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The present disclosure relates to fusion protein of relaxin or analogues thereof and the pharmaceutical
use of the same. Specifically, the present disclosure relates to a fusion protein containing relaxin or the
analogues thereof and serum albumin binding domain, and the pharmaceutical use for treating diseases such
as heart failure. Furthermore, the present disclosure relates to a serum albumin binding molecule comprising
a single variable domain (such as VHH) of immunoglobulins capable of binding to serum albumin, which

has good plasma stability and can be used to extend the plasma half-life of drugs.
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- THE SAME

[432]

AEEANBUREOUINREEG LEBERR - ARRmE > &
BEREN-EEERMAXREFLEMEFIERECEERRSE
H o XERAREFERRFO . LE)NEEAR - Dk RigERR—ED
BHEBEEST s TEeREaIFoEANRENRERE
— A SBEERIE(A0 VHE) - BA BREFRVMBREN - o AR EREYRY M

[#32]

The present disclosure relates to fusion protein of relaxin or
analogues thereof and the pharmaceﬁtical use of the same. Specifically,
the present disclosure relates to a fusion protein containing relaxin or the
analogues thereof and serum albumin binding domain, and the
pharmaceutical use for treating diseases such as heart failure.
Furthermore, the present disclosure relates to a serum albumin binding

molecule comprising a single variable domain (such as VHH) of

F1H > 32 HEHARSR)
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immunoglobulins capable of binding to serum albumin, which has good
plasma stability and can be used to extend the plasma half-life of drugs.
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[0 E ]
[P ALRE] BHRBBEOVRMEES RABEAR
[#37883-278)] FUSION PROTEIN OF RELAXIN OR ANALOGUES
THEREOF AND THE PHARMACEUTICAL USE OF

THE SAME

[0001)] KIEFTEFENK 2022 £ 5 H 7 BRI EHEF]FEE(HEFIR
CN202210491720.7)KI{E5CHE -

[ i

(0002] Z$HEEBEH LY E RS - BEL - R —EEaRtRK
HEUMENEEESESERENMESED - RERRGEERR (B -
WEERAR - DR BER—BIEEEREEs T &GS TER
REGOIME N EORRERE D E— 1 S4EEM VEE) - BA BFAIIM
FRREM - TRAREREYHMEEFEH -

it

[ Serihdir]

[0003] %&ith3E (relaxin)fE B2 HAE VMR 1926 521 Frederick
Hisaw EREH  ER—EEREHNE  BRREEZERE - BiEEA
FhaEe 7TEFREA  BFERME L(RLN-1 3 H1) » FZ53E 2(RLN-2 5
H2) » ¥45t2% 3(RLN-3 = H3) - BB RE—FFF LEIREE » 215
EHEPHZH4E# - HPRHE 2 EARERPEENFEME - 1 RLN2

B1H £ 78 H(HEHERAS)



202409074

99949

RS - B2 AR (A B 2 PR C BURTA I mE =
5 - ERPIAGE N TTES KRR C B BRSBTS - RARNEE
W 2B A B TERSBAGE - A TEE B (S R AT S (R
B RS AFENEIER —¥ i ##(Schwabe, et al. Science. 1977,197,
914-915) o

[0004] B 2 B MBS RMNE  HEHEEE T THE 2
RXFP1(Xf% LGR7)EH - RXFP1 £ G EHBRZH(GPCR) » BE
S 85T - RXFP2(UTH LORS)BLRH 2 2 %A - I E 2 70
GO MR SRS RO cAMP AIRSRE ML 3-%ES B
SR — S LEE YRS o B 2 BB A HT DUHIA Smad2/3 KBk
Wit - AETIHTSIERSNET - BIEE G - BIERIIRNE 2 HAR
TSR ~ B3 - WA A RE 77 RIS BRI ~ (R s e 2 R B
¥ EEAIRANEE BB LA - OSBRI B R E

5 25H91E F (Chiara Sassoli, et al. Current Molecular Medicine 2022, 22,

mp
clt
o
o

KB
i

196-208)

[0005) F&othzE 2 WY R=H(h)RE » RAARME 2 A FE
(t12) RE %5788 » ERFRIMERERAREY T AAE - E& LT RAE
GEFRIME 2(serelaxin) EHER HEEFEHEERFIRI AT BEENEER
E RFEHENEY - AEBHRME 2 BTEUESHE =Rt )
BlanFE R L2 A 751 A PEG ~ IEHEA#HSE - LB FEHEHNITT AR
EHERERNEL » ZIREE Fc & -

%2 H 0 4k 78 H(BHHREEE)
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[0006] HEAEMNFFEERAEEN—BEED  SMIEEGH 40-
60% - HEH TG EHZNRAINEMLECE @ SREARARN S I
27 - pEOMEERER G(IsG)HEM FERANRERHEEERA » AR
HEEEEEABNNEEEALHE 19-21 K(Berson, S.A. et al, J. Clin.
Invest. 1953, 32, 746-768) - EFERERE  HEH TER 66.5KD - il
BESFREBNEFKERE T B/NKBIENEEE 3.5-6 nm(Lin, J.H. Curr,
Drug Metab. 2009, 10, 661-691) ; HEH LRI FcRn &84 > i HEELS
G EA pHKEMENFRE > REEAPFEER - £RMEBEYE pH T(pHS.5
HE 6.0)MEFLEAILE M » KM iReE T HEEH RN AIREAVEE - THMEZE

FeRn EEF|MFERE » AP ERVAERE pH R T - HE B FeRn LAZHEE

PET B B E TR B — EEEAUR 1eG WEEHE > T H B E G/ 1gG 55l
#5 FcRn F{EBIIAMI B GS& - BREE - |

[0007] ZAHBEIRMET FSHOEAME DS D WEIRTE - HES
EE IR YRR A B R - Bl EAEBNSAEEES
H B R B R R E R A R E R E LR BRAE A% R
R RN SRR RS AR RA RS
RENS  EREE  BEERNERERE -

[HAE]

[0008) Af@ERML T —BIIFLELE s T HEaRKERES
I 5% £ 6 1 B e RN S W A, > S RIFIMAR R o T
REREEYHY M= -

¥3H £ 78 HEFHRES)
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MEEELGEETTF

[0009)] AiEBREMBELAEQAESSTF -

(0010} —&EHITETS - MEAEAEET THEREREQE —
Al RAERREQE-TEE&BHE ST D-S)E—HRIEHN
CDRI1 - CDR2 1 CDR3 :

1) 41 SEQID NO : 6 ~ 18-27 fE—Frfg E #5517y CDRI ~ CDR2
1 CDR3 ; |

2) %0 SEQ ID NO : 7 FrRig & #& 75 #y CDR1 ~ CDR2 #I CDR3 ;

3) 23 Hl41 SEQ ID NO : 8 ~ 9 1 10 Fi7xHY CDR1 ~ CDR2 1 CDR3 ;

4) 435141 SEQ ID NO : 11 ~ 12 §1 13 F7R#J CDR1 » CDR2 1 CDR3 ;

5) CDR1 & X;SCX,G(SEQID NO : 64) » Hh » X, B TH N X,
ML ;

CDR2 % X3IYX,VGGSTFYX5sXsSVKG(SEQID NO : 58) » Erf » X;
BSHT > XeBTHEM > Xs BTHRA > Xs B NI D ;

CDR3 A GSPARCX,;XsRDPTTFX,Y(SEQ ID NO : 59) » Hif » X7 &
RE L Xg B LR > Xo 5 DE N ;

Hep o Bk Xo B X FE—{EEE BT DA R H ] B R B IR A (RSP I A
BRZE & o

[0011] it CDR Z#f# Kabat ~ IMGT » Chothia » AbM &, Contact

FITHMEER » BI40 > % CDR ZERIE Kabat §REE LA GEEH ©

F4H £ 78 HEWRAE)
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[0012) —E&FFEFET  MFEOESEETTEEREREGE —
TGRS ZRERESE-TdEB&ERIEEs LM 1)-5)% CDR1 -
CDR2 - CDR3 T HEE—(ESERAE B > 25 3)A7dE -

[0013] —&FHETET  MFAEAECTTEIRERETE
AEEEE - HES
45 5 (B EIREE  N/E 0 ZREREQE - JEEHEEE S CDR2
EARi it fE— CDR2 AHEL » BAH 0~ 123~ 4505 (ERERLZE S  F/20
ZeERENE - EE B E &1 CDR3 Eafii{t— CDR3 ML AA

0+1-2-3- 455 [EFAEZES - —i BRAEEHT T - CDRI - CDR2

#y CDR1 igi#fi{f— CDR1AHEE - EF0~1-2~3

F1/5% CDR3 Ay B B 52 8 Ry (R <P ELAR

[0014)] —ELEEMETES @ ATl RS A B — o S i R EREE R
iy - | |

[0015) —ELEHE T ES » B GIERRE 0 8 — 7] S S R i R A DA
TE—IEMER ¢ OB(L - AR - B T @R - BEERE
B BEREEE  BERBEEL  SREas -

[0016] —EEHEITH S - AL ATR(LHY 5 FERR R £ B — T ST I
PIERERE AEETEEEARER IGHV3-23 5 IGVH3-66 -

[0017) —ieEEEEMm T A AL AR EQE T84
BEENL TRETWE D — R aaFERkzES 52023527 29-30-
37 ~44 ~45~47~49~ 74~ 78 ~ 83 F1 84 L (EN EU R LG E)

F4 > A B E U TS — B AR ZES 1 20V~ 23V 27N~ 29Y

30L ~ 37F ~ 44E ~ 45R ~ 47G ~ 49A ~ T4A ~ 78V ~ 83Q E{ 84P ;

5 SH 378 H@IRED)
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[0018] #40 » E&BE N TE—NIEEBESES

F27N ~ F29Y ~ S30L ~ V37F ~ G44E ~ L45R ~ W47G ;

L20V ~ F27N ~ F29Y ~ S30L ~ V37F ~ G44E -~ L45R ~ W47G ;

A23V ~ F27N ~ F29Y ~ S30L ~ V37F ~ G44E -~ L45R ~ W47G ;

F27N ~ F29Y ~ S30L ~ V37F ~ G44E ~ L45R ~ W47G ~ S74A ;

F27N ~ F29Y ~ S30L ~ V37F ~ G44E ~ L45R - W47G ~ L78V ;

F27N ~ F29Y ~ S30L ~ V37F ~ G44E ~ L45R ~ W47G ~ S49A ;

F27N ~ F29Y ~ S30L ~ V37F ~ G44E ~ L45R ~ W47G ~ R83Q ~ A84P ;

F27N ~ F29Y ~ S30L ~ V37F ~ G44E ~ L45R ~ W47G ~ A84P ;

S30L » V37F ~ G44E ~ L45R ~ W47G ~ A84P ; 5

S30L ~ V37F ~ G44E ~ L45R ~ W47G »

[0019] —ibgEiE T ABBEMNMIEOEOESSTFEESS
IR B A R SRR E N W SR A58 SEQ ID
NO : 68 7 E—HHZ BEEED 80% - E/b 90%FF[E— i EE 5
5l o —ILEFHE T o PR (0 B — T B A A R BB R AT

[0020] —EefFfE & » ABBRANDFEOEOESSFEESE
SRR B — W A SRR E O W SIS E A E A SEQID
NO : 18-27 F—FiReiiir BB E/D 80% ~ B/ 909 55 F— AR
BT o — B ET R ERE N E ] SRR UB(LR -

[0021] AEBFE - “F b 90%(FFI)E— M HEE /D 90% ~ B 91
9% ~ /b 929% ~ B/ 9396 ~ B/b 949 ~ B 959 - Fb 969% ~ E /b 97
9%~ b 9896 ~ F/V 9993 100%(FFFE— 1t ; “E /) 80%(FFI)E—1k”

B 6H » kBHEEGERAESE)
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HEE/D80% F/D 81% -~ /) 82% ~ FE/83% ~ E/D 84% ~ FE /D 85% o
/) 86% ~ B/ 87% ~ B/) 88% ~ /D 89% ~ B/ 90% ~ /W 91% - B
/1 92% ~ ZE/L 93% ~ B 94% ~ B 95% ~ B 96% ~ B 97% ~ B
98% ~ =/ 99%EL, 100%(FFFDIE—HM ~ DURFTHAE 2 W (8 B {E 2 Ta AV
 BFR BN/ N -

[0022) —&FHEITET @ AIAARBERENMESESEas T+
NRERESRE -T2 EERE S =M AERE CDR1-CDR2 i CDR3
FIPO{E FR - 208 AN IE R AR IR E # E KRR © FR1-CDR1-FR2-
CDR2-FR3-CDR3-FR4 o

[0023] —&EFHE TEF @ FIAARBRANMFEHERESTTE
EEMBFOEANNEREREEAR B ReauiiaRERESSH
BHREY) - EEl -

[0024] —LFiEFET - TR REEDE - srabift ~ AR1E

[0025] —EEHEITEST @ AUATURE & B Ry sdAb EEER E DT

[0026] —EBHEHTET - AL IS QBTS2 VEH -

[0027] —&FEMITES » AUl R EIREH B~ B EEERE AR
#y VHH -

(0028 —SLFMiJ7 2 - FUAL 2 PR IR 0 BB — ] B 4E i igE 44
FIREFREY VHH -

$7E 18 H(EYIEHE)
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[0029] —BEMAFEY  REMBEAEAEES ST HEBE—HHE
Z{EBIA 2345678 [E)ATALRIEERE Q E— T BEEHEE - &
FRRESE-TEEBETIURERRTEN  EEWERERESE

A BEE IR T H] DL B R RS i R

[0030] E—sEFEH A EF > BREMEOEOEGS T - HEMTE
RENAEREDE T SEBBECURPESHERNRA -

[0031] E—leEMirEs  REMEAEAGEEST » KEEM
ARBENEEREDE— T S2EBIREMEEEHNES

[0032] E—EHTEY  BRIFEEQSEESF @ HEMED
EONEEWRRARBEN RERES B8 EE -

[0033] —&EHETES » FIABBERANMEEERE ST TE
HEEERE QN Fo & HIIEE A 1gG1 ~ 1gG2 ~ 1gG3 ~ 1gG4 # Fe & ;
BCE IR - BIA0(His)e FERR B (His)s B %

[0034] TTHMRABEN Fc BRDKEFFEERNARRES » §
> 1gG(FI40 » 1gG1 ~1gG2 ~ 1gG3 B 1gG4 5aZl) ~ IgA1 ~ IgA2 ~ IgD ~ IgE
K IgM-E— S EHEFET Fc BERENEENSKHERNI N H#EE  CH2
&1 CH3 & -

[0035] —EE M FZEH AT RIEERE 0 B —n BRI Fc B
RIS PR DU T - R TR EER 120 HRFES
BB 2B ~ 4% 4R DL RSBV IE T R BB T - BN - BT R R
MEERET » 540 G4S(SEQ ID NO : 67) ~ GS » GAP ~ (G48)2(SEQ ID NO :

68) ~ (G4S)3(SEQID NO : 69) * (G48)4(SEQ ID NO : 70) » (G48)s(SEQ ID

558 H - 3 T8 H(BUHRAID)
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NO:71)~ASGS~GsS HHEHFG F—LEHmITEF  BETFE

v

GGGGSGGGS(SEQ ID NO : 72) -

[0036] —tbEETEY - AFBERENMBEESE ST TEEK
% SEQ ID NO : 155 16 sl BRHZE /) 80% ~ /0 90% [F51[E—
M EERFT -

[0037) —&EHEAHET > FIRMBEEELE G T FHINAERER
B -TSEEEEFREGESNEREON » RIEHELQ Y LILEZEEH
A A EQ@I/NEMEAE D (mSA)  RERBEHYMAELTES
(BIaFE BB A E A (cySA) ~ AMEAEHHSA)) - —HEBERE T E
o ZMEHEHRZ HSA -

