Ser
295
Arg
Thy
Asp
Leu
Val
375

Trp

Arg

Trp
Gly
Cys
Asn
Glu
200
Leu
Leu
Cys
Thr
The
280

Ser

Arg

Ala

Ser

Ty

360

Arg

Atrg

Val

Ser’ Glu Asn

Thy

His
Cys
185
Asn

Val

Met

Gly

Lys

265

Pro

Ser

Glu

Leu

Ala

345

Ala

Arg

Gly

At

Leu
425

Yal

Ala €

170
Lys
Val
Ile
Tyr
Lys
250
Pro
Thr:
Thr
Val
Ala
330
His
Val
Leu
Arg
Arg
410

Arg

Hig

155

Arg
235

Ser

Leu

Tyr

Ala

315

Ser

Lys

Val

Gly

Cys

395

Thi:

¢ Phe

Ser

5 Gly

= Phe

220

Tyr

Thr

Ala

Gly

Thi

300

Pro

Asp

Pro

Glu

Leu. §

380

Leu

Pro

Asp Met

34

Gln

er Cys

Phe

Leu

Thir

205

Gly

Gln

Pro

Pro

Phe

285

Pro

Pro

P.r o

Asn
365

Arg

Lew

Glu

190

Glu

Leu

Arg

Gl

Asn

270

Ser

Gly

Tyr

Ile

Ser

350

Val

- Asp

Glu

s Arg

Let
430

Cys

Gln

Arg
175

Cys

Asp

Cys

Trp

Lys

255

Pro

Pro

Asp

Gln

Pro. !

335

Leu

Pro

His

Ala

Glu
415

Leu

Phe

Glu
160

Glu

Thr

Ser

Leu

Lys

240

Glu

Ser

Val

Cys

Gly

320

Asp

Pro

Glu

Gln

406

Al

tly
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[0016]

Cys Leu Glu Asp Lle Glu Glu Ala Leu Cys Gly Pro Ala Ala Leu Pro

435

450
2100 12
<21E> 455
<212» PRT
@135 AT
<2305
<2233

400> 12

Met
1

Glu
His

Tyr

Gly
65

{80}

¥s

Pro

Glu

Lys

Asn

145

Asn

Asn

Gly

Leu
225

Gly Leu

Leu Leu

Leu Gly

35

Tle His
50

Thr Tyr

Arg Glu

Gly Cys

Tle Ser
115

Asn Gln
130

Cys Ser

Gln Asn

Glu Cyvs

Leu Cys
195

Thr Thr
210

Ser Leu

Ser Thr
5

Val Gly
20

Asp Arg

Pro Gln

Val Tyr

Cys Glu
85

Leu Ser
100

Ser €vs

Tyr Arg |

Leu Cys

The Val

165

Vil Ser
180

Leu Pro

¥al Len

Leu Phe

Val

Tle

Asn

Asn

Ser

Cys

Thr

Leu

150

Cys

Gln

Leu

Tle
230

Pro Ala Pro Ser Leu Leuw Arg

455

Piro

Tyr

Lys

Asn

b5

Asp

Gly

Ser

Val

s Tyr

135

Asn

Thr

5 Ser

Tle

Gly

440

Asp Leu

Pro Ser
25

Arg Asp

40

Ser: Tle

Cys Pro

Ser Phia

Lys Cys

105

Asp Arg
120

Trp Ser

Gly The

Cys His

Asn Cys
185

Glu Asn

200

Leu Val

Leu Mot

Leu

10

Gly

Ser

Cys

Gly

Thr

94

Arg

Asp

Glu

Val

Ala

170

Lys

Val

Ile

Tyr

TNFRI=S63 L68V/S92M/HOBE/RITP/HISG/KIGIN

Lew. Pro

Val Ile

Val Cys

€vs: Thr

60

Pro Gly

Ala Met

Lys Glu

Thr Val Cys

Asn Leu

140

His: Lew
155

Gly Phe

Lys: Ser

Lys Gly

Phe: Phe

220

Arg Tyr
235

35

445

Leu Val

GLy Let
30

Pro Gln
45

Lys: Cys

Gln Asp

Glu Asn

Met. Gly
110

Phe: Gln

Ser Cys

Phe: Leu

Leu Glu

190

The Glu
205

GlLy Leu

Gln Arg

Len
15

Val

Thr

Phe
95

Gln

v Oys

{ys

Gln

—
) fvie?