[0038] —&&RGES » ABENMEAEREE S FUUEEHR
ME—NZENRERESE—TEERE . W DNEaslE—aE
REOE T EEEIRNIIRE R s HE S - §l41 CDR3 - CDR3-FR4 »
CDR2-FR3-CDR3 -+ CDR2-FR3-CDR3-FR4 - FR2-CDR2-FR3-CDR3-FR4
CDR1-FR2-CDR2-FR3-CDR3-FR4 ~ FR1-CDR1-FR2-CDR2-FR3-CDR3 -

[0039] A—S&EHGTEF » ZRERESE -1 SEEEBAIIES
Sy EE T DL 2R T CDR3 - CDR3-FR4 - CDR2-FR3-CDR3 - CDR2-
FR3-CDR3-FR4 + FR2-CDR2-FR3-CDR3-FR4 ~ CDR1-FR2-CDR2-FR3-
CDR3-FR4-5, FR1-CDR1-FR2-CDR2-FR3-CDR3 {y1f1/5 A E H 45 A ThAE
HBEZEBZED 80% - /A 90%FFIEIRMERNZIK » FINTLZRET
CDR3 WIIEHERE&EThRENE Y B —EFFIEVRENZ K - fla
E#fifE— CDR3 BB ZE/D 80% ~ /D 90%FFIFIRERIZAK -

$FIH » #78 H(EWHRHES)
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[0040] —LLEHTET » FRBEUENIFEELES S TH » &
ERTE HE T BRI DR R AN ER RS EE RN K
S F NG FALE YR EEIE I EER -

EAES > AEENMEAEAEES TEE—EX
FELRGRBSZER - K PRUGRE N2 B BISR e R R E A B
SEREIR L E IR B -

[0042] —EEEHiJTZEF @ ZARBI BRI AR 2B TR
HE - KBEA/NGFILEY -

BEEAET > ARBERENMBERELSES S FHEF
AR IRE B B — BB DI<1x107M » f[#1<2x10°*M ~ <1x10"*M -

<9x10-°M ~ <8x10°M » <7x107°M ~ <6x10°M ~» <5x10°M ~ <4x10°M ~

)

[0041] —£&

=

;

[0043] —£&

<3x%10°M ~ <2x10°°M ~ H<1x10°°M » F<9x10°10M ~ <8x1071°M ~ <7x10

M~ <6x10° 1M ~<5%1071"M ~ <4x10°1°M -~ <3x10°1'M ~ <2x10°1'M » <1 x10"
"MW KpEEEIMBEEEH @ PINAMBHES -

[0044] —sLEH I RS » ARRBERANMFEEQAE ST THAL
B HEBERHRT Kp{E R 100M-100nM - Fl41 10nM—50ﬁM » % Kp HHY
TR JT AR AR FIEE AR > BB ABEEY 4 FATEMR -

[0045) —&ERTES ARBRENDIEOEREGI TEFE

HUTWED—IERES

(a) BA<1x107M » {40 » <1x10°M By Kp [E&ES HSA S
(b) B/ REREITEET M 5 ZEH S FcRn &S > ZIE
HEH G405 HSA » 3% FcRn FZ1 & A FcRn ;

%10 H » 3t 78 HEEHERHEE)
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(c) BEBEIEFEI N2 BN - ERZIGEBI 2 EERY M= -

[0046] —LEHEAET AEBRENMFOAERGESTTHRET

B IR (140 VEH) BRI 1 S 7E (B (R A E RS - N

BRI TREHEZ R NS PIERECK - RIMED TBENAER - &
ZEE T RV EA R R T IR -

[0047] —&EHEITEF - FBENMEAELS&S S TR

- DA PR AR RIS & MR 5 H Y B — T SRR Y B E 2R -

[0048)] —E&EEHRAFET > AEENMEOEOE S TEREANT/H
BEIMEEMEHEHE FcRn (&S

REEH
[0049] AFBERMEMSED  RESMFEHEHESEBERRM
ZEREHSHOY > ZMFHEQGGERREEE) —HREREFE T
SERE > ZREREQE -V EEHRERASNEEN T -2 ERES
AR, -

[0050] —&E\HTRT > REERESE-TEEBREEMT -
5){+—TEpruit#y CDR1 ~ CDR2 1 CDR3 :
1) 41 SEQID NO : 6 ~ 18-27 {E—FrrE &AM 75+ 1Y CDR1 ~ CDR2
1 CDR3 ; |
2) 401 SEQ ID NO : 7 FyRfgEE; 75 +H#y CDR1 ~ CDR2 #1 CDR3 ;
3) 41 SEQ ID NO : 8 ~ 9 f1 10 fir7/~xH#Y CDR1 ~ CDR2 1 CDR3 ;

4) 41 SEQ ID NO : 11 ~ 12 1 13 Fi=fy CDR1 ~ CDR2 1 CDR3 ;

%11 HE - 3 718 HEHRES)
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5) CDR1 & X;SCX,G(SEQID NO : 64) » Hh» X; B TH N> X, &
M=, L; |

CDR2 % XsIYX,VGGSTFYXsXsSVKG(SEQ ID NO : 58) » Er » X;
BSHT XiBTHEM Xs BTHA > XsBENED;

CDR3 % GSPARCX,XsRDPTTFXoY(SEQID NO : 59) » Hrh » Xy &
R L Xg LR > Xo s DE N ;

Hep o B3t Xy & Xo PHY—{E B 1] LLR H o] B e AR AV (R T I &
BRoEg: -

[0051] it CDR 24E#E Kabat ~ IMGT -+ Chothia -~ AbM B, Contact
IR ERR » BlA - 3% CDR ZRIE Kabat 4757 LA GEEA -

[0052] —iegEiE )T 2Ed » Al G i Bk (0 B — ] SR R I S L T
E—TEBOE ¢ BREETR » RAR(L - BATRE - B T 4R - BE
FEEIRERRE - RERETERN/ SR ERBERL - M

[0053] —&ERITEF » Z R R ERED BE— T &R+
ERERE AEHETEEEAER IGHV3-23 5 IGVH3-66 -

[0054) —HERBERITEF » ZNFNRERELDE T84
AN TUETNE D —RE e AR EE 5 20-23-27-29-30~37-
44 ~ 45~ 47 ~49~74 ~ 78 ~ 83 F1 84 fir (A EU IR AHKNINUE)

Bl BEBEE U THNED—EEAREZEE : 20V~ 23V 27N~ 29Y »
30L ~ 37F ~ 44E ~ 45R ~ 47G ~ 49A ~ 74A ~ 78V ~ 83Q T 84P ;

[0055] 40 > BEEEHN T E—WEEREEES :

F27N ~ F29Y ~ S30L ~ V37F ~ G44E ~ L45R ~ W47G ;

F12F 0 £ 78 H(EWSRE)
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L20V ~ F27N ~ F29Y ~ S30L ~ V37F -~ G44E ~ L45R ~ W47G ;
A23V ~ F27N ~ F29Y ~ S30L ~ V37F + G44E ~ L45R ~ W47G ;

F27N ~ F29Y ~ S30L ~ V37F -~ G44E ~ L45R ~ W47G ~ S74A ;

F27N ~ F29Y ~ S30L ~ V37F ~ G44E - L45R ~ W47G ~ L78V ;

F27N ~ F29Y ~ S30L ~ V37F ~ G44E ~ L45R ~ W47G -~ S49A ;

F27N ~ F29Y ~ S30L ~ V37F » G44E ~ L45R ~ W47G ~ R83Q ~ A84P ;
F27N ~ F29Y ~ S30L ~ V37F ~ G44E ~ L45R ~ W47G - A84P ;

S30L - V37F - G44E ~ L45R ~ W47G ~ A84P ; =

S30L - V37F - G44E ~ L45R ~ W47G -

[0056] —HEH TEY  ZREREQE -2 BEREIES
SEQIDNO : 6~ 18-27 fF—Frmeiid « BHZE/D 80% ~ &/ 90%[FF[E—
MR REEKFS -

[0057) —HEHSTEF  ZRAEXREDE-FE&BERESEA
SEQID NO : 7 FiRs#iz BHFZE/D 80% ~ 2/D 90% 751 [FE — Ay e £ Bk
FFa1

[0058)] —LHEHATET  ZREKREDE A E4REEE VHH  §
WESECIR - AJR{BERY VHH -

[0059) —EERTET > MEEQPNERNENHENUYES A H#
1B #& -

[0060] —EEHETET > Af#EA SEQIDNO : 315052~ 54>
56 fE—FT YR EEEL 751 » BBE SEQ ID NO : 31~ 50 ~ 52 ~ 54~ 56 {E—
BHED 90%FIIE—HEREERFY] > 8@ Z SEQ ID NO = 31~ 50

513 H » 3 78 HEHHRHEE)
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525456 (T—EA (AN ERERRID - 6RE - B ARERNEER
FF50 > 170 A §E07 DAZ SEQID NO : 31 57 50 #£ N Ikt 1~ 2~ 3 5 4 {H
R Al » BRI ~ 2~ 3~ 4 {EEEE -
[0061] —EHE7ZEF » B#EAA SEQIDNO : 32~ 51 ~53~ 55>
57T E— TR EERFS - 28 SEQIDNO : 32~ 51 ~ 53~ 55~ 57{F—
BEZD 90%F3[E—E AR AP - 2@ SEQ ID NO & 32~ 51 »
5355~ 57 fE—E A —ES S ERERRN ~ thE - MANERIVEER
FP 51+ 140 B §E R LU SEQ ID NO @ 51 1 N ¥Rk 1 BB EE -
[0062] —EEHmITEF > ZRMEHELELYH A $2F0 B 2 Ll
NEEEE -
[0063] —&EHHEF  ZRGENABEUYWEE2AOT D-NFE—
IEHT A $8F) B HEME |
1) SEQ ID NO : 31 Fi7_FY A $8F1 SEQ ID NO : 32 FiyRAY B §##
2) SEQ ID NO : 50 ffi7rHY A #8751 SEQ ID NO : 51 Fi/rey B ##
3) SEQ ID NO : 52 Fr7rEY A #8751 SEQ ID NO : 53 fi/_HY B §#
4) SEQ ID NO : 54 Fr/rfy A $51 SEQ ID NO : 55 fr/~iY B ##
5) SEQ ID NO : 31 F7RI A $#71 SEQ ID NO : 53 fii_fy B §# ;
6) SEQ ID NO : 52 fii7/~AY A $##%1 SEQ ID NO : 32 Fi/rEY B ##
7) SEQ ID NO : 56 Fi/~#y A ##51 SEQ ID NO : 57 Fi7RHY B ## -
[0064] > A RLN2 A §#
QLYSALANKCCHVGCTKRSLARFC (SEQ ID NO : 31)

[0065] > A RLN2 B §#(delB1)

99949 514 H >+ 78 H(EHHREE)
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SWMEEVIKLCGRELVRAQIAICGMSTWS (SEQ ID NO : 32)
[0066] > A RLN1 A
PYVALFEKCCLIGCTKRSLAKYC (SEQ ID NO : 50)
[0067] > A RLN1 B §#
VAAKWKDDVIKLCGRELVRAQIAICGMSTWS (SEQ ID NO : 51)
[0068) > A RLN2 A §i#fi(delA1-4)
ALANKCCHVGCTKRSLARFC | (SEQ ID NO : 52)
[0069)] > A RLN2 B g
DSWMEEVIKLCGRELVRAQIAICGMSTWS (SEQ ID NO : 53)
[0070] > A RLN3 A ##
DVLAGLSSSCCKWGCSKSEISSLC (SEQ ID NO : 54)
[0071] > A RLN3 B #
RAAPYGVRLCGREFIRAVIFTCGGSRW (SEQ ID NO : 55)
[0072) > A RLN2 A ##(Z1,LYS)
X10LYSALANKCCHVGCTKRSLARFC » EH » X105 QE; D
(SEQ ID NO : 56)
[0073)] > A RLN2 B §#(E 228 & D)
DSWMEEVIKLCGRDLVRAQIAICGMSTWS (SEQ ID NO : 57) «
[0074] —&ERTEY > ZMEcESEE 1 HldREKESE—
SR | ERTR RN EE Y - —EEETET  ZREeEOEE
1 (ERTH ey Bk E 0 BE— T S 2 ERT R ZRE Y - —L8H
JTEYT > REEEOES 2 EARERE S E -8R 1 {ERT LR

B15H » £ 78 EEYEHES)
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$

REGHBEMY - —LERTEY > ZMEEDEE 2 ERARERERE
— AN 2 (E AT AL FR T IR B AR -

[0075] —®HERGET > ZRSESEEOAOEAAV)E—FTTR
HEEHEWZHK -

T

B-L;-A-L,-VHH (1)
A-L;-B-L,-VHH = (11)
VHH-L,-B-L;-A = (11D
VHH-L;-A-L;-B A

Hrep > AZRIRE -HRRME A - BERIME -NRMEBHE - L,
FI L REEET  ALLS EB I ERFEE -
[0076] —EHAFEDS L EAEEEH(GGGGQ)n(SEQ ID NO : 73) -
(GGGQ)n * (GGGGS)n » (PGPQ)n FI(PGPA)n HYRFEBLFFY - #Z n B H 1-
10 098 > Bl413-~4-5-6~7~8¢

[0077) —£:E 5% S - Li A& SEQID NO : 33-35 {F—FREi#

ZEBEZED 0%FIIE MR ERRF5 -

(00781 —EEHATET » LaBE(GxSy)z VI ERRFY] - &% X~ Y »
ZBILAVER 1-10 HYEER - f140 L B(GGGGS)z > 2% Z #H 1-10 AYEE
Blm3-~4~5-6-7~8

[0079] —&EHGES » L2 & SEQ ID NO : 49 FiRsl#iz BA
Z /0 90% 75 F— A e BB 5 -

[0080)] —ibghEHEd L, AE%EE KR-KRKPTGYGSRKKR(SEQ

ID NO : 65) ~ KRKPTGYGSRKR(SEQ ID NO : 66) - KRGGGPRR(SEQ ID

216 5 » £t 78 H(EHEHRHAZ)
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NO : 60) ~ KRGGGPKR(SEQIDNO: 61) KRKPTGYGSKR(SEQ ID NO :
62) ~ KRSLKR(SEQ ID NO : 63)E—B 8 2 BAHZE /D 90%FF[E— AV
BT -

[0081] —&EMITEY » ZMEEDZEBEED -

[0082)] —%EHITET  ZHMAEARSER I -ER8EL -

[0083] BAT4E HRBIMERYE i JT 2K

MieED HEMFOENEEEBENRMEAREELCY) > &inE

HESECGEERE S REREOE-J2EEE > R EREGE—]
S A2 SEQIDNO : 89 F1 10 Fr7RrAY CDR1 ~ CDR2 f1 CDR3 -
41 SEQ ID NO : 11 ~ 12 1 13 fi>RHY CDR1 ~ CDR2 #1 CDR3 ; 547
R B D E-E&W SEQIDNO = 31 ~ 32 Bi7RHY A #8751 B ## » 241 SEQ
ID NO @ 50 ~ 51 Bi/REY A #8701 B # - 540 SEQ ID NO : 52 ~ 53 FiRiy A
%0 B ## » 40 SEQ ID NO : 54 ~ 55 Fi/rAY A #8501 B §# - B4 SEQ ID
NO : 31~ 53 Fi7REY A $#H1 B ## > =4 SEQ ID NO : 52 ~ 32 Fi/RiY A §#
A1 B ## - B4l SEQ ID NO © 56 ~ 57 FioRAY A $##50 B 4

[0084] Ri&EH GE2MERELSSHBRARMRIEEUY -
ZMEAESEEEEBE e AEREDE - 28R » ZREXRED
B —m#Eshi#sE 44 SEQ ID NO : 6 ~ 18-27 - —Fimsi#ir BB E/D
90%F 51 Bl — AV FEEER 51 » 51 SEQ ID NO : 7 FiRsElz BFE /D
90%F 5 El— AV ERFS RN RNEBEUYE S SEQ ID NO -
31 ~ 32 FA7REY A $EF0 B 8% » =040 SEQ ID NO : 50 ~ 51 fi~iY A $#F0 B
## > B¢d SEQ ID NO : 52 ~ 53 Fy/rHY A ##751 B ## » 5201 SEQ ID NO :

517K » 3% 78 H(EYEREE)
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54 ~ 55 FonHY A #2701 B ## > 540 SEQ ID NO : 31 ~ 53 A/RHY A ##F0 B
#% > 5040 SEQ ID NO : 52 ~ 32 F/REY A #7501 B §# - 5040 SEQ ID NO :
56 ~ 57 FionEy A §EF1 B #2 -

[0085) —4egEji7ZE S - fRHtMEGED - B&%0 SEQ ID NO : 36-
43 fF—FrRsEir B E /D 90%FEFIE— A £ 751 -

[0086] —LibE 726+ RIEFEHFL S E 5 RXFP1 ZBHNEEH
SRR RAFEMZER 2(SEQID NO : 31 /I S3)NEEHMNNIEE - F—&
BAET  REBENRAESH RXFPI SEBNEGHRII/ N ERA
A5t Z 2(SEQID NO : 31 fI S3)ME GRS - Z—EEHEFTEF > K
BENRESEDYH RXFP1 ZENESHMN D RNERAARMER 2(SEQ

- ID NO : 31 1 53)94E &8I -

99949

[0087] —BFIEHFET > ARBURAEARI EAARHLE
2(SEQ ID NO : 31 M1 S3)EZE ¥R - PIMBEARBANMBEHESHENEA
FEM () - FEEE PR+ RENFE 28X -

[0088] —ELE T2 » ABBEHRESEH L<Ix107M > fl41 -
<1x10M HJ Kp fE4E & HSA -

(00891 —LEF T ET > RGBS E B E H/EEE /M FHE
mEEHEHE FcRn V&S -

[00900] KGRI EEBBERES Ea[HEZHVE -

% R BRI
[0091] —LBF i T3 - G S B R > REEABENIEEE
HELRT -

518 H » 3£ 78 B(#RHE)
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[0092] —

&
i}
&=

vl
FHE T
HWITE  FIBBNSRE RS NS -

[0004] FIBEMN S E R T 2HBL - TEEREEPR/KT
BEBBE—E Sy - RSP AERL - BN - YAC SO E Y - S
H R TR AR O E OSSR S A (B ES
TEEMNE R A B/ REERARD)RENEE AR EREEELS
O —BABBNS LR > ETRELEEE —ERS EBEANRER
HETEBIEE T MR T T - $EESEE T PR EN ST
B B R A AT IR R B RS B B AR 5 - BB BN
EOE LSS TIRER 800 T 0 SR T 14 B H M 7T 4R 5140 5 B
FWBRT - KT BAET EEELY - HEFY - HEEH -

[0095] BB ST ENAIBENSOBERFIINE S
#HHTAE TSP E 8 DNA &A1/ ES DNA Rl Bl s
B F/S AT Y R AR SR DA 43 B -

5 T4 Al

[0096] —LeEWEFED - REEIHN  HBEREHEE—TER
SEABBNMEOESEEST - M/RAEABBENS LS
EYLE LA -

[0097) —iePrhEls ZE0h » 15 NI R A EANIE - E S 4l s 2.5
YRR -

i

o RES TR HEHAEENREEH -

[0093) &% % % RNA » DNA 2 ¢DNA - {RIZEABEERT—LE

)\

I
_1
ot

=

F19H - 4 78 HERTIREE)
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[0098)] HEMAEFI N BEERRKREHAREHRGI O RIBHREE
(Escherichia coli)E #k ~ B 12 B BLroteus) B A X B E R E B
(Pseudomonas)BI#R) K 5 T K 5 M 40 & B R (B 20 2F FEAR E B (Bacillus)
R~ EEE B (Streptomyces) Rk ~ B & EKE B (Staphylococcus) HTR K,
BB (Lactococcus) B BIARAE

[0099]1 E & 41 B B 41 & $& K f B(Trichoderma) ~ Hik 78 & B
(Neurospora) ;. ¥4 & J&(Aspergillus) NI VA » S BEB B
(Saccharomyces) (IR EEE £} (Saccharomyces cerevisiae)) ~ FIVEEE /B
(Schizosaccharomyces)(ff] # T S 24 58 B¢ R}(Schizosaccharomyces
pombe)) ~ BIRERE (Pichia)(PINIEHTEEIRER (Pichia pastoris) KV
S ZIREERE(Pichia methanolica)) B2 B REJE (Hansenula) (NI TERYEH
i -

[0100] wEIMESHy - R ZL BVY SRR G0 B FE I 40 HEK293 4iifE ~ CHO
4HHE ~ BHK 4fifE ~ HeLa 481 ~ COS 48 -

[0101) A#EEEth o] F MU 4N AE - ERaadlpe - V4R R AR HEK
FRNFEZFEQEA LA -

[0102] ABEHIMESEESR B R EREVEREEEE -

4 E B EME TR

[0103)] AIGERAHEABENMEIELE ST FHREELSH

Jivh o HAEFE
- EAREABEENDEOEREA s THMEEONKRE TS
RIBEEHVTE 4N © &

5520 K - #t 78 E(HHHEE)
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- RO HZE THERENNEAEHEE s FRMmEER:

- EEEH - GEE—SAER/REHERENMEOEQSES T
RAEES -

[0104] ABBHMECE QLD FRAAE S TELD LA LR
ch DUAARE Y 0T (BT AR o~ (RS R A B o) B4 - BT
F 4R B BT — b s SR DB T R (B R R 4
RSB ETES  BEEARNEESBHREEE—S L -

[0105) FRIA B4R 4 SR QM A REE IS EEaRE
Bl - ELRELTE  BIEERY  BEEARENITE  BEREES
AR P REAN - EOU - BEREABENES S FRIESE
(Y 1 6 45 8 B S LR T B BB R TR B A I B A AT - 2R BSR4t
SRR Lopabr Yk =Esalilaet <Coibil)- cen koI RIEAVE BTk k= Esa ik 1e]
(5-8 Z2Fil 15 ) - A8 5 TR LEH Bt o] AT 0 7 R B RO 4i(h - L
4TS E SERIECHEAY cDNA 771 » o] DUSERE I S 4H B e i Al - U
BRI [ F A8 T DURE SE A B - AL B R A AR
WEEAL - SRR Fe BREERST NI - #mREE JURPRS B
LIPS EBIRR R BR o P MO A2 ) I B SRH J7 11 75 0 5 o B AR
BOUEESAS - 20 T PUBS IR DU B BT ALL © s - BB
FI M TR TBIERG - TRWRSYRSER LT HEHET %S
W ELans T8  BEF 30 # - SEINEY B SR » 41-70°C » [ HE -

521 H » 3£ 78 H(EYEIAS)
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[0106] M ABENMESEOEE s TRMEaEN T IFE S
REBCHNNEEELEESENTAERS - fIM{EEEK - EFEEMREEUK
HER -

4H

[0107] —EFEHEHET - RERYBBEEERY - HESHTEE0E
RANEND RN ARENIFOEOEE s FTRRMEER @ F1/345R
BZIEAEAEESTRREAEANSZER  UER—ERSEEZ
FERAEA - R GENESEREE -

[0108] —LtEBENMITET H ZBHERMEMTEFTEE 0.01
FOEEXNMEEEAEES THMEERD - 53— LABEHTED
BEREBEMEHETEMFIEOSEES THMEEANER 0.1-
2000mg ; —ELBABEERTET R 1-1000mg -

S & RO

[0109] ABEEBREATEHES  HEAARARBERENILES
EHEAS TH/SGHBABENSOELEEas THZES T -

[0110] ABBIROVKHME SESOERY > ZERYLERBE
NMEEEAEE D T - FEEEREANREREEIIMRAIMEEERDN
U7 RGEEE  HEEEHAABENIERERS ST - |

[0111) —EEHITEF » BIMRAITTE - 2REE RN
(HEEREABEENMEOELSE G FEE: QAEAREENILES
EQ4Ges FRLZHEPRINESY) /3G EStEE R » ]
R EREEE MOEHES IR BERBNIERZEEEY

522 H - # 78 H(EFERHAD)
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B EIRRRE o 4B IRAE S AL » RS P ST
BB LI - GEtE LEEE DB TSR PEENEAES -

[0112] BT RS  BRRETT % - RAEEE T DRSS -
() ZHER A BENMEEESEES T Q) RIEAE BN ME
AEAGES FRIZHREY HEAWOTR - I L aEEERRES
MR BB R » G A B A e 4y T LB T D B SR s P
R SR DB AT 4 & VSR S VBB AR - BT R E
EIESTERS - B - BNWE - BB EYE - T D 2
MEEEEELS FEARFEOWRBRELTHL - RAERBEN
B EEE S RIS AEA 2 BES YR « o DL s
s - B - EEMR SR AU (ELISA) ~ HUi S el E (RIA) BRAE B
BERBILE - — B TET - RS REHEES ST A O E
EEITEAE - S N A A A AT AR I B AT AR S L SRR Y
KIBENMEOEEEEAT - RHSRE 6B 5 DUR 4 SN -
MR - A - 003 ~ BESR ~ PR - HE - BRI -

[0113] —&EEHET  RBRUEN  AEENMEEEALES
53T BT LA B B o S e AT -

et ~ TR T A s R

[0114] AIBHERET —EIE BARE 2 BB M8 LI 5%
CEE G AR BT 0 B 4 5y T o g P Bk B [ B — T S A e
AR S BT R S - VR R R A B A

\

Iﬂ\é{l’

523 F > #t 78 H(SUERHEE)



202409074

99949

B T LR EA R I77A > Bl - AT AR RE2EFEEHFLS - 7£ DNA
KBRS ~ £ mRNA K ERIEREEHEKE LRSS |

[0115] —&EHRAFEF » ZaFESZ2EEs T UEaFRIEE - 2
EritiE - EETRARSZE RN ERELE - K - &K - %I
ME~ ZNE - IEEQ - EFIEEEARRREZE - RBLE - WHEI/MRED -
BERGED - BE B bE - HREERESHHRFE -

[0116] —SEFHFET > BABENMEEEHE G FRERE
FRE O E— v S S EERN AR R SR B R 5 2 = SR B R AH B
EETZEDVISE - wERED 26 flEd s & flazEd 10 FERPR
20 £+ Bla0 - BLEFERIARLL  BnAYMmEEF=HR B 1/ » BER
B 2 /NEE > KR 6 /NEF - BIRIARS 12 /N8F » BEZE RN 24 ~ 48 50 72
N |

[0117] A4&BRMGFEN/KEVIRKN A  REEEEFENZ
AETER RN/ EGERENARENMNEIERE ST TERMEE
E[ °

[0118] AEERME TIMEHEHEE S FTHRAISEH ARIEET
IRFEFERN A ES - FAEE A FENZRE A RN/ R E
WENABENMEAERGEG Y THMEED -

[0119) AEEBBETMEOEAES S FENERNERR/E
THPTRR VY PRI -

[0120] —&EH HEF » ZERFEBEELERECLIIERER ¢

04 H 3t 78 H(EREHIE)
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[0121] —E&ARERGFET  ZOMERERRBEROLFEEOLE) LALE

E °

(B AR ]

[0122) [& 1A & 1C AMFEE LSS T ELISA B4R
% o

[0123] 1A R¥i HSA 8 AME R EBHSA)N ELISA &&
EERGER o

[0124] [E 1B 57 HSA BB SR M5 5% H(CySA)EEEH) ELISA
EOERAEE -

[0125) B 1C A3t HSA BB/ B 3% 5 5 15 (mSA)EE & 1Y ELISA
EEEHRER -

[0126] [E 2A FilE 2B &3 HSA HiA8% FcRn fil HSA &5 8B E0E
ERGEH -

[0127) 1 3 BBl HSA Bl NEEMRBE HERE PIFIRGEER
% A B T4 o

[0128) [E 4A E[E 4B At HSA Jiis/ B EY RS IS RER-

[0120] [ 4A BIRFIJEEEHE T EH HSA B EMFE TN T2
B LB R -

[0130] [E 4B % Cl_obs(mL/(min*kg))SEhE&ER -

[0131] & 5 AABEMEERGUAD)NVERTEE -

99949 25 H 78 H(RBEREE)
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[0132] [ 6A % THP1 4HAE{ESE HSA (R TR S E O RINEHE
&R

[0133] [E 6B & THP1 fEFERAEE 1% HSA RETRAMSE
HEEINEEER

[0134] B 7A BB & ESE/D BB PRI METEER fh &R -

[0135] [& 7B FRRh& 2 B 7 K RAE S o iy o 8% 28y gh &% -

[0136] [E 8 Ami&EaH/NEOHIEENFERERT - /& ISO L
ALHEERE R LB/ g &I -

[EH77=0])

E &K

[0137] /T EESGHEMBEREE  LTERER T XK EEMORE1i
B REMZREAEEFTNERIFHEER  SHAIFBEERNME
HEK MR 214055 B H 218 B B RiTas A A EE EE B s g
= 5%

[0138) %53 F A e Bk = F RS M B F B (UHE L0 J. biol. chem,
243, p3558(1968)FHFTIk -

[0139] “fifes“RERES"ERSTHEEEDE  E2EEANHE
T 16 B T TR R G 5 £ S S — R G T B A DU R BB B A - S AR — R
R EEERPR HEENEDEEFMER S - SEEER REREE
FIRNPIRG S &R R L > 540 VHH &8I E0 VH/VL &) -

99949 826 E > 3t 78 HBHRHES)
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[0140] “F30"(BIUIE“RERELFI” - “PiigfFsl”  “BE—r &4
@I F5]” ~ “VHH [FF17 8 E H P 7" EHViiTsE ) — it B A2 R B e
AR - XEREEEZTFINKRFIIEERFS > RIFAEE
HRE—DVRENERE -

[0141] ZHEELNEEE"ZEITEEQER  HEMNBINE
HEVE RO R E=RERE - RIS > GEBEEENEMEDERE
B HEFZERTHRD - BEEEEEZHEEOGM- A RAEGELE
Bl o3 R/ BRES TR IR T BE

[0142] “fEPKE SR BHETIRENRPRES -

[0143] “fefEIRE L TEEEEC2EELS LRYERE 1”(FR1)“fE
& 27(FR2) ~ “HEZEE 37(FR3) » R “fEZRE 4”(FR4) » DI “EfRER
1”(CDR1)~ “E A EE 2”(CDR2) * B HAEE 3”(CDR3)MHR &S
i o BRUtL - T BRI Y — R4S B (BF P) FT A0 FER7R & - FR1-CDR1-FR2-
CDR2-FR3-CDR3-FR4 - R84k A B A Ui R 45 & AL BE i1 i T L H DR
By RN

[0144] “SAASHEZR(FR)” - 2 ia o] BEREH— 55 - HAF
SISV BURE SR (CDR)AYSIR -

[0145) “feyeBRkiEE B — A SR @ s F R 15 W DAEA B3 At w]
9 L RN L R8O T (B0 7R 34 78 40 8 A PO S R R Y VHL A VL
R Z MR ERY VH/VL fHEfEREVRERT) - BRhEETIRE G
BLEY SE AR ER R 0 W B EIS(R T LR B s &S iR i 0 sE VH » VHH
B VL &) - “REREDE -SSR NEIEERAXE(ERE

igl;

5 27 H - 3£ 78 HEURRAE)
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VHH ~ AJEA{b VHH f1/E058 5810 VH » flanggEe{E A VH) ~ IgNAR ~ 578
i~ fE R VH SREEET A H VH EiERe (BEERBB) TR (LD dAbs™)
FIER VL EREEITAE VL SRSay(BEEREE)IREEN dAbs™) -
AR/ BT A B B g A SRS (R VI Bt VI &) iy e iR EH
B AR R - REREL BT RGBEN—EEEE
B R4 T SOE FEYVHH &880 (B A& “VHE) -