Cys

Asp

Cys

Trp

Leu

Pro

Asp

80

Leu

Val

Arg

Phe

Glu

160

Gla

Thr

Ser

Leu

Lys
240
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[0017]

Ser Lys Leu Tyr Set
245

Gly Glu Leu Glu Gly
260

Phe Ser Pro Thr Pro
275

Pro Ser Ser Thr Phe
280

Pra Asn Phe Ala Ala
305

Ala Asp Pro lle Leu
325

Pro Leu Gln Lys Trp
340

Thr Asp Asp Pre Ala
355

Leu Arg Trp Lys Glu
370

Ile Asp Arg Leu Glu
385

Thi

Gly

The

Val

Thr

Phe

Ser
295

Pro Ar

310

Ala

Glu

The

Phe

Leu
390

Thr

Asp

Leu

Val

315

Gln

Tyt Ser Met Lew Ala Thr Trp

405

Thy Leu Glu Leu Leu
42

Cys Leu Glu Asp Tle
435

Pro Ala Pro Ser: Leu
450

210> 13
Q11 17
<212> PRT
<213y AL

€220

Gly

Glu

Leu

Arg

Glu

Arg
455

Cys

Thi

Tht

280

Ser:

Arg

Ala

Ser

Tyx

360

Arg

Asn

Arg

Val

Ala
440

Gly Lys Sex Thr Pro

250
Lys: Pro
265
Pro: Thr
Ser The
Glu Val
Leu Ala
Ala His
345
Ala Val
Arg Leu
Gly Arg
Arg Avg
Leu Arg
425

Lew Cys

€223> TINFRIL71-A2 S921/H95F/RITP/HOBA

€400 13

Leu

Tyr
Ala
315

Ser

Val

Gly

Cys
395

Thi

Asp

Ala Pro

Leu Gly Phe

285

The Pro
300

Pro Pro

Asp Pro

Pro Glm

Glu Asn

365

Leu Ser
380
Leu Arg

Pro Arg

Met: Asp

Gly Pro Ala

445

Gl

Asn

270

Ser

Gly

Tyr

Ile

Ser

350

Val

Asp

Glu

Arg

Pro

Asp

Gln

Pro A

335

Leu

Pro

Hig

Ala

Glu
415

Glu

Ser

Val

Asp

Pro

Glu

Gln

400

Ala

Leu Leu Gly

430

Ala Lew Pro

Asp Ser Val Cys Pro Glu Gly Lys Tye Tle His Pro Gln Asn Asn Ser

1 5

10

Ile Cys Cys Thr Lys Cys His Lys Gly Thr Tyr Leu Tyr
20 25

36

15

Asn Asp Cys

30
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[0018]

Pro. Gly Pro- Gly Gln
35

Phe: Thr Ala Ile Glu

a0

Cys Are Lys Glu Met
65

Arg Asp The Val Cys:

85

Ser Glu Asn Leu Phe

100

Thr Val His Leu Ser

115

His Ala Gly Phe Phe

130

Cys Lys Lys Ser Leu
145

Asn Vel Lys Gly The
165

<2105 14
@iy 171
<212> PRT

213y AL
<220>

4293

400> 14

Asp: Ser Val Cys Pro
1 3

Ile €ys Cys Thr Lys

20

Pro. Gy Pro Gly Gl A

3B

Phe Thr Ala Met Glu

30

Cys Arg Lys Glu Met

65

Arg Asp Thr Val Cys
85

Ser Glu Asn Leu Phe
100

Thr Val His Leu Ser

115

Asp

Asn

Gly

70

Gl

Cys

Leu

Glu

150

Glu

- Gln

Cys

Gly

Gln

€ys

Gly ¢

Thi
Phe

o
tots

Gln

Cys

GlIn

Arg

135

Cys

ASp

Gly

His

) Thr

Phe

55

Gln

Gin

Asp Cys Arg
40

Leu: Pro Ala
Val Glu Ile

Arg Lys Asn
90

Phe Ast: Cys
105

Glu Lys: Gln
120

Glu Asn. Glu €

Thr Lys Leu

Ser Gly Thr
170

TNFRII71-A9 S92M/HI5F/RITP/HIBA

Lys Tyx Tle
10

Lys Gly Thr
25

Asp: Cys Arg

40

Led Pro Ala

Val Glu lle

v Arg Lys Asn

90

Phe: Asn Cys
105

Glu Lys Gln
120

Glu

Cys

Ser

75

Gln

Awn

Cys
155

Thi

His

Tyr

Cys

Le

60

Ser

Tyr

- Lel

Thr

: Val

140

Leu

Pro

Gl Cys

Cys

Ser

75

Gln

Ser

Asn

37

Let
60

Ser
Tyr

Leiy

Th

Glu
15

Ser €

CYS

Arg

Cyvs

Val {

125

Ser €

Pro

Gln

Tyr

(vl

45

Ser

Cys

Arg

Ser

Tht

His

Grln

Asn .

Asn

30

Ser

Cys

Thr

His

Cys Leu

Val
125

Gly

Ser

Val

95

Asn

5 Thy

Ser

1le

Asp

Gy

Ser

Yal

Tyr
95

“Thy

Ser

Lys

Asp
80

v Trp

Gly

Cys

Asn

Glu
160

1 Ser

Cys

Ser:

Lys

Asp

80

Trp

Gly

Cys
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[0019]

His-Ala Gly: Phe: Phe Leu Avg Glu Asn Glu €ys Val Ser Cys Ser Asn

130

135

140

Cys Lys Lys Ser Leu Glu Cys Thr Lys Leu Cys Leu Pro Gln Ile Glu

145

150

155

Asn Val Lys Gly Thr Glu Asp Ser Gly The Thr
165 170

210> 15
@1y 1M
<212> PRT
13> AL

220>

€223> TINFRI 171-836 L68V/S592M/HISF/RITP/HISA

<400 15

Asp Ser Val
1

Tle Cys Cys

Cys

Thr- ]

20

Pro Gly Pro Gly

35

Phe Thr Ala
50

Cys Arg Lys
65
Arg: Asp Thr

Ser’ Glu Asn

Thr Val His

115

His Ala Gly

130

Cys: Lys Lys

145

Asn Val Lys

210> 16
@i 1m
212> PRT

213y AT

2207

Met

Glu

Val

Leit

100

Leu

Phe

Ser

Gly

Glu

Met

Cys

85

Phe

Ser

Phe

Leu G

Thr
165

GIn

Asni
Gly
70

Gly
Gln

Cys

Leu

Glu

Gly

Thr

Glne A

Cys

Cys

Gln

Arg
135

Lys

Arg
Phe
Gl
120

Glu

s Thr

Tyr

3 Gly

25

 Cys

Pro

1 Glu

Lys

Asn

105

‘Lysg

Asn

Lys

Gly

Ile

10

The

Arg

Ala

Ile

Asn

90

Cys

Gln

Glu

Leu

Thr

170

His

Tyr

Glu

Cys

Ser

75

Gln

Ser

Asn

Cys

Pro Gln
Yal Tyr
Cys Glu
45
Leu Ser
Ser Cys
Tye Arg
Leu Cys
The Val
125

Val Ser
140

Leu Pro

<2237 TNFRL 171-554 168V/S921/HO5F/RITP/HOSA/KIBIN

38

Asn

Asn

30

Ser:

Cys

Thr

His

Leu

110

Cys

Gln

Asn
15

Asp

Gly
Ser
Val
Tyt
95

Asn

rs Thr

Ser

Ile

160

Ser:

Cys

Ser

Lys

Asp

80

Trp

Gly

Cys

Asn

Glu
160
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[0020]

400> 18

Asp
1

[le
Pro
Phe

Cys
65

Arg

Sér

Thr

Itis:

Cys

145

Asn

Ser Val

Cys Cys

Gly Pro
35

Thr Ala
50

Arg Lys

Asp Thr

Glu Asn

Val His

115

Ala Gly
130

Lys Lys

Val Lys

210> 17

21y 170
212> PRI
@18 AT
220>
<03

<4002 17

Asp Ser Val Cys Pro
1 5

Cys Pro
5

Thr Lys
20

Gly Gln
Ile Glu
Glu Met
Val €ys

85

Leu Phe
100
Leu Ser
FPhe Phe

Ser Leu

Gly Thr
165

5

Ile Cys Cys Thr Lys

Pro

Gly Pro
35

20

Gly Gln

Phe The Ala Met Glu

Cys
65

a0

Arg Lys

Glu Met

Glo Gly

Cys His

Asp The

Asn Phe
55

Gly Gln
70

Gly Cys

Gln Cys

Cys Gln

Leu Arg
1325

Glu Cys
150

Glu Asp

Lys
Lys
Asp
40

Leuw

Val G

Arg

Phe

Gl

120

Glu

Thr

Ser

Tye Tle
Gly Thr
25

Cys: Arg

Pro- Ala

Lys Asn G

94

Asn Cys S

165

Asn Gln

Asn Glu

Lys Leu

Gly The
170

Tyt
Glu

Cys

Asn
Cys
Cys

Thr

s Pro

Val
Cys
Leu
60

Ser

- Tyr

+ Leu

Thi

Val
140

Leu

Gln Asn
Tyr Asn
Glu Ser
45
Ser Cys
Cys Thr
Arg His
Cys Leu
116

Val Cys
125

Ser Cys

Pro: Gln

TNFRL 171-857 L68V/S92M/HIEE/RYTP/HIBA/KTGIN

Gln Gly Lys Tye Ile His Pro Gln Asn

Cys His

Asp Thr

Asn ‘Phe
Bh

Gly Gln
70

Lys

Asp
40

Leu

Val

10

Gly Thr: Tye Val Tyr Asn
25 30

30

Cys Arg Glu Cys Glu Ser

45

Pro Ala Cys Leu Ser Cys

60

Glu Ile Ser Ser Cys Thr

5

39

Asn
15

Ser

Asp Gy

Gly

Ser

Val ¢

Tyr
95

Asn

Th

Ser A

Lle

Asn

15

Asp €

Gly

Ser

Val

Ser

Trp

Gly

Cys

Gl
160

SEr

Ser

Lys

Asp
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[0021]

Arg Asp Thr Val

Sert Glu Asn Leu
100

Thr Val His Leu
115

His Ala Gly Phe
130

Cys Lys Lys Ser
145

Asn ¥Val Tys Gly
L2105 18
@iy 171
212> PRT
Q13 AT
<220>

223>

<4007 18

Asp Ser Val Cys
1

Ile Cys Cys Thr 1

20

Pro Gly Pro Gly

38

Phe Thr Ala Met
50

Cys Arg Lys Glu Ve

65

Arg Asp Thr Val

%8
55
o

Glu Asn Leu
100

Thr Val Hlis Leu Ser

115

His Ala Gly Phe
130

Cys Lys Lys Ser

Asn Val Lys Gly

Cys Gly

85

Phe: Gln

Ser Cys

Phe: Leu

Leu Glu
150

The: Glu
165

Pro Gln

3]

Gl Asp

Glu Asn

Cys Gly
85

Phe Gln €

Phe Leuw Ar

Lew Glu
150

Thr Glu
165

Cys

Cys

Gln

Arg

135

Cys

Asp

Gly

;- His

Thir

Phe

55

Gln

Cys

s Gln

Asn

Arg Lys

Phe Asn
105

Glu Asn

120

Glu: Asn

Thr Lys

Ser Gly

Lys Tyr

Lys Gly
25

Asp: Cys
40

Lew Pro

Val Glu

Arg Lys

Phe Asti
105

Glu Lys

120

Glu Asn

Thr Lys

Ser Gly

Asn Gln Tyr Arvg
90

Cys Ser Lew Cys

Gln Asn: Thr Val
125

Glu Cys Val Ser
140

Leu Cys Lew Pro
155

Thr
170

TNFRI 171-S58 L68V/S92M/HIBF/ROTP/HI8A/D207TN

Ile His Pro Gln
10

Tht: Tyr ¥Yal Tyr

Arg Glu Cye Glu
45

Ala Cys Lou Ser
60

Tle. Ser Ser Cys

Asp Gine Tyr Arg
90

Cye Sér Lew Cys

Gln Asn Thr Val
125

Glu €ys Val Ser

Leu Cys Leil Pro
i

01

Oita

Thr Thr
170

40

His

Lei

110

Cys

Cys

Gln

Asn

Asni

30

Ser

Cys

Tht:

Hig

Leti

110

Cys

Gln

Tyr
95

Asn

Thr

Ser A

Ile

Asn
15

Asp

Gly

Ser 1

Val

Tyt

95

Asn

Thr

Ser

1le

Trp

Gly

Cys

Glu
160

Ser

Cys

Ser

Asp
80

Trp
Gly
Cys

Asn

Glu
160
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[0022]

<2102
211>
212>
€213>

220>

2237

<4002

19
171
PRT
AT

TNFRL 171-562 LG68V/S921/H95E/ROTP/HIBG/K161Q

19

Asp Ser Val Cys

Ile

Pro

Phe

Cys

65

Arg

Set

Thr

His

Cys

145

Asn

Cys

Gly

Thit

50

Arg

Asp

Glu

Val

Ala

130

Lys

Val

2105
211>
212>
213>

220>
223>

<4002

Cys: Thr
20

Pro Gly
35

Ala Tle

Lys Glu

Thr Val

Asn Leu
100

His Leu
L5

Gly Phe

Lys Ser

Lys Gly

20
171
PRT
AT

Pro Gln Gly Lys Tyr

5

Lys Cys His

Gln Asp Thr

Glu Asn Phe
55

Met- Gly Gln
70

Cys Gly Cys
8H

Phe Gln Cys

Ser Cys Gln

Phe Leu Arg

135

Leu Glu Cys
150

Thr Glu Asp
165

Lys

Asp

40

Leu

Yal

Arg

Phe

Glu

120

Gld

Thi

Gly

25

Cys

Pro

Glu

Lys

Asn

Lys

Gly

Ile His

10

The Tye

Arg Glu

Gly Cys

L)
o

Ile Ser
75

Asn Gln
90

Cys Ser

Gln Asn

Glu Cys

Lew Cys

155

Thr Thr
170

Pro Gln Asn

Val Tyr Asn
30

Cys Glu Ser
45

Ley Ser Cys: S

60

Ser Cys Thr

Tyr Arg His

Leu Cys Leu
110

Tht Val Cys
125

Val Ser Cys
140

Leu Pro. Gln

TNERI 171-S63 L68V/S92M/HI5F/RITP/HIBG/KIBIN

20

Asp Ser Val Cvs

1

Pro Gln Gly Lys Tyr Ile His Pre Gln Asn
5 :

Tle Cys Cys Thr Lys Cys His Lys
20

Pro Gly Pro Gly Glu Asp Thr

35

25

10

Gly Thr Tyr ¥Val Tyr Asn

30

Asp Cys Arg Glu Cys Glu Ser
460 45

41

Asn

15

Val

Tyr

95

Thr

Ser

1le

Asn
15

Asp

Gly

Ser

Cyvs

v Ser

e Lys

Asp

80

Tip

Gly

Cys

Asn

Glu
160

Ser

Cys

Ser
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[0023]