[0146] “VHH &5i#is” - /NEREEERDIE - VHH - Van &&iE
VHH $1#G A Bt ~ VHH 588 ~ sRoKDile - B A EEIRE (A tR= BEED
MEN RS S REKRE QN T 84 %5 (Hamers-Casterman C >
Atarhouch T » Muyldermans S > Robinson G » Hamers C » Songa EB >
Bendahman N » Hamers R.:“Naturally occurring antibodies devoid of light
chains” ; Nature363 - 446—44.8'(1993)) o {H FiTEE“VHH 451817 DA% 1]
BB B MR ESETR TR VH Bk VL ETE S - VHH
GREBFEMEeRUNMEREMIIREESSEREENE A UKESRE
PiAE Ry VH B¢ VL &gk - RALAH VL & VH &igis—iEaial) -
VHH &SR35 R h B — B R E 0 SREP AV N R S Y TUIR B
RIEETT - B “E S B IEHEE” - “VHH & - “VHH” ~ “Vuu &R -
“VHH #15E R E&” ~ “VHH 87 ~ “Nanobody®” L K “Nanobody®4H: 15
8” (“Nanobody” & Ablynx N.V./AH] » Ghent > Belgium E’ﬂﬁ.ﬁ?ﬁ%)ﬂﬁ?ﬁﬁ
A - “VHH &g S E R RN AR B E LN RADE - Wr L2
EEEERI B E A NTUR R B ENIFER - 0] DU 8 H B B S5 il B 58
JERRHY - VHH R PRI AR ARERIRERE 110 £ 120 EW

28 H » I8 H(HRHHAD)
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HEENAR 1128 115 2/ - AMEEER/N KB RFFIT T EN A EERN
MATE B - BEE SR EPURSERMEN VHEH YT SR EBER AT
k9t @ R.van der Linden et al. - Journal of Immunological Methods -
240(2000)185-195;Li et al.»J Biol Chem.»287(2012)13713-13721; Deffar
et al.> African Journal of Biotechnology Vol.8(12)>pp.2645-2652-17June-
2009 1 W0O94/04678 -

[0147] AR P37 VH &R & VHH &SI FT A A1HY & CDR
PRI AR AR MR T RE A F . H AR HIET B Kabat (RSN
B ENEE(RIRE Kabat {3 —ERZENLE TRAEEREFI]

REEAEE - HERFIIFEEHE DN Kabat GRETATLFTE B L ERRE

)  ERWE KRS @ iR{E Kabat R AEHER TTAERHENEIE
Frolb i R BANE R R - EERREFRANIERMEAERE Chothia
IMGT -~ AbM -

[0148] “AJE{tPiAR(humanized antibody)” - %% CDR BiEHLAE
(CDR-grafted antibody) » 2751FIE A CDR FIIHEE] AR HIRE T RIEIE
R EENYE - U RRkeREERETREFAEG RS > RITH
BHRFIAY R B A SE - Ryt oo 7 oo SR P T PRV [RIRE 5 [RE VR PEHY TR
AIEZE AR T EE A ETRDREEE > DRFFIENE - AR HY B
FERETKIFEE R VHH &EEh U AERIURESE R VH
ERIH P AEEUERFEN (RS ERERRERRIFSE VHH PRy
R ) R Y — (E B S (E i A B AR T NRAE” NJRME VHH &Sisi AT
2R —(ERZETE NERERY  HE-SEEER XY > T8

829 H » # 78 H(EWHRHED)
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IGHV3 W AEREFF - AFEATEFOE D REREER AFEA
(resurfacing) B 51 A JE L BB % (CDR grafting to a universal
framework) - BIf§ CDR“MHE”PNHEE“XE"(BFEEA RN AZIREKIEL
BEEREL T ) - B CDR BHENIERBITEREE T ECHHY -
AN\ BB RN R i T B E A N AYTE % DNA B[] BAF VBase ATE AL FHIE
BB o DL R fE Kabat> E.A% A > 1991 Sequences of Proteins of
Immunological Interest » &5 5 JRP#E] - AFEH NIRRT EEE—
5 VB RS E R B CDR EITHRAI AR A JFAL AR - 15 Rt e
FEEMTRNER > SHEEEETR » TS AT TEEERFIET
/b R e B e Rl{E Ze 8 - DIRFUEE -

[0149] FBRISEm AR RET U AL ENNERHEP
A —TEH ZERFEE Hife COR AR FFIER CRNERITEEREU
TXERF Tt 4R 5T 7 2 - Kabat F A > B EXX(“Kabat”§Rm57 7 %) 5 Al-
Lazikani Z A > 1997, J. Mol. Biol., 273:927-948(“Chothia” 458 7 %E) ;

MacCallum 2 A_» 1996, J. Mol. Biol. 262:732-745(“Contact” 4§z 57 X) ;

Lefran Z A > Dev. Comp. Immunol., 2003, 27:55-77(“IMGT” 4R 5% )7 Z& )l

Honegge F1 Plickthun, J.Mol. Biol., 2001, 309:657-70(“AHo” 4552 5 &) ;
HEEHEFERS I HEBHA -

[0150) “Fefir” sk o & # {3 R AT B bR E S is P T 5 & 1B
FE ENEAHIERER - fURAEBREELS S TIEEEREREEE -
P40 B A B SRR U 8% - W BB E A AR EN = S5 EE B/ BUs ERVER
YR Bl > RALAE UBFNEMBEREEE) 34256789

530K - £ 78 HEHREE)
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10~ 11~12~13~ 14 5% 15 (EEERIFEENR AR - M2 @ R
fr e 57 - 25, > {5140 > Epitope Mapping Protocols in Methods in
Molecular Biology * 5 66 % > G. E. Morris, Ed.(1996) - {E4&-EFEAL P
DIREMEEERAS TBIaig) 2 MeFEEEERNEEERERERN &
BB BRI R AT - (BB SRA T - MHE EF RS M 1L B e &
B iR B ARAE o W F A BN B EF 2 =AU & A £ 1T 88 Al 48 E PR Y
Efr - & BBI4 Epitope Mapping Protocols in Methods in Molecular
Biology » %€ 66 % - G. E. Morris, Ed.(1996) - 245 » KR AIFEH
P40 LR 73R RHEE ¢ 1E B ST RIS & gk Bk - B s ek i
REOBS FNERS » BEESIIE AR TR YRR T B
FZFE o iE e AE A S I h B B IRy B R A a0 S5 B A 46 4,708,871
8% Geysen % A (1984)Proc. Natl. Acad. Sci. USA 81 :3998-4002 ; Geysen
S A (1986) Molec. Immunol. 23 : 709-715 t1 - #3755 Bsg 40 £5
FIBUAD x B4R 45 S8 B — 4EAR R L ARRE E R B TR ZE B T I LASE I =]
{5 BTN A A BEASE AW E RN > EARERANEER
FEEELES - fl0 > FRETH RN HE 0 BB ISR
W FHEBRFRE SIS - ERNEMNRX B ERESESHEERMTI
BN ERET AR B ER R W003/48731 = - FIL - w]{FE FHFTE
BN A A REABRE T AN E RS - BEHEABENTBL FRES
GIERED EHEERANIERETREGESR B -

[0151] —f&iE @ WEFENE RERENRESS FRERES
EOWaABENDEEELES ST USSR EBRIGREERAD

5531 H v #£ 78 H(BHHRHED)
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BH - TERPIRGSES NI (affinity) NI/ 2GR & 77 (avidity) HEE H
EME - APURBEGURE S E 0 NEREPEE B(Kp) FTRmeviRi T > &
RGNS ESER LRGSR G EHRENER « KpHll/) - &
fr RSB NG S RERR (Y BRI TR RS EH
(Ka) » B Fs 1/Kp) - WFABFTEEE T BT ASESEE - BUAN B F
BHYPUE - ATUER T FUAERN D - e N APIREEEa (Bla ki
REH - fifs > REREHE SRR SFHNSI)EMERETREL
HEERENEE - HeJBEUTHE AR - BEFEESES LIHRE
S B MR > URFERRREEEE LHHERE S RIS
B -

[0152] “MAHELGEEEER EEEMENFEEESIIFEE
ASRERMNSI - “MFHEHE ST T RELAEHFREG S
HEORERUNS T BFEEFRRES - K - MFAEASEE T
AIMBEEHHEEERERUNAABEEEENHREHEIESE S
B Eanii  RHEGSHBNSEY BAEA - HESLHE
Bl sdAb BEE R RMEHIR - R ARG - FEENIFEEQE S
FRILEEEP—EBIN > 2~ 3 4 BRESE)E S MIE B E B RERE
HE A EGEE N VER) - XEBENMEEEEESr TREENREH
A — A SER ML A & EE AR/ NE A RES FIIRNE T ZE
FRBERRRZERSCEFEE - SI40 - FUEER - REfsn - #6
H - EeE BRI EEY B - ERET U RHEEMHES -

i}

S

i

532 H » 3 78 HEUEREE)
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[0153) “MRAUSERFHIMEHER PR VHH) > £ —{E5 %
CDR T HE —EE %L - B LERHMFH EH VR IELERE
MATIME S EBEOPLUEAFGI - SRR NSNS S BB H
Pl L TR A BB T E AT AEREHE © Marks F A - 1992,
Biotechnology 10 : 779-783 5, Barbas % A > 1994, Proc. Nat. Acad. Sci,
USA 91 : 3809-3813. ; Shier A » 1995, Gene 169 : 147-155 ; Yelton %
A > 1995, Immunol.155 : 1994-2004 ; Jackson Z A > 1995, J. Immunol.
154(7) : 3310-9 ; B Hawkins Z A > 1992, J. Mol. Biol. 226(3) : 889896 ;
KS Johnson B RE Hawkins » “Affinity maturation of antibodies using
phage display” » Oxford University Press 1996 o

[0154) “[EEZeE IS APIEICRN FR B EBBAZERE
HACE S EM BNREREL - BEERTE /B LB NGRS
FRMETREANER - s[EEE TR - $ZARhETE2EETRIR
[5e%E » DUpRIFDIASHY IS -

[0155) BE » ABENMBEHELEE S T LA Biacore
KinExA 5 Fortibio I FHI ERVELE 107 £ 100 EE/AM) ~ E£ 107
FI0CVHEE/S-EFEFEE 10°F 107 R ERAVREE E(Kp) » FI/mHUZE
D10~ E{EZED 1M~ BEEZR/D 10°M 0 BEZED 101 M NEEE
BX)EEMEGEANRENIEaES) - FEAR 10°M B KpfHE—f%
HERERNEFRESE - RS EELHRSRANVFREE ST R
PLEAIR R & J7 R FE - BI04 18 8 Fr 2l /Y 2 H B AT L IR

5533 H - # 78 HEYIERHESE)



202409074

99949

(SPR)MZE -~ Scatchard Al JE FI/5¢ 55 F 1% 45 & J (B 40 i &F %2 72 J €
(RIA) ~ B flIZE (ELISA) RGO A B F EAE -

[0156) fis& N " 2 “PEET " B (E A » k25 B 5o F1 52 2= 1 4HI/fH
EriEmE -

[0157] AiSFEF“FEIRME" « “F—%" 2 HEWE 2% ERF 5] 2 HE
W iE 25 A Z RV R SU AR B - & WRE PLg e 71 o By (i B 39 6 AH B i B i
EfE BRI ANER - FINMERRE DNA 77 FRE—E B IRIER
BN - EZ S FIEx L E R EIFER » BE P52 EFEE 0 RE
WA {18 e 51 S 75 HY U e 2 B R fir B BBk PALE BRI Ar EB< 100 Ay K E - B4 -
TEFFYIR L E0F » REME RS 10 B ER 6 [ETEsER > B
TAE R 51 Ry 60%[E IR » SR {EFFFI 5 #Y 100 B EA 95 {EUEFC SR -
ARRERIE 517 95%ER - —MRM S > B LS M{E S T & 2 & A ER
P B o RIFHEITECES -

[0158) “Pr<Fhe BRE & S RT (AR EESEGNZ K
MFE S E R R EE TR TR ERS R BRI EREESEE
ML ARBENCEEREEN - LIRS EE G IREVIIE « B
Hi 4 E 28U AR LEPE - ZRTHRERETRESFE T E
NEIE > Bl O SF i B B B B 2 DA T 4H()- (V) WHY — (B B Bl e [F] —
4RV 55— B A BR R AR AT AL

(1) BN BRI MR M B0 59 4785, - Ala ~ Ser » Thr ~ Pro J Gly ;

(ii) M R ERE L H (A HE)HE © Asp » Asn » Glu J Gln ;

5534 H > 3t 78 H(EUHHREE)
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(iii) MMER ETRE © His » Arg )z Lys ; (iv)BURIERIFR MR E ¢
Met ~ Leu ~ Ile ~ Val }z Cys ; }
(v) TS - Phe ~ Tyr 2 Trp ©

[0159] %5RlEMIRTREEEEEURAIT © Ala 4% Gly B¢ Ser HUfX ; Arg
% Lys Bt 5 Asn #% Gln B¢ His Bl ; Asp #% Glu BUfX. 5 Cys % Ser B ;
Gln #% Asn EUft s Glu % Asp BUfY ; Gly # Ala = Pro E{{t ; His 3% Asn =
Gln HUFt ; Tle 3% Leu 5 Val B\t ; Leu % Ile & Val {4t ; Lys % Arg ~ Gln
8¢ Glu HU{X, » Met #% Leu ~ Tyr 8¢ Ile B f%, ; Phe #% Met ~ Leu 8¢ Tyr E{Y ;
Ser %% Thr BU{X 5 Thr %% Ser BV ; Trp %% Tyr BUAX ; Tyr 3 Trp B¢ Phe BY
X 5 Val # Tle ¢ Leu EifY °

(0160} “BxB&” -~ “#xB& 0 T B S ERELISE T LIAER - 1519
S BE SR E B BT E /] DNA 53 T80 RNA £ F DURE B HOER T BN
HEII ST SEEEHE DNA - ERRIRHE S EXE T E R ThEERH
HPEF - ZEEERRERFER” - fld o dREETFEE R FEEREF
HYEE e - AR E) F BN R TR R E R E R RIE I -

[0161] 17588k AR /2 15 AE iy 48 iy B EL B R RV 50 — (E X R U L 70
F o E—EERAET S BN L2 K SIMY DNA & ERE
ZEHPNERREH DNAR - FES—(HERTET  SEEREERE K
A 5ESMY DNA BEREZEZRBERAT - KGEFEHEREAETSI
AN BB 4G 8 EEE(GI0 - B7A & RYE SRR A4 & S s Fu bt
HOZL R 2L B EiRe) Bl A E S| A TS TR B o A S T4HIERVENE -
Wafs £ ERE—EEEBIA - SEM I A B EER) -

535 H » 3% 78 H(EHHRHE)
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[0162] Z#58E{E FAYRM ML ~ “YHRE A MR )" o i
R - I HFT R E BN aEEERn - it - “B{bi S bR aE
FEAZHAMEMEETENEREY  MAFRERRE - EEEEENZ
AR BEEIEE BRIEE  FrE%RAE DNA SE | A sergtEdH - &
fEE A AR B LA R RN R E YR E RN EERN - &
BEREAEZHNELT  HEETXXERTR -

[0163] “f8 THFE AR S EMMRAREEY » HTRIERAR
BB AR BRIV R 2 8E - 8 E B AR EE TR I
HENRAR - BREAENEE > 7RI —EEFReEAMEEEMHE

(AR BSR4 DNA EfifET) - 5 T4l B E A AR BB ER N

B AN/ S LAVARAE - <R ~ “ARE AN AR R Y T S RER C I
BFAEELREEELERR - BEEEANE  MNRERIFERNE
% FiE%{1E DNA SR T EAYRERHEER - B AF Ba {4
HET AV AE BV SRR S A B2 IS Y 2R B L X -