Phe Thr Ala
50

Cys Arg Lys
65

Arg Asp Thr

Ser” Glu Asn

Thr Val Hls
115

His Ala Gly
130

Cys-Lys Lys
145

Asn Val Lys

210> 21

211> 126
212> PRT
213y AT

220>

Met Glu Asn

Glu Met GLy
76

Val Cys Gly
85

Leu Phe Gln
100

Leu Ser Cys

Phe Phe Leu

Ser Leu Glu
150

Gly Thr Glu
165

Phe
55

Gln

Cys

Cys
Gln
Arg

135

Asp

Leu

Val

Arg

Phe

Glu

120

Glu

ys Thr

Ser

Pro

Glu

Asn
165

Asn

Gly Cys

Ile Ser
75

5 A.Sn Gln

90

Cys Ser

Gln Asn

Glu Cys

75 Lew Cys

155

The Thr
170

<223> TINFRI126-A2 S921/H95F/RO7P/HI8A

400> 21

Asp Ser Val
1

Tle Cys Cys
Pro Gly Pro
Phe: Thr Ala
Cys Arg Lys
65

Arg Asp Th

Ser Glu Asn

Thr Val His
115

Cys Pro Gln
5

Thr Lys Cys
20

Gly Gln Asp

Tle Glu Asn

Glu Met. Gly
70

Val Cys Gly
85

Lew Phe Gln
100

Leu Ser Cys

Gly

His

Thr

Phe

55

Gln

Cys

Cys

Gln

Lys

Lys

Asp

49

Leu

Val

Arg

Phe

Glu
120

Tyr I

Gly
25

Cys

Pro

Glu I

Lys

Asn
105

Lys

The: Ty

Arg Glu

Ala Cys

75

Asp Gln

Cys Ser

Gln Asn

42

Leu
60

Ser
Tyt
Let
Thr
Val
140

Leu

is Pro

Leu

Cys

Leu
60

¢ Ser

Tyr

Leu

Thr

Ser

Cys

Arg

Val
125

Ser

Pro: G

Gln

Tyw:

Gl

45

Ser

Cys

Arg

Cys

Val
125

Cys
Thr
His
Let
110

Cys

Cys

Asn
Asn
Ser
Cys
Thr
His
Lew

110

Cys

Ser

Val

Tyt

95

Asn

Thr

Ser

Tle

Asn

15

Asp

Gly

Ser

Val

Ty

95

Asn

Lys
Asp
80

Trp
Gly
Cys

Asn

Glu
160

Ser
Cys
Ser
Lys
Asp
80

Trp

Gly
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[0024]

2107 22

<211> 126

<2123 PRT

213y AL

€2203

<223>

400> 22

Asp Ser Val Cys Pro Gln

1 5

Ile Cys Cys: Thr Lys. Cys

20

Pro:Gly Pro Gly Gln- Asp
35

Phe Thr Ala Met Glu Asn

50

Cys Arg Lys Glu Met Gly

65 70

Arg Asp Thr Val Cys Gly

85
Ser Glu Asn Leu Phe Gln
100

Thr Val His Leu Ser Cys
115

219 23

2113 126
¢2125 PRT
213 AT

€220

223>

400> 23

Asp Ser Vil (JSS PI‘O
; 5

Tle

Pro

Phe

Cys
65

Cys Cys Thr Lys

20
Gly Pro Gly Gla
35
Thr Ala Met Glu
50

Arg Lys Glu Met

Asp Thr Val Cys

85

Gln

Asn

- Gly
70

Gly

Gly Lys
Hig Lys
Thr Asp

40
Phe: Leu
55

Gln Val

¥ Lys: Arg

Gys Phe

Glu Glu
120

Gly Lys

His Lys

Thr Asp
40

Phe Leu
55

Glu Val

Cys Arg

TNFRI126-A9 SY2M/HYBE/RITP/HISA

Tyr Ile
10

Gly Thr

25

Cys Arg

Pro Ala

Glu. Ile

Lys: Asn

Asn Cvs

105

Lys: Gl

His

Tyr

Glu

Ser
75
Gln

Ser

Asn

Pro

Ligu

Cys

Leit

60

Ser

Tyr

Leu:

Thi

TNFRI 126-536° L68YV/S92M/H95F /RUTP/HIBA

Tyr Ile His Pro

10

Gly The

25

Cys Arg

Pro - Ala

Glir Tle

Lys Asn
90

Tyr

Gla

Cys:

Ser

75

GlIn

43

Val

Cys

Leu. §

b0

Ser

Tyt

Gl

Ty

~Glu

45

Ser

Cys

Arg

Cys

Val
125

Gln

Ty

Glu
45

Cys

Arg

Asn

Ser

Cys

The

His

Leu

110

Cys

Asn

Asn

30

Cys

Thr

His

Asn
15

Asp Oy

Gly S

Ser |

Val
Tyr
95

Asn

Asp

Gly S

Ser

Val

Tyr
95

Asp
80

Trp

Gly

Ser

Lys

Asp
80

Trp
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[0025]

Set Glu Asn Leu Phe Gln Cys Phe Asn Cys Ser Leu Cys Leu Asn Gly

100 105
Thr: Val His Leu Ser Cys Gln Glu Lys Gln Asn The Val
115 120 125
2105 24
<2117 126