[0164] “BEEERY " FRERE —BASEAEEMAMSER ~ [
BHEAOGES T SREREEMESTHNESY - kEME s HINEE
B2/ P2 RYEES - WL KERSGEPE - BEEBINVENZ
(R E YRS HVAEEE - RIS MR o By R W T SR AR P 1 -

[0165] “4F” ~ “FeR "M “RE EEAREY - A~ X - -
W - BRENEYRER - BISINEEEEY - BB - 2ET RIS R
By~ A~ ZEE - M 8 SEREWRBNEE -G T > R
A A AR BIAUGER ~ YRGB DS - 28 - IR A -

5536 H 0 3% 78 H(BHRHEE)
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)

R R A FE S B L A AR RV 18 » LUK GBI B AG R 18 » H ez im ae B
AR - “A T “TER M REEEREEHEEN - 28 G5
FEH S —TEME RSN BB PR A - B EEANA - BB 25T
TEE Ry BEAEERE - HYTFEPIERSE - AR EER -

[0166] “AEFE"BIHESE TRZRENHBSN A AERI(NARENR S
EH) ZBEREF -BESEERREN  MEAZ RN ELERER
BRI - BE  ARIERBENERE P UAUNE R - S EREER
NEETERE - UFEERERBCSHIF ESERE EEEMEKRE
HENRE - HRE B BB RBRERAAEE R E (RIS REEW
EV)URBSERZE/L  FINEZNERIRGE - FRNBE  LKEDE
BEEATEENNGET] - HFHBENHEEREERBEALEE HRET
(E AR I B B M B R A (R ROH )7 5% - TS E R ERES
ELHERES - RE A TS A E i 7 E(BILE IR 77 A S i) 71 4% fiF 8 B iZ
FEIREMR T E AR X - EERBAFBRCRNNEMFKETEmEB T AN
Student t #Es ~ £5# 5 - {ikiE Mann F1 Whitney 9 U #5 -~ Kruskal-
Wallis 15 (H #:8%) + Jonckheere-Terpstra # B F] Wilcoxon ke » &
ST EEEZE EHNERE T EE B B RRRER

[0167] “157 T8 2 B0 15 75 2 Bk & BE 1% A i it S5 BRR 7] DA
BARNEE > ZRHEEZEHIEREREN I BENSE - N/ ER
REEERMEREEREEETTNE-—BFRAARUAEES—F - HIL
EEAIAIEEE A A1/ BYHYERH H AT I EVIGEE “RI/EC BLFR <A 2 B”
B~ “A”(EHE) K“B7(BH) o BRIF LT XSEINFRER > SAEEER

537 - £ 78 E(RERES)
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REMNHFEANEE T  BHESEae” B B FEERAFE
SEE  MAREMEREEEES S Tl “BEEFERKRVES -
[0168] ABERZHE" - “BEEHEHAGY LEERFIY
THEHEA -
[0169] AfSTEEVFEEEE—" > “€" - “L1” » “L27F > FEEH
HE -~ KF - 4 HFEERRE - ERVEERERARENITE ~ P8
BT -
- yiintll
[0170] DAT&EEEHAE—SHAAEHE - HELEHFNIERE
EZABBENEE ARBERAOIPAREFHEBRENERITE  BEERE
ERGRE - WARBNTUERNERTN > o TEET  SIERIER
P B B TR IR A o SRE R BAORAEA] - BB EE R
B
A 1. mE B EL IR KRR EL VR
1. A’ HE YT R E ¢
(01711 BLAMMIE HEH HSA) KRR - BETERAE D C-Rinkk &R
Ay ORI R B YR B P 5 -
[0172) AMUEHEBERBEEEFS]

MEKWVTFISLLFLFSSAYSRGVFRRDAHKSEVAHRFKDLGEENFKALVLI

AFAQYLQQCPFEDHVKLVNEVTEFAKTCVADESAENCDKSLHTLFGD
KLCTVATLRETYGEMADCCAKQEPERNECFLQHKDDNPNLPRLVRPE

VDVMCTAFHDNEETFLKKYLYEIARRHPYFYAPELLFFAKRYKAAFT

5538 - % T8 H(EUIRHE)
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ECCQAADKAACLLPKLDELRDEGKASSAKQRLKCASLQKFGERAFK
AWAVARLSQRFPKAEFAEVSKLVTDLTKVHTECCHGDLLECADDRAD
LAKYICENQDSISSKLKECCEKPLLEKSHCIAEVENDEMPADLPSLAA
DFVESKDVCKNYAEAKDVFLGMFLYEYARRHPDYSVVLLLRLAKTY
ETTLEKCCAAADPHECYAKVFDEFKPLVEEPQNLIKQNCELFEQLGE
YKFQNALLVRYTKKVPQVSTPTLVEVSRNLGKVGSKCCKHPEAKRM
PCAEDYLSVVLNQLCVLHEKTPVSDRVTKCCTESLVNRRPCESALEV
DETYVPKEFNAETFTFHADICTLSEKERQIKKQTALVELVKHKPKATK
EQLKAVMDDFAAFVEKCCKADDKETCFAEEGKKLVAASQAALGL
(SEQ ID NO : 1)

GF @ ST 145 B SRR RIS BATRK) -

[0173] HEH® FeRn E6ESHEHED T FHNE=EEE - R
B TERGEERT THA C-RinFE=2EEBEB s HERNEES S T
(BB E C-Kim@i& T Avi-his £23%) :

DAHKSEVAHRFKDLGEENFKALVLIAFAQYLQQCPFEDHVKLVNEVT
EFAKTCVADESAENCDKSLHTLFGDKLCTVATLRETYGEMADCCAK
QEPERNECFLQHKDDNPNLPRLVRPEVDVMCTAFHDNEETFLKKYLY
EIARRHPYFYAPELLFFAKRYKAAFTECCQAADKAACLLPKLDELRD
EGKASSAKQRLKCASLQKFGERAFKAWAVARLSQRFPKAEFAEVSKL
VIDLTKVHTECCHGDLLECADDRADLAKYICENQDSISSKLKECCEK
PLLEKSHCIAEVENDEMPADLPSLAADFVESKDVCKNYAEAKDVFLG
MFLYEYARRHPDYSVVLLLRLAKTYETTLEKCCAAADPHECYAKVEF

DEFKPLVEEPQNLIKQNCELFEQLGEYKFQNALLVRYTKKVPQVSTPT

539 H - 3 78 H(FIARYIE)
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LVEVSRNLGKVGSKCCKHPEAKRMPCAEDYLSVVLNQLCVLHEKTP
VSDRVTKCCTESLVNRRPCFSALEVDETGGGGSGLNDIFEAQKIEWHE

HHHHHH
(SEQ ID NO : 2)

(5 * Pl Avi-his F%)
[0174] 2. RiEOEH 2 REERFS

MEWVITFISLLFLFSSAYSRGVFRRDTHKSEVAHRFKDLGEEHFKGLVLV

AFSQYLQQCPFEEHVKLVNEVTEFAKTCVADESAENCDKSLHTLFGD
KLCTVATLRETYGEMADCCAKQEPERNECFLQHKDDNPNLPPLVRPE
VDVMCTAFHDNEATFLKKYLYEVARRHPYFYAPELLFFAARYKAAFA
ECCQAADKAACLLPKLDELRDEGKASSAKQRLKCASLQKFGDRAFK
AWAVARLSQKFPKAEFAEVSKLVTDLTKVHTECCHGDLLECADDRAD
LAKYMCENQDSISSKLKECCDKPLLEKSHCLAEVENDEMPADLPSLA
ADYVESKDVCKNYAEAKDVFLGMFLYEYARRHPDYSVMLLLRLAK
AYEATLEKCCAAADPHECYAKVFDEFQPLVEEPQNLVKQNCELFEQL

GEYKFQNALLVRYTKKVPQVSTPTLVEVSRNLGKVGAKCCKLPEAK

‘RMPCAEDYLSVVLNRLCVLHEKTPVSEKVTKCCTESLVNRRPCFSAL

ELDEAYVPKAFNAETFTFHADMCTLSEKEKQVKKQTALVELVKHKP

KATKEQLKGVMDNFAAFVEKCCKADDKEACFAEEGPKFVAASQAAL
A (SEQ ID NO : 3)

(5F : RHE T B o KEFRIK  REINE RS HEIK) -
[0175] 3. /NE (mouse)IVFHEH & REEKFS

- B4 # 78 H(EIRHEE)
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MKWVTFLLLLFVSGSAFSRGVFRREAHKSEIAHRYNDLGEQHFKGLVL

IAFSQYLQKCSYDEHAKLVQEVTDFAKTCVADESAANCDKSLHTLFG
DKLCAIPNLRENYGELADCCTKQEPERNECFLQHKDDNPSLPPFERPE
AEAMCTSFKENPTTFMGHYLHEVARRHPYFYAPELLYYAEQYNEILT
QCCAEADKESCLTPKLDGVKEKALVSSVRQRMKCSSMQKFGERAFK
AWAVARLSQTFPNADFAEITKLATDLTKVNKECCHGDLLECADDRAE
LAKYMCENQATISSKLQTCCDKPLLKKAHCLSEVEHDTMPADLPAIA
ADFVEDQEVCKNYAEAKDVFLGTFLYEYSRRHPDYSVSLLLRLAKK
YEATLEKCCAEANPPACYGTVLAEFQPLVEEPKNLVKTNCDLYEKLG
EYGFQNAILVRYTQKAPQVSTPTLVEAARNLGRVGTKCCTLPEDQRL
PCVEDYLSAILNRVCLLHEKTPVSEHVTKCCSGSLVERRPCFSALTVD
ETYVPKEFKAETFTFHSDICTLPEKEKQIKKQTALAELVKHKPKATAE
QLKTVMDDFAQFLDTCCKAADKDTCFSTEGPNLVTRCKDALA
(SEQ ID NO : 4)
GE: AT RIS E S BRI AT ES B ATHL) -
[0176] 4. K B(Rat)fn3% (176 &2 BRI 7 -

MEWVTFLLLLFISGSAFSRGVFRREAHKSEIAHRFKDLGEQHFKGLVLI

AFSQYLQKCPYEEHIKLVQEVTDFAKTCVADENAENCDKSIHTLFGD
KLCAIPKLRDNYGELADCCAKQEPERNECFLQHKDDNPNLPPFQRPE
AEAMCTSFQENPTSFLGHYLHEVARRHPYFYAPELLYYAEKYNEVLT
QCCTESDKAACLTPKLDAVKEKALVAAVRQRMKCSSMQRFGERAFK
AWAVARMSQRFPNAEFAEITKLATDVTKINKECCHGDLLECADDRAE

LAKYMCENQATISSKLQACCDKPVLQKSQCLAEIEHDNIPADLPSIAA

CEALE 78 H(RHHEE)
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DFVEDKEVCKNYAEAKDVFLGTFLYEYSRRHPDYSVSLLLRLAKKYE
ATLEKCCAEGDPPACYGTVLAEFQPLVEEPKNLVKTNCELYEKLGEY

GFQNAVLVRYTQKAPQVSTPTLVEAARNLGRVGTKCCTLPEAQRLPC
VEDYLSAILNRLCVLHEKTPVSEKVTKCCSGSLVERRPCFSALTVDET
YVPKEFKAETFTFHSDICTLPDKEKQIKKQTALAELVKHKPKATEDQL

KTVMGDFAQFVDKCCKAADKDNCFATEGPNLVARSKEALA
(SEQ ID NO : 5)

(5F  AMBET RIS BT  AVBIMEESS B ATEL) -

B 2. 5 EAAE A A MLH 1 3 (HS A) Y F B A

. BREE

[0177] 45 Fi 8 & b #9 A 138 #2 BY 89 1 5% 5 % £5(Sigma, Cat No,

126658) % 95 P9 555 R AR UEES - B4 ATRVBSBEE 5 mL 35 B -
SR 2 R R S R R R N 11 RA 1 HESET I T S8
G (G IETIR R 100ug B 5 /E/14GK) » GTTERT— TG - 45
RGBT AE - 8 Spg/mL AL E7E 5 (HSA)Y A ¥4 (Costar, Cat. No,
9018) > 100uL/¥. - 4°Cﬁ$(§i@?§ B REHR PBST(0.05% Tween20) 1%
=300 300uL/FL - ZHIMA A% IR B A7 5B  37°C > 2h - WA T
ARSI SRR » 37°C TS SRR
FERRAY S BRI MR AIZE (6 PBS Y - 45302 A PBST =18 > M1 A
S (L BB SR 1L S HTBAEY Fo 802 41(Thermo, Cat No. A16060 »
1:5000 Fi92) - 37°CHER 1 /MK « BRI A TMB B R/ e -

F IM IRl #7481k - FH SpectraMax M5 B§REAE OD450nm 7 & T &&

542 H » 3t 78 H(BHERIEE)
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BB UCAE - 1 0 51200 fEETERBIEIRUE - SUEAH - FREERERSNE i
1TTRE -
L6 T i S JEEL 1

[0178] EX 100-200mL EEx4ME i » 68 A Ficoll J5 3% 43 B4 B I stk 2
4AFE(PBMC) - 4RAEETEUR 1.2x10% (& > A0A Trizol SBIEHT(1x107 (H
AHRE/mL Trizol) » DASMARANRE » /K EHCE Smin 5 13000rpm [ 3min > HY
B3 EBETIUR DA 1/5 BBRRNE 0 BIZIEE 30-60s > JKISEFE 2min;
13000rpm #» 10min » B EB/KEBERHN 1.5mL & 5 I AEHEHE
HRE > R4 > -20°CEEE 30min ; 13000rpm s 10min » 4 E5E >
FREZVUE 5 IIATEAE 75% ZEE MU » 2 BB 5-10min ; fIA RNA
B = BRAIEEET7K 600uL » 3% > 53] RNA » WG] cDNA » BT

BRI -
i Bl i S JEE HY B 22

[0179) #h4k C-KimsE =& E D HSA &8 CUBERED
HSA > F31401 SEQ ID NO : 2 Fi7R)fE HEK293 Ml (TR EU LML > (£
JH b 28 B #E 170 B RS SRRV B 228 - 3R R B R 2B B B HSA R AN IHI It
%% °

[0180) FH 10ug E #t & HY HSA-avi-& Y £ E H & Img
Dynabeads M-280 $# R f12 (Invitrogen » Cat No. 11206D) » E)EHE —
INEETR T 1xPBS ek 3 2 0 B 2%MRAS R IR 2 ANF > D ABRER
£ g B I U Bk B R R L B > £ R T VR A 1 /1B f PBST(0.05% Tween-
20) 45 9 0 RRAGEHIER - A Img/mL AUBEE 0BG SEEERY

543 K # 18 R(EYHHE)
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HSA FrEMEESHIREETR - WEAENHBHERNABERE TG1
EAVACEERAN T —hEaE - HEGEAEEE 1-2 &k BEN
PR ESE -
4. BEE %S ELISA 18
[0181) f¥ B 1% —EnEH BE1S Z B4R - SR EL B AR i % B 2 R et B A B o
bie > FIREE RS ELISA Hls - ELISA R By BB W A4 2pg/mL BYA
¥~ /NEUMIE 5 EH (HSA ~ CySA ~ mSA) » 4%HYFRAS 45 37°CHE 1/
R oATR » TOAEA 2% ie TS AR E R B » BIR TMEA 1 /0
¥ > PBST(0.05% Tween 20)7%E# 3 X > fIA$L M13 HRP i 8 - # ELISA
HEEHNRPHE=ERED 0D450 HH AR 0.5 IHRETTRF > 1521 50 &
BERMFY - RHERFEANRNLEBES 2385 0D450 HAVE o IiiEE
THF BRI T EFEAVR 2T - MR REEER 57 EFAEEE
Fol
A 3. fLlRH A BYARRERRENREE
[0182] M EIEH 2 FEHBREREREGSER 57 iR EFIIET
B - PRy 19 B/ FUELT TR - HIE 19 (i1 HSA bUGHYEE
fic B8 ELISA &8I - E#7 AI#9 PkEY OD450 E40R 1 For -

1. 5 HSA S 88 EF ELISA 45 R

4EER A HSA OD450 /INER, SA OD450 JE SA OD450
#7aHSA 1.6929 1.1185 1.7477
#9aHSA 1.5231 1.0871 1.8161

5544 7 3t 78 H(EHRHEE)
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[0183)] >#7aHSA
HVOLVESGGGSVQOAGGSLRVSCVASGNTYLTSCMGWFRQAPGKEREGV

ASIYTVGGSTEFYTNSVKGRFTISRDNAKNTVYLOMNSLOPEDTAMYYCA
AGSPARCRLRDPTTEDYWGQGITQVTVSS (SEQ ID NO : 6)

[0184] >#9aHSA
DVQLVESGGGSVQAGGSLRLSCAAAEYTYLNSCLGWFRQAPGKEREGVA

TIYMVGGSTFYADSVKGRFTISRDNAKNTVYLMMNSLKPEDTAMYYCA
AGSPARCLRRDPTTENYWGQGTQVTVSS (SEQIDNO :7) -

[0185) DA%l SEQ ID NO : 6~ 7 T » JHF & FR1-CDR1-FR2-
CDR2-FR3-CDR3-FR4 - 5 RlEER FR 5 > T4 5] % CDRI -
CDR2 - CDR3 7% - KIFEE R ALHYHL HSA Hief i Kabat grtf5HY CDR 7
FIGEaE TR 2 -

% 2. §i HSA §iiiGHY CDR F3l(Kabat w5 Al

LRSS T CDR 73 & K 75 4w 5t
CDR1 |TSCMG SEQ ID NO : 8
#7aHSA | CDR2 |SIYTVGGSTFYTNSVKG SEQID NO : 9
CDR3 ' | GSPARCRLRDPTTFDY SEQ ID NO : 10
CDR1 |NSCLG SEQ ID NO : 11
#9aHSA | CDR2 |TIYMVGGSTFYADSVKG SEQ ID NO : 12
CDR3 | GSPARCLRRDPTTFNY SEQ ID NO : 13

(01861 KR - FLAIIRALLN T It HSA fiflg?y CDR :

CDR1 & X ;SCX,G» EF > X1 B TH N Xo HEME L

545 H > 4L 78 E (SRS
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CDR2 5 XsIYX,VGGSTFYX5X¢SVKG(SEQID NO : 58) » EH » X3
BSHT  Xu B THM Xs BTHA » X¢ ENEKD ;
CDR3 5 GSPARCX,XsRDPTTFXoY(SEQ ID NO : 59) » Hrh » X; &
ReEL > XgBLER Xo/HmDE N
[0187) & VHH FFIE& A 1gG1-Fc(CH2-CH3) » Wit T PTTS %
e > FTEBENA IgGl-Fc WFFIATATR
[0188] > A IgGl-Fc

EPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVYV

DVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH

QDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDE

LTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFF

LYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
| (SEQ ID NO : 14)

(01891 DAFZ VHH ¥l & A Fe(CH2-CH3) BRI 2751 » BT &
42 A 1gG1-Fo(CH2-CH3)E/F-5I(SEQ ID NO : 14 BiR) » B T EIGRHE
BTFEY - 2FFaT

[0190) >#7aHSA-IgG1Fc :

HVQLVESGGGSVQAGGSLRVSCVASGNTYLTSCMGWFRQAPGKERE
GVASIYTVGGSTFYTNSVKGRFTISRDNAKNTVYLQMNSLQPEDTAM

YYCAAGSPARCRLRDPTTFDYWGQGTQVTVSSASGSEPKSCDKTHT

CPPCPAPELLGGPSVFLFPPKPKDTILMISRTPEVICVVVDVSHEDPEV

KENWYVDGVEVHNAKTKPREEQYNSTYRVVSVITVLHODWLNGKE

YKCKVSNKALPAPIEKTISKAKGQPREPOQVYTLPPSRDELTKNQVSLT

5 46 H » 3t 78 H(BIERHE)
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CLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKILTVDK
SRWOQGNVFSCSVMHEALHNHYTQKSLSLSPGK (SEQ ID NO : 15)

[0191)] >#9aHSA-IgG1Fc :

DVQLVESGGGSVQAGGSLRLSCAAAEYTYLNSCLGWFRQAPGKERE
GVATIYMVGGSTFYADSVKGRFTISRDNAKNTVYLMMNSLKPEDTA
MYYCAAGSPARCLRRDPTTFNYWGQGTQVTVSSASGSEPKSCDKTH

TCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPE

VKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVITVLHQDWILNGK

EYKCKVSNKATLPAPIEKTISKAKGQPREPOVYTLPPSRDELTKNQVSL

TCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD

| KSRWQOQGNVFSCSVMHEALHNHYTQKSLSLSPGK (SEQIDNO:16)-

BB 4. 1 HSA HRHTRE - BN

[0192) #Ei& T A 1gGl-Fc By#7aHSA F1#9a $i HSA Hife 7 BlfE
HEK 293 4Hp i {THFE =R ProteinA FRAI4EE - 2185 H ELISA & &
B8 ~ Biacore B MH A 1F I EEETTARA -

[0193] #£H ELISA 454 EEufal#7aHSA F1#9a bt HSA HEaH R
A BRUNBEMEAEANEINGEEET > HEAREMAMELES
(Sigma s Cat No. 126658) » J&[15%E H % 5 (Abcam » Cat No. ab184894)7]
/NERLITSE 1955 I (Abcam > Cat No. ab183228) « Hrr © fa %82 5 PBS » [
M IEE A RS T A 1gG1-Fc 1y ALBS(FI EEF512KH Ablynx HF|AF
WO 2008/028977 A2 H iy ALBS HJF5%1) » FEFILITF ¢

[0194] >ALBS- IgGl-Fc

%47 H © 78 HEHEHRAE)
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EVQLVESGGGLVQPGNSLRLSCAASGFTFSSFGMSWVRQAPGKGLE
WVSSISGSGSDTLYADSVKGRFTISRDNAKTTLYLQMNSLRPEDTAVY
YCTIGGSLSRSSQGTLVTVSSASGSEPKSCDKTHTCPPCPAPELLGGPS

VFLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVKFNWYVDGVEVH

NAKTKPREEQYNSTYRVVSVITVLHODWLNGKEYKCKVSNKAILPAP

IEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVE

WESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVFESCSV
MHEALHNHYTQKSILSLSPGK (SEQ ID NO : 17)

(GE: BETEHB1gGI M Fel& » S THEIRR/EFE &) -

[0195]1 F§ pH 7.4 B9 PBS &&EIKHA ~ B - NEHELEHEZR
1pg/mL > DL 100pL/FLEVEEFE IO A 96 FLEGEHR (Corning » Cat No. 9018) »
B 4°CIUB BT 16-20 /NKG - Z K EE7% » F PBST(pH7.4 > 0.05% Tween-
20) B EIREIR =K1 » IIAF PBS @BEIRHEN 2% MRASTHEER
(B00uL/FL) » 37°CHEE 1 /INFETEE - HPER®E - E2XZHEAR > LA
PBST 4R &R AN 3 K& MARIERER 2ug/mL HyPT HSA Hii5 - F§ PBS
EEROLT =S EERRRE 11 (BRI B 25°CHEE 1 /MBS « IRAE R -
=R IR R » FI PBST 34K 3 %X » EFLINA 100pLHRP BLELHYUIE
i A IgGFc Y —#i(Jackson immu » 109-035-190)(1:5000 #F &) » 25°CIRE
1 /NB% o F PBST 2%E#K 3 2% » fIA 100uL TMB B HE{TEE - £H
IM Fi g 4% 1 S FE - A SpectraMax M5 E§fEE7E OD450nm [z 3E AU UL(E
{#F GraphPad prism 2HIRUWENMPIREER 4 28ESFE  SROE
1A Z[E 1C Fion » STEIRBEHPURENGE S ECsofg » ERUR3IFIW °

548 H > 3£ 78 H(HWIERAE)
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F 3. L HSAFBEE A ~ & ~ NE HZEHH ELISA 454 ECso(pg/mL)

44 HSAHY EEM%SA R EE/NE SARY
FiEe 4R or ,
ECso ECso ECso
#7aHSA-IgGlFc 0.04552 0.04256 0.04502
#9aHSA-IgG1Fc 0.04601 0.03865 0.04116
%M ¥ IE (ALBS-
0.009926 0.010134 0.01061
1¢G1Fc)
b 4 E IR (PBS) / / /

(G RS S

[0196] [L#h - #FEEH Biacore T200(GE Healthcare) B =5 AIERL G T
A IgG1Fc Y57 HSA HifBEE A ~ 15 ~ /NELHEH (HSA ~ CySA ~ mSA)HIHR
TSI E B o B 5L protein A {5 E BBt & (GE - Cat. BR-1000-50)
HAZEEEFE] CMS5 S series {75 (GE » Cat. 29-1049-88) F » Ht HSA Hife s
R @5 T protein A AYNH 1 ARG R RERER FHRERN
A~ /NEBHES > FIF Biacore R ERRAIKESHRENERES
g 48 > #5H BIAevaluation version 4.1 » GE #ki&8 DL Langmuir 1:1 45
SEENETREG  BEHANESE - EREREE KRS HBS-EP F&(10
mM HEPES » 150 mM NaCl > 3mM EDTA, 0.05% P20 » pH 7.4 > GE » Cat.
# BR-1006-69) - S{ETEREE KL PHL.S HigEE- B (GE - Cat. # BR-

1003-54)¥8 1 BT HAE - MG RAK 4 Fior -

549 H - £ 78 H(EYERTE)
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x4, JLHSA iR B A ~ %% -

NEHEBRRMDER

LB 4R PR ka(1/Ms) kd(1/s) Kp(M)

A HSA 4.29E+04 7.55E-05 1.76E-09

#7aHSA-1gG1Fc 1% SA 4.49E+04 5.70E-05 1.27E-09

INEL SA 4.66E+04 3.47E-04 7.44E-09

A _HSA 8.43E+04 2.64E-05 3.13E-10

#9aHSA-IgG1Fc B SA 8.92E+04 4.40E-05 4.93E-10

INE, SA 2.21E+09 3.10E+01 1.40E-08

BHH 5. i BSA il NIR{BSUE

[0197) #EARHEENVEENETIHSA JLE 7 T#7aHSA BT =451

[EREME » 455 81 V-base ATER[FIIEIEE - IMGT NEHIBEHET &%
BAERBBEETLHAVER > hEEEE DRI R RS ERE
AEEEARER IGHV3-23 ERENR - KRR EHTAY CDR %HE
FIHE FERY AR B JE K F B FR1-CDR1-FR2-CDR2-FR3-CDR3-FR4
B E 7] - HEHE AN EREEIOET = EABER O - & FR

% CDR BB BN EMA R ETEERE WERNIBEAE
BHFRREM - P EERBEAED Kabat FEELAKEELEEE - HP#7_Hu-
9 F1#7_Hu-10 1Y FR #ESHRE T ABEAFY - FHAFERNERER

158 -

[0198) [ElfEZe S (i RaAn2e B T aat R S -

5550 F » 3% 78 H(EHHRES)
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5. EEZEE A RN ZEE T

P AE 4R 5t /528

#7 _Hu_1 F27N; F29Y; S30L; V37F; G44E; L45R; W47G

#7 _Hu_ 2 L20V; F27N; F29Y; S30L; V37F; G44E; L45R; W47G

#7 _Hu_3 A23V; F27N; F29Y; S30L; V37F; G44E; L45R; W47G

#7 Hu 4 F27N; F29Y; S30L; V37F; G44E; L45R; W47G; S74A

#7_Hu 5 F27N; F29Y; S30L; V37F; G44E; L45R; W47G; L78V

#7_Hu_6 F27N; F29Y; S30L; V37F; G44E; L45R; W47G; S49A

#7 Hu 7 F27N; F29Y; S30L; V37F; G44E; L45R; W47G; R83Q; A84P

#7_Hu_38 F27N; F29Y; S30L; V37F; G44E; L45R; W47G; A84P

#7 Hu 9 S30L; V37F; G44E; L45R; W47G; A84P

#7_Hu-10 S30L; V37F; G44E; L45R; W47G

[0199) EENAJFILERFIIWT » COREA T EIGRFRT » RiEHA
HI B Kabat 4515 :

[0200] >#7 Hu 1
EVQLLESGGGLVQPGGSLRLSCAASGNTYLTSCMGWFRQAPGKERE

GVSSIYTVGGSTFYTNSVKGRFTISRDNSKNTLYLQMNSLRAEDTAV
YYCAAGSPARCRLRDPTTFDYWGQGTLVTVSS  (SEQ ID NO : 18)

[0201] >#7_Hu_2
EVQLLESGGGLVQPGGSLRVSCAASGNTYLTSCMGWFRQAPGKERE

GVSSIYTVGGSTFYTNSVKGRFTISRDNSKNTLYLQMNSLRAEDTAV
YYCAAGSPARCRILRDPTTEDYWGQGTLVTVSS (SEQ ID NO : 19)

8 51 5 » 3t 78 HEHHRHE)
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[0202) >#7 Hu 3
EVQLLESGGGLVQPGGSLRLSCVASGNTYLTSCMGWFRQAPGKERE

GVSSIYTVGGSTEYTNSVKGRFTISRDNSKNTLYLQMNSLRAEDTAV
YYCAAGSPARCRLRDPTTEDYWGQGTLVTVSS (SEQ ID NO - 20)

[0203] >#7 Hu 4
EVQLLESGGGLVQPGGSLRLSCAASGNTYLISCMGWFRQAPGKERE

GVSSIYTVGGSTFYTNSVKGRFTISRDNAKNTLYLQMNSLRAEDTAV
YYCAAGSPARCRLRDPTTFDYWGQGTLVTVSS  (SEQ ID NO : 21)

[0204) >#7 Hu 5
EVQLLESGGGLVQPGGSLRLSCAASGNTYLTSCMGWFRQAPGKERE

GVSSIYTVGGSTEFYTNSVKGRFTISRDNSKNTVYLQMNSLRAEDTAV
YYCAAGSPARCRLRDPTTEDYWGQGTLVTVSS (SEQ ID NO : 22)

[0205) >#7 Hu 6
EVQLLESGGGLVQPGGSLRLSCAASGNTYLTSCMGWFRQAPGKERE

GVASIYTVGGSTEYTNSVKGRFTISRDNSKNTLYLQMNSLRAEDTAV
YYCAAGSPARCRILRDPTTFDYWGQGTLVTVSS (SEQ ID NO : 23)

[0206) >#7 Hu 7
EVQLLESGGGLVQPGGSLRLSCAASGNTYLTSCMGWFRQAPGKERE

GVSSIYTVGGSTEFYTNSVKGRFTISRDNSKNTLYLQMNSLQPEDTAVY
YCAAGSPARCRLRDPTTEDYWGQGTLVTVSS (SEQ ID NO - 24)

[0207) >#7 Hu 8

52 H 0 # 78 H(BEYHERIE)
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EVQLLESGGGLVQPGGSLRLSCAASGNTYLTISCMGWFRQAPGKERE

GVSSIYTVGGSTFYTNSVKGRFTISRDNSKNTLYLQMNSLRPEDTAVY
YCAAGSPARCRLRDPTTEDYWGQGTLVTVSS (SEQ ID NO : 25)

[0208) >#7 Hu 9

EVQLLESGGGLVQPGGSLRLSCAASGFTFLISCMGWFRQAPGKEREG

VSSIYTVGGSTEYTNSVKGRFTISRDNSKNTLYLQMNSLRPEDTAVYY
CAAGSPARCRILRDPTTEDYWGQGTLVTVSS (SEQ ID NO : 26)