<2195 PRI
218> AT

<2200
<2235 INFRI 126-554 L68Y/8921/HOBF/RITP/HISA/KIGIN

<4006> 24

Ksp-Ser Val Cys Pro-Gln Gly Lys Tyr Ile His Pra Gln

1 5 10

Ile Cys Cys Thr Lys Cys His Lys Gly Thr Tyt ¥al Tyr

20: 25

Pro Gly Pro Gly Gln-Asp Thr Asp Cys Ave Glu Cys Glu
35 40 45

Phe Thr Ala Ile Glu Asn Phe Leu Pre Ala €ys Leu Ser

50 55 60

Cys Arg Lys Glu Met Gly Gln Val Glu Ile Ser Ser Cys
7

65 0

Arg Asp Thr Val Cys: Gly Cys Arg Lys Asn Gln Tyr Arg
85 90

Ser Glu Asn Leu Phe Gln Cys Phe Asn Cys Ser Leu Cys
100 105

Thy Val His Leu Ser Cys Gln Glw Asn Gln Asn Thr Val
115 120 125

210> 25

2117 126
212> PRU
213> AL

<220>
<223> INFRI 126-557 L68V/S92M/HI5F/RYTP/HISA/KI61N

00> 25

Asp Ser Val Cys Pro Gln Gly Lys Tyr lle His Pra Gln
1 5 10

[le Cys Cys Thr Lys Cys His Lys Gly Thr Tyr Val Tyx
20 25

Pro Gly Pro Gly Gln Asp Thr Asp Cys Arg Glu Cys Glu
25 40 45

Phe  Thr Ala Met Glu Asn Phe Leu Pro Ala: Cys Leu Ser
50 55 60

44

119

Cys

Ser

Cys

The

Leu
110

Cys

Asn A

Asn
30

Ser

Cys

Asn
15

Asp

Gly

Val

is Tyr

95

Asn

Ser

Lys
Asp
80

Trp

Gly

Ser
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[0026]

Cys Arg Lys Glu Met Gly Glu Val Glu Ile Ser
65 70 75

Arvg Asp Thr Val Cys Gly Cys Arg Lys Asn Glo
85 90

Ser Glu Asn Leu Phe Gln Cys Phe Asn Cys Ser
100 105

Thr Val His Leu Ser Cys Gln Glu Asn Gln Asn
115 120

@it 96
211 12
<2125 PRT
@13y AL

<2202

Ser

Ty

Leu

Thr

Cys

Arg

Cys

Val
125

223> TNFRI 126-S62 L68V/S921/H95R/RITP/HIBC/K1610

400> 26

Asp Ser Val Cys Pro Gln Gly Lys Tyr Ile Hig
1 5 10

Ile Cys €ys Thr Lys Cys His Lys Gly The Tyr
24 75

Pro Gly Pro- Gly Gla Asp Thr Asp Cys Arg Glu
35 40

Phie Thr Ala Tle Glu Asn Phe Leu Pro Gly Cys
50 55

Cys Arg Lys Glu Met Gly Gln Val Glu Ile Ser
65 70 5

Arg Asp Thr Vel Cys. Gly Cvs. &rg Lys Asn Gln
85 90

Ser Glu Asn Leu Phe Glu Cys Phe Asn Cys Ser
100 105

Thr- Val His_LeU Ser: Cys Gln: Glu Lys Gln Asn
115 120

@i 27
@21l 126
<2120 PRT
@13 AT

€220

Pro

Val

Cys

Leu

60

Ser

Tyr

Leu

Thr

Gln

Tyr

Glu

45

Ser

Cys

Arg

Cys

Val
125

<223> TNFRI 126-S63 L6&V/S92M/HI5F/RYTP/HIBG/K1GIN

400> 27

The Val Asp

80

His' Tyr Trp
95

“Lew Asn Gly

110

Cys

Asn

Asn
30

Cys &

Thi
His
Leu
110

Cys

Asp

‘Gly"

Val
Ty

95

Asn

Ser

r Lys

Asp
80

Trp

Gly

Asp Ser Val Cys Pro Gln Gly Lys Tyr Ile His Pro Gln Asn Asn Ser

1 5 10

15

[le €ys Cys Thr Lys Cys His Lys Gly Thr Tyr Val Tyr Asn Asp Cys

20 25

45

30
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[0027]

Pro Gly Pro Gly
35

Phe Thr Ala Met

50

Cys Arg Lys Glu
65

Arg Asp Thr: Yal

Set Glu Asn Leu
100

Thy: Val His Leu
115

2105 28
211> 105
<212 PRI
@13 AT

<220>

Glo

Glu

Met

Cys

85

Phe G

Ser

Asp

Astr

Gly
70

Gly «

Cys

The

Phe
55

Gln

Asp Cys Arg Glu

40

Leu Pro Gly

Cys

Val Glu Ile Ser

5 Arg Lys Asn

90

Phe Asn. Cys

105

Gln Glu Asn Gln

129

<223> INFRILI05-AZ S921/H95E/RYTP/HIBA

400> 28

Asp Ser Val Cys
1

Ile Cys Cys Thr
20

Pro Gly Pro-Gly
35

Phe Thr Ala Ile
50

Cys Arg Lys Glu

Arg Asp Thr Val
Ser Glu Asn: Lei
100
210> 29
211> 105
212> PRT
213> AT
L2203

Pro

Lys

Gln A

Glu

Met

Gln

Cys

Asp

Asn

Gly

fra
43

s Gly

- Gln

Lys

His

Thr

Phe

55

Gln

Cys

Gln

Lys

Asp

40,

Leu

Val

Arg

w5 Phe

=
o)
7

Tye

Gly
25

Cys

Pro

Glu

Lys

Asn
165

Tle
10

Thi

Arg

Ala

Tle

Asn

€223> TINFRILO5-A9 S92M/HI5F/RYTP/HIBA

4003 29

Asp Ser Val Cys
1

75

Gln

Ser

Asn

lis
Tyr
Glu
Cys
Ser
75

Gln

46

Cys Glu
45

Leu Ser

60

Ser Cyg

Tyr Arg

Leu Cys

Thi Val
125

Pro Gln

Leu Tyr

Cys Glu
45

Lew Ser

60

Ser Cys

Tyr Arg

Ser

Cys

Thy

His

Leu

110

Cys

Asn

Asn
30

Ser

Cys §

Thir

Hig

Gly

Ser

Val .

Tyr
95

Asn

Asp

Gly

Val

Tyr
95

15

Set
Lys
Asp
80

Trp

Gly

Cys

ser

Lys

Asp
80

Trp

Pro Gln Gly Lys Tyr lle His Pro Gln Asn Asn Ser
5 10
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[0028]

Ile Cys Cys

Pro Gly Pro
35

Phe Thr Ala
50

Cys Arg Lys
65

Arg Asp Thr

Ser Glo Asn

LOTHs 30

211> 105
2125 PRT
213> AT

{220
2237

<4005 30
Asp Ser Val
i

Ile Cys Cys

Pro. Gly Pro
35

Phe Thr Ala
50

Cys ArgﬁLys
65

Arg Asp Thr

Ser Glu Asw

Thr Lys Cys
20

Gly Gln Asp

Met Glu Asn

Glu Met: Gly
70

Val Cys Gly
85

Leuw Phe Gln
100

Cys Pro Gln
5

Thr Lys Cys
20

Gly Gin Asp

Met Glu Asn

Glu Met: Gly
70

Val Cys Gly
85

Lew Phe Gln
100

His Lys Gly
25

Thr Asp Cys

40

Phe: Leu Pro
55

Gl Val Glu

Cys Arg Lys

Cys: Phe Asn
105

Gly Lys Ty

His Lys Gly
25

Thr Asp Cys
40

Phe Leu Pro
55

Gln Val Glu

Cys Arg Lys

Phe Asn
105

9]

Cy

The Tyr Lew Ty

Are Glu Cys Glu

45

Asn
30

Ser

Ala Cyy Leu Ser Cys
60

Ile Ser Ser Cys

75

Asn Gln Tyr Arg

90

TNFRI 105-836 L68YV/S92M/H95F/RITR/HISA

Tle His Pro Gln
10

The Tyr Val Tyr

Arg Glu Cys Glu

8

Ala Cyvs Leu Ser
60

Tle Ser Ser Cys

Asn

90

75

47

Thr

His

Asn

Asn

Ser

Cys

Gla Tyr Arg His

Asp Cys

Gly Ser

Ser Lys

Val Asp
80

Tyt Trp
95

Asn Ser

15

Asp €ys

Gly Ser

Ser Lys

r Val Asp

80

Tyr Trp
95
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