[0209] >#7 Hu 10
EVQLLESGGGLVQPGGSLRLSCAASGFTFLTSCMGWFRQAPGKEREG

VSSIYTVGGSTEFYTNSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYY
CAAGSPARCRLRDPTTFDYWGQGTLVTVSS (SEQID NO:27)-

[0210] {# A EHEH] 5 FHITEME RIS HSA FIAE hlgGL B
Fc(CH2-CH3)B RIS EONERMAT 6His EENEL > ETHRE
hlgG1-Fc(CH2-CH3)EEFFI(SEQ ID NO : 14 fiirR) @ #ife 2 6His EHK
5| - R G R EETFFY - EAFTM TF(U#47_hu_1-hIgGlFc
#7 hu_10-6His B » EArAJE(LH HSA Hlst—#) - HRHBRTHR
A » #7_hu 10-6His HI&E#7 Hu 10(SEQ ID NO:26)8y C RigF &

“GGGGSGGGSHHHHHH” » HfMiyifethg—k& -

[0211] >#7 hu_1-hIgG1Fc:

EVQLLESGGGLVQPGGSLRLSCAASGNTYLTSCMGWFRQAPGKERE

GVSSIYTVGGSTFYTNSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVY

YCAAGSPARCRLRDPTTFDYWGQGTLVTVSSASGSEPKSCDKTHTCP

PCPAPELLGGPSVFLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVKE

5 53 » 3t 78 H(BHIRTEE)
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NWYVDGVEVHNAKTKPREEQYNSTYRVVSVITVIHODWLNGKEYK

CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSITCL

VKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSR
WOQOGNVFESCSVMHEALHNHYTQKSLSLSPGK (SEQ ID NO - 28)

[0212) >#7 Hu_ 10-6His
EVQLLESGGGLVQPGGSLRLSCAASGFTFLTSCMGWFRQAPGKEREG

VSSIYTVGGSTEFYTNSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYY

CAAGSPARCRLRDPTTFDYWGQGTLVTVSSGGGGSGGGSHHHHHH
(SEQ ID NO : 29)

[0213) >ALB8-6his
EVQLVESGGGLVQPGNSLRLSCAASGFTFSSFGMSWVRQAPGKGLE
WVSSISGSGSDTLYADSVKGRFTISRDNAKTTLYLQMNSLRPEDTAVY

YCTIGGSLSRSSQGTLVTVSSGGGGSGGGSHHHHHH
(SEQ ID NO : 30) -

(0214 A EEM B GHE S HER293 A - i 5 REWEREL
% > 4000rpm B0y 15 7388 DLRERMN - W EF A 0.45pM AV 23
T8 > TS Protein A B AR EL FARFEINEH T A ETHLE 2
HEERS - KN - BEABENH HSABE -

BB 6. AJR{LHL HSA HUBE A ~ 1 ~ /NERIE B EBREA TN

E

[0215) #EH Biacore T200(GE Healthcare) 258 I ERl& T 6His 1=
FHINIR(EI HSA BB A ~ B~ /NE R EOHRM I HE - BRERE
EABR & (GE- Cat. BR-1000-50)A1 His &K & (GE - Cat. 28-9950-

55 54 H - #1778 H(EIHRAST)
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56) MR
EoEEs - R EEE ET4) 10000RU » ZEEREEFAR R
FHINIRILET HSA HiRgFE R M EE I his BFUER £
MBAERENA - B NEEES
CiA NS =y

Langmuir 1:1 &

THS

FIF Biacore iz

[Z:REFE % CMS5 S series it/ (GE » Cat. 29-1049-88)#E(T

i

Rl T 6His fZ

MBI RE

B EREARIER

fEEE A48 > $5H3 BlAevaluation version 4.1 » GE #E8 L

ERA

BEENDER  ERERKERE

HBS-EP %% (10 mM HEPES > 150 mM NaCl, 3mM EDTA, 0.05% P20 >

pH 7.4 > GE > Cat. # BR-1006-69) - F{E{EIREFE B A PHL1.5 HHE-E

% (GE > Cat. # BR-1003-54) %5 T H4E

B4R 6 Fims -

H IR E Bs AT -

o W NIFALHIRRHRRM 48
EREUN > AEBEERGHIEE HSA BRI 5%

£ 6. NF(bPL HSAREA ~ & - /NEBEBRIHRN
ALBS8-6 #7 hu_1-6 | #7_hu_5-6 | #7_hu_6-6 | #7_hu_7-6 |#7_hu_10-6
TUER 4R TR
his his his his his his

ka(1/Ms) | 2.62E+04 3.60E+04 3.55E+04 | 3.71E+04 3.74E+04 | 3.01E+04

A HSA| kd(1/s) 1.72E-03 6.53E-04 | 5.34E-04 6.40E-04 6.68E-04 3.47E-04
Kp(M) 6.57E-08 1.81E-08 1.51E-08 1.73E-08 1.79E-08 1.15E-08

ka(1/Ms) | 2.30E+04 3.30E+04 3.31E+04 | 3.41E+04 3.49E+04 1.76E+04

' SA | kd(1/s) 1.46E-03 5.54E-04 4.80E-04 5.45E-04 5.47E-04 5.45E-04
Kp(M) 6.34E-08 1.68E-08 1.45E-08 1.60E-08 1.57E-08 | 3.10E-08
ka(1/Ms) | 2.25E+04 4.55E+04 3.93E+04 | 4.83E+04 4.61E+04 | 5.97E+04

/J\EE{,VSA kd(1/s) .1.95E-02 2.62E-02 2.60E-02 2.81E-02 2.29E-02 1.96E-02
Kp(M) 8.67E-07 5.77E-07 6.62E-07 5.82E-07 4.97E-07 3.28E-07

555 5 » 3t 78 H(BRHEHAHD)
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[0216) {#F HEK293E 40fBEES3iEH HSA HiE 7 Hu 10-6his »
SREMEBFI4I {18 #E H Biacore T200(GE Healthcare) 2 25E F B A IR
N RE B RAEOQNRNIER - §hEHEEREE & (GE -
Cat. BR-1000-50)F1 His fi &% & (GE » Cat. 28-9950-56)fR B 5Bl &R
BHEE ¥ CMS5 S series £5F (GE » Cat. 29-1049-88) TR EL (BB - R JE
{E2%F]4Y 10000RU ZEEREH BB R A Bi& T 6His Ay AJR{bHT HSA
P ERRAREREN his SR L RABNER RERBARRENA -
&~ /N KRB 19 REE&E D Fll A Biacore 25 B R i HI R B[S R 1E T
EELE SRR 4R - $5 BIAevaluation version 4.1 » GE g8 Ll Langmuir
1] AR S - SRS B - HRE S E A HBS-EP 45K
(10 mM HEPES » 150 mM NaCl, 3mM EDTA, 0.05% P20 > pH 7.4 » GE »
Cat. # BR-1006-69) - E{EIEBE R KB PH1.5 HHEEE-% 8 (GE » Cat.
# BR-1003-54) 5/ #TH4E - MU NERNOE 7THR -

7. #7_Hu_10-6his LR [EEBNH E SRS

e ka(1/Ms) kd(1/s) KpM)
A HSA 6.47E+04 6.83E-04 1.06E-08
¥ SA 4.79E+04 6.97E-04 1.45E-08
/NER SA 3.89E+04 2.54E-02 6.53E-07
A EL. SA - 2.92E+04 4.61E-03 1.58E-07
Y5 SA 6.17E+04 2.11E-02 3.42E-07
% SA AEAEIE S

99949

556 H - 78 H(ZPHRHEE)
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BEHEB! 7. Hi HSA BifSfERBERE hFcRn WA % FeRn RIEYE
-HSA HEENEE
[0217] $i HSA g% HSA ¥ FeRn & &M HEM R H#E BT HE
TE % #E hFcRn ZE2 A8 HY HEK293 4HAE(293-hFcRn-mut )R E 4 & Fa i
£ 2L HSA E@%%E%M@ffﬁﬁﬁffﬁiﬂﬂ - AEREABERE hFcRn
ZE A (L320A > L321A)AY HEK293 4 » 3% hFcRn 58 88 88 mT o 3 TE {1
A 4R AR AT R - R hFeRn ZEB B AVARAERIR FIREHUHT HSA
iR LK Biotin-HSA HFEIFE - BB IIA SA-FITC ZHFE > DL_PiE
JEAESE(MFD R RIS R E fE B BT HSA ¥ N £ %=-HSA # FcRn
GEElHETERRERTS - ERERITEAT ¢
[0218) i 293-hFcRn-mut ZAfEFE pH 5.5 PBS B iK% » 72 U Al

FL 96 FLARHEFLIIA 5x10° [H4HA - B0 X EER - SFLIIA 90 uL B

PBS(p.HS.S)ﬁ% 2 E"] ?}A'E HSA Tf[, E‘% LK 10 pL &£ q:@ %-HSA(%@ 7% JE 7/\&—\!"7 -

250pg/mL) > K E I ERE 40 578# - LL 200 nL PBS(pHS.5)/F K% -
FL O A 100 uL BL PBS(pHS.5)% F #Y #% & % 1 X-FITC = i1
(eBioscience » Cat No. 11-4317-87) » ¥EEEEH] 1:200 » £k EIFE 40 &
% - DL 200 pL PBS(pHS5.5)F LR K% » ®FLIMIA 200 pL PBS(pHS.5)
FA 7 =\ 4M A EE(BD Biosciences, BD Accuri C6)8i FL1 B EFL(E -
S F Flowjo SRS S SI8 7T 404 » F Prism6 SUER S S I 4t ST 40 9L -
o B AN HI/E S R R E 2A FOE 2B -

[0219] &R REEAEHREMEDA B HSA Hifs# HSA By
EE 2 REET HSA B FeRn B985 & - R BICEFRIFRGHBEEGES -

5557 H » # 78 R(BBHEAE)
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[0220] Z0[E 2A Fimo A BL A E-HSA+FcRn FR#EIAHFE+SA-FITC
4 (R JH BT 4H) fE R 48 5 £ % -HSA+HSA+FeRn B ES4HH+SA-FITC &
(HSA HEFH)MIBHEEE Ne hEERBEIE - &GR8T - KX88EN
50 HSA Hii#7 Hu_6-Ghis AI#7 Hu 7-6his K& FHET HSA & FcRn .

=ik

[0221]) #1[E 2B B #7 _Hu_ 10-6his f1#7 Hu_ 10 R & [EET HSA 8
FcRn BI%E & (1mg/mL & TR -

[0222] E3RHT » A FEIHT HSA Bl F & %% FoRn 81 HSA f PH
ARG S » T LUR AR 4R FoRn /M BE 38 A E B R -

MG 8. i HSA P/ B PRSI g 2

[0223) % & 38 B 1 HSA ¥i B#7_Hu 6-6his ; #7_Hu_7-6his ;
#7_Hu_10-6his) ~ [543 I8 i A% (ALBS-6his) R F B 2L % [R 8 (Isotype >
JE HSA %5287 VEH 23T CD-1 Bt/ B (b 4 B S E B B £ 1l
BIRAT)HET T B AHE I 2BEME - SE=8/ N BE 0 X
0E 4mg/kg HUBIEEE R RATIRIESTAGEE - TEAOHERT - SAEE1R 5 Y8~ 1
A% ~ 7 /NBE ~ 24 /NHF ~ 48 /NEE ~ 72 /NEF ~ 96 /NEF ~ 120 /N ~ 144 /NEFER
S - 5 EDTA HUglise O S Mg » N s T 8RR a e 12
i o

[0224) PK HI%E : F Spg/mL i his AIH1#%(Thermo, MAI-21315-
1mg)aLis > B 100pL/FLEYEAFE A 96 FLESHEM (Corning, Cat No. 9018) »
R A CHBEIE 16-20 /NI - EEEFE% » F PBST(pH7.4 > 0.05% Tween-
20)E BRI =K% A Casin Blocker(Thermo, 37528)%f B (300puL/

55 58 H - #k 78 H(ZHEANEE)
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FL) » 37°CIEFIES 2 NERETEE] - $FGHR%E - EEHER > LA
PBST &R 3 K& MAEABRER(EHE 1%CD1 /NEMAZHY Casin
Blocker) #E1T# & MR TR AR [EBF HIBAAY /N EE - 37°CIF & 1.5 {E/INF © i
B&EHR% - EANPKER - F PBST %tk 3 X » &FLIIA 100uL HRP
& 21 By G B B% EP Cocktail VHH #Y = ¥i(Genescript, A02016, &
BSA)(1:5000 #%%#) » 37°CW¥ & 1 /N\BF - F§ PBST 2G4 3 Zi% > JOA 100pL
TMB BEESEETEHE £/ 1M RE& EKIE - A SpectraMax M5 fig
EEE7E OD450nm jE 38 AUKULE - M A% fn T By VHH Sl RER B 2 dh
GEITEIE - GR0E 3 Frn - Bt BEHAVEEEM PK solver EITHE
HAMVETH » &R UE 4 FI5R 8 oK »

= 8. H1 HSA Hiigry/ N M 4T 321

ALBS8-6his | #7 Hu_ 6-6his | #7_Hu_7-6his | #7_Hu_10-6his | Isptype
S B (EfD) ’
Smg/kg Smg/kg Smg/kg Smg/kg Smg/kg
Ti2(h) 7.16 9.0%* 10.7%* 9.83** 1.12%*%%
AUC 0-inf obs/E|&
63 177 123 113 33.79
(pg/mL*h/mg/kg)
Cl_obs
0.285 0.095 - 0.114 0.148 0.493
(mL/(min*kg))

(3% 1 *, p<0.05; **,p<0.01 ; ***, p<0.0001 ; **** p<0.00001 ; i EiRE

M IR ALB8-6his 1HEE)

[0225) &&RET ABBEHEY, HSA PiEE#7_Hu_6-6his~#7_Iu_7-

6his ~ #7_Hu_10-6his HA LY pK dhéR - L=/ RS A E 58+

5559 B o £ 78 H(REHEE)
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TZHIEEN - BENEHEEIR ALB8-6his Hiis » JFRFVHLEFS ALB8-6his

Jikg -

TGl 9. Bl & &0 RIEETRISAE

[0226] SR A §E5E B RSN M B T EBE BRI E S T [
BB LR I M IR 5 T SIS HSA MBS E S RATR

MeEl  SETEEOES -

[0227] > A RLN2 A

QLYSALANKCCHVGCTKRSLARFC (SEQ ID NO :

[0228] >A RLN2 B $(delB1)

SWMEEVIKLCGRELVRAQIAICGMSTWS (SEQ ID NO :

[0229) >EEET a

GGGGQGGGGQGGGGQGGGGQGGGGQ (SEQ ID NO :

[0230] >#FETF b

PGPAPGPAPGPAPGPAPGPAPGPAPGPAPGPA (SEQ ID NO :

[0231] >#EET ¢

- PGPQPGPQPGPQPGPQPGPQPGPQPGPQPGPQ (SEQ ID NO :

[0232] >#EFEF d

[0233] GGGSGGSGGG ' (SEQ ID NO :

[0234)] >0051

31)

32)

33)

34)

35)

49)

EVOLLESGGGLVQPGGSLRLSCAASGFTFLTSCMGWFRQAPGKEREGVS

SIYTVGGSTFYTNSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAAGS

PARCRLRDPTTFDYWGQGTLVTVSSGGGGQGGGGQGGGGOGGGGQG

5 60 H » # 78 H(ZRIEAHE)



202409074

99949

GGGQSWMEEVIKLCGRELVRAQIAICGMSTWSGGGS GGSGGGOL

YSALANKCCHVGCTKRSLARFC
(SEQ ID NO : 36)
[0235) >0052
EVQLLESGGGLVOPGGSLRLSCAASGFTFLTSCMGWFRQAPGKEREGVS
SIYTVGGSTFYTNSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAAGS

PARCRLRDPTTFDYWGQGTLVTVSSPGPAPGPAPGPAPGPAPGPAPGPAP

GPAPGPASWMEEVIKLCGRELVRAQIAICGMSTWSGGGSGGSGGG
QLYSALANKCCHVGCTKRSLARFC
(SEQ ID NO : 37)
[0236] >0053
EVQLLESGGGLVQPGGSLRLSCAASGFTFLTSCMGWFRQAPGKEREGVS
SIYTVGGSTFYTNSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAAGS

PARCRLRDPTTFDYWGQGTLVTVSSPGPQPGPOQPGPOPGPQPGPQPGPQ

PGPOPGPOQSWMEEVIKLCGRELVRAQIAICGMSTWSGGGSGGSGG

GOLYSALANKCCHVGCTKRSLARFC
(SEQ ID NO : 38)

[0237] >0062
EVOLLESGGGLVQOPGGSLRLSCAASGNTYLTSCMGWFRQAPGKEREGVS
SIYTVGGSTFYTNSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAAGS

PARCRLRDPTTFDYWGQGTLVTVSSGGGGOGCGGGOGGGGOGGEGGOG

GGGOSWMEEVIKLCGRELVRAQIAICGMSTWSGGGSGGSGGGOL

YSALANKCCHVGCTERSLARFC
(SEQ ID NO : 39)

55 61 H » 3t 78 HERHIEREE)
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[0238] >0063
EVQLLESGGGLVQPGGSLRLSCAASGNTYLTSCMGWFRQAPGKEREGVA
SIYTVGGSTFYTNSVKGRFTISRDNSKNTLYLOMNSLRAEDIAVYYCAAGS

PARCRLRDPTTFDYWGQGTLVTVSSGGGGOGGGGOGGGGAGGGGOG

GGGOSWMEEVIKLCGRELVRAQIAICGMSTWSGGGSGGSGGGOL
YSALANKCCHVGCTKRSLARFCC

(SEQ ID NO : 40)
[0239] >0064

EVOLLESGGGLVQOPGGSLRLSCAASGNTYLTSCMGWFRQAPGKEREGVS

SIYTVGGSTFYTNSVKGRFTISRDNSKNTLYLOMNSLOQPEDTAVYYCAAGS

PARCRLRDPTTFDYWGQGTLVTVSSGGGGOGGGGOGGGGOGGGGOG

GGGQSWMEEVIKLCGRELVRAQIAICGMSTWSGGGSGGSGGGOL
YSALANKCCHVGCTKRSLARFC |
(SEQ ID NO : 41)
[0240] >0065
EVQLLESGGGLVQOPGGSLRLSCAASGFTFLTSCMGWFRQAPGKEREGVS
SIYTVGGSTFYTNSVKGRFTISRDNSKNTLYLOMNSLRPEDTAVYYCAAGS

PARCRLRDPTTFDYWGQGTLVTVSSGGGGOGGGGQGGGGQGGGGQG

GGGOSWMEEVIKLCGRELVRAQIAICGMSTWSGGGSGGSGGGOL

YSALANKCCHVGCTKRSLARFC
(SEQ ID NO : 42)

[0241)] >0066

562 E  #t 78 EH(RIHRIEE)
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EVQLLESGGGLVQPGGSLRLSCAASGNTYLTSCMGWFRQAPGKEREGVS
SIYTVGGSTFYTNSVKGRFTISRDNSKNTLYLOMNSLRPEDTAVYYCAAGS

PARCRLRDPTTFDYWGQGTLVTVSSGGGGQGGGGQGGGGQGGGGQG

GGGQSWMEEVIKLCGRELVRAQIAICGMSTWSGGGSGGSGGGQL

YSALANKCCHVGCTKRSLARFC
(SEQ ID NO : 43)

[0242] H - RIEERET HSA BB ETEHREEHET 18T
BB REET 2 HEBAREMER 20 BE  HABRRAME 20y AR - &
BT 1 EERETa b o B a REWEFET > b c BEIEEET -

[0243) REHFIFIGHEEE 0054 FFIZKE WO02021022139A1 Ei
BT -

[0244] >0054
EVQLLESGGGLVQPGGSLRLSCAASGRYIDETAVAWFRQAPGKGREFVA

GIGGGVDITYYADSVKGRFTISRDNSKNTLYLOMNSLRPEDTAVYYCAARP

GRPLITSKVADLYPYWGQGTLVIVSSGGGGQGGGGOGGGGQGGGGOG

GGGOSWMEEVIKLCGRELVRAQIAICGMSTWSGGGSGGSGGGQOL

YSALANKCCHVGCTKRSLARFC
(SEQ ID NO : 44) -

1. & EE RS

[0245) ¥ 4REERIESEEH(SEQ ID NO : 36-44)fy DNA FR¥#E{T 205
TF1BL > AR E pTTS RESR - REBENBFRFEZ expiCHO
(ThermoFisher, Cat No. A29127)4H fg » {# F§ ExpiFectamine CHO

Transfection Kit(ThermoFisher, Cat No. A29133) » {Zs{\ B &R BHE HE1THE

55 63 H » 3% 78 HEWRHE)
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gy - BRFIERBIE  “High protocol” » EZL &R E — NG IR ER 32°CHIR
MO BIBEE(5% CO,y 0 110 tpm > 75%IRE) « EYE5E 10-12 K UCHL4H
BB BJE > 4000rpm By 20 4388 » EY_EIENG(E AT 0.45uM AYJES 1BIE
fEF -

2. B EASE -

[0246] (1) A3 HFIEMEERMGED - BREMSEONWAREE
bIE T R U EY BVE 0 0.22um JEE#EJE - A3(JSR Life Sciences, Cat
No. BP-AMS-A3-0100)FFIEFFFH 5 fZFEHHEFER 0.1M NaOH (Sigma,
Cat No. 71687)EH4 » A% 5 BEMHEELN 1xPBS (pH7.4) (Sangon
Biotech(Shanghai)co., Ltd.: Cat No. E607016-0500)5 54 - ¥BiE%E
OB ERIR BT B DEEENENGE S  EHIRERERERHFEEY lmin
NERIFH > GO ERS A S BELBEEDN 1xPBS(pH7.4) ~ 5 BE
FEEafERY 1 xPBS(pH 7.4)0.8M NaCl(Vetec, Cat No. V900058)F1 5 fz45 4
BERENY 1xPBS(pH7AHEEBMERZERINR IR EIE ZEEEKFE - FlH
0.1M Glycine(pH3.0)(Sigma, Cat No. 4102258 EREITE GOREE » 1RE
B HMR RIS iR - SRIREYFIA 1M Tris-HCI(pH7.5)(Vetec, Cat No.
V900483)REEFHET pH 2 7-8 » HE - WRNMREY - 7 UK HAEBRITE
A RENBRERNN T AETARESR  WF AR ES ETEERE
NARBREFENEERE AR  HEMNAS FHEEG G-25 I8 BT
FHEEREA -

[0247]1 (2) BiK@RiEdim&E Y « B5h 0 FEER 20mM Tris pH
7.5(Vetec, Cat No. V900483)1M Na,SO4(Sigma, Cat No. 239313)i#EE

64 5 4 78 HEREHES)
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TEF IS5 > Phenyl 650M(Toyopearl, Cat No. 0014478) g /K @& #+ F

5 EEFEEERERY 0.5M NaOH(Sigma, Cat No. 71687)F 4 » #R1&H 10 5%

HEEEAR 20mM Tris pH 7.5(Vetec, Cat No. V900483)0.5M Na,SO4

(Sigma, Cat No. 239313)35 %5 F# - iR AVIE MR EET 25K > 2

EEF/KEREE  ERIMRERERHEY 2min KERFH - S5 £%&

FIFE 5 f2&EBefEy 20mM Tris pH 7.5(Vetec, Cat No. V900483)0.5M

Na2S04(Sigma, Cat No. 239313) L@ EHE R RIMRUKEE ZE &K

oo FHMIREEWR 20mM Tris pH 7.5(Vetec, Cat No. V900483)#7T 0-

100%H97% 42 5 #R3%2 SEC-HPLC(Column : TSKgel G3000SWXL, Sum,

Cat No. 00854 )41 [E - iU EiRlE - KMP A LEMESEIEENE

9 o HH IR EY T DUF H PRI B A B A A TR ETTE

WE R WF R ETRHREE AN ERE RN ERZ > &E
FIF 73 FHEBE (A0 G-25 IRE) B M B G Bk A& -

R MPACKRBEEONEERZE

) REER WE%) | BRAOTE | RESTED
MaEH
(mg/L) (SEC-HPLC) (Da) (LC/MS)
0051 150 99.7 21754.3 21755
0052 122 99.5 22551.6 22553
0053 156 99. 23008 23009
0054 70 99.7 21797.5 21798

% 65 H » #t 78 H(HURHD)
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[0248)] Wiz &lifbiz » BETEZENSHERMRSEH @ I BEXEEN
0051 F1 0053 43F7E expiCHO rBgis Ly ZE B MR TR EH R
53F 0054 19 2 45 -

A 10. TS BF AEBME S EANWRAIHE

[0249) #H Biacore T200(GE Healthcare) 23 HIE 0051 B2 A ~ ¥~
KE -~ /NE R~ F - RSB EQNENST - [BHEREES 0054 © &
i A ZEH HSA(Sigma, Cat No. 126658) » J& 4 % {4 (Abcam, Cat No.
ab184894) » K E.{4 % 54 (Abcam, Cat No. ab198656) » /NEL[T 25 [ (Abcam,
Cat No. ab183228) » % |4 Z (4 (Abcam, Cat No. ab188055)f14 5%
(Sigma, Cat No. B2064) 1T &5 -

1. /A% VHH FUEs @5 N R BITRRE

[0250] f i £ 2 B UM £ (GE, Cat No. BR-1000-50)% S %5
CMS5 R (GE, Cat No. 29-1049-88)¥{T#H. VHH $i#&(MonoRab™
Rabbit Anti-Camelid VHH Cocktail, Genescript, Cat No. A02014) Y {5 -
ff H 10mM J& B $5 pH4.5(GE, Cat No. BR-1003-50)F it #% Fi ¥ 2l
10pg/mL » CMS 5 H 4 EDC/NHS JE{bf#% » ST VHE 58
fE R L EE T4 5000RU » A ZEEHFBEE -

[0251] &EBHEHEHEH 1XHBS-EP(10 mM HEPES, pH 7.4,
150 mM NaCl, 3 mM EDTA, 0.05% Surfactant P20)#:4T 255 EHRE -
FERAERFNH VEH iR TR AR SEg s TETHE - 2EH
30RU £4 > AN ERFRAREAARENMEFHEH 3 o8 > A&
50pL/min - fEEENGRT 1-10 S @B(BEOEBF HBRESREAR) - FEER

% 66 H » 3t 78 H(FUHREAE)
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(512 (EFT 10mM HHEs- Bl PH1.5(GE, Cat No, BR—lOO3-54)¥if§IH i
1TH 4 - Fl F Biacore T200(GE) B I A I |2 FE 15 SR 1 1T J& 1545 & RO B i il
4 BRI HEHEEESENEEE#E A BlAevaluation version 4.1 ¥REE DA
EBEAETE S  FHRANNEE GREFK 10-
*10. mEEHEAEERMEOEOBRNT

“Langmuir 1 @ 145

HEHEE BEEA ka(1/Ms) kd(1/s) Kp(M)
0051 5.45E+04 1.10E-03 2.02E-08

0052 8.99E+04 8.67E-04 9.65E-09

0053 9.23E+04 7.88E-04 8.54E-09

0062 1.45E+05 7.90E-04 5.44E-09

HSA 0063 1.47E+05 7.45E-04 5.07E-09
0064 1.54E+05 8.60E-04 5.59E-09

0065 8.23E+04 7.97E-04 9.68E-09

0066 1.45E+05 7.78E-04 5.38E-09

0054 3.57E+04 5.63E-04 1.58E-08

0051 3.72E+04 5.81E-03 1.56E-07

0052 4.13B+04 5.99E-03 1.45E-07

0053 4.08E+04 5.91E-03 1.45E-07

0062 9.15E+04 7.23B-03 7.91E-08

RNEBEG 0063 9.41E+04 6.48E-03 6.88E-08
0064 9.89E+04 5.79E-03 5.85E-08

0065 3.57E+04 5.67E-03 1.59E-07

0066 8.34E+04 6.95E-03 8.34E-08

0054 6.15E+04 1.13E-02 1.83E-07

99949

5567 H » £ 78 E(RUTRHEE)
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[0252] FIBEHETNARNMESEDEA & - REMFMFSE
HERA B IS M BR 03 F 0054 HH 8 (BB AR EER) = 10 RG4S HH HSA
MABEAESEEHER -

2. FERHEOERGR EBTRMNE

[0253) 1 B B EL B e s %] & (GE, Cat No. BR-1000-50)¥f S %%l
CM5 RN R (GE, Cat. 29-1049-88)#{TR EEE M5 5 &S HI BB - &
EEOEOWHED 2ug/mL - CMS5 A £& EDC/NHS JE{L#& @ &R
MNEEH @ EREEEEZETL 200(180 = 230)RU » 2% FEHZERE
BA - 2= IR EEEEEE T EDC/NHS JE{LF 2B B S B -

[0254] 0051 10054 4> F& F§ 1XHBS-EP(10 mM HEPES, pH 7.4,
150 mM NaCl, 3 mM EDTA, 0.05% Surfactant P20)E1T— 45 HEEHE
2000 666.66 + 222.22 > 74.074 5 24.69 > 8.23 5 2.74 > 0.91 > 0.3050M » 0051
A 0054 FEIEENESSIASOEQBHBENZQ®EE 3 08 - &
R 50pL/min - fEEEIFRT 4 08 - FERBREREEN 10mM H 2 EE- B
PH1.5(GE, Cat. # BR-1003-54)¥55F #17H4 - Ff Biacore T200(GE)
ERFRHRIEEHREMEBSECTBERHE  SINBBEESENRE
BL{E FH BlAevaluation version 4.1 #tEE DL Langmuir 1:1 &5&HEUETH

& SR RE -

5 68 - 1t 78 E(BUREEE)
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x 1. BUAEEBEEGWER T

HEHTEHE aF ka(1/Ms) kd(1/s) Kp(M)
0051 4.91E+06 2.07E-04 4.22E-11
HSA
0054 1.83E+06 1.81E-04 9.90E-11
0051 2.25E+06 4.39E-03 1.95E-09
RNEHEH
0054 2.31B+06 2.46E-03 1.06E-09
0051 1.24E+06 4.71E-02 3.79E-08
NEBEH
0054 1.97E+06 2.70E-03 1.37E-09

[0255] 0051 Z3FEA A ~ & - REBEEWHRMNTEGEHE R T
0054 #HE - 8/NERRBELNREMNDENBEER ST 0054(BIBEARE
) o #F 11 RBIM4EH HSA ~ KE - /NEER -
BEHA 11. mEE o RBIMNIREYEE
1~ Ri&ZE H7E THP-1 Ay EP0E M
[0256] THP-1 2 A 4N M ERZLHFE(Procell, Cat No. CL-0233) »
JRMEFRER RXFP1 288 > FothZ 8 THP-1 éﬂiﬁ@iﬂ’ﬂ%’%ﬁ%%ﬁé\ ' &
THP-1 4ffEE 4 cAMP » Rt - REFIFEHBA cAMP WE L EAE
FEE BB INEYE - KB HAIE MR E 2 P E S (HTRF) cAMP-Gs
Dynamic 372 (Cisbio, Cat No. 62AMA4PEB) £ A B4 i B 1y 5 ZE 01 E
CAMP /K - 0054 ~ 800814(JEH W02015067113A1)F0 0060
(WO02021255127A1 » RELAX0023) F A 5 14 1 5 -
[0257] >800814 &y A 4
DLYSALANKCCHVGCTKRSLARFC (SEQ ID NO : 45)

5569 H - £t 78 H(EHARHE)
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[0258) >800814 7y B §#
DSWMEEVIKLCGRDLVRAQIAICGMSTWS (SEQ ID NO : 46)

[0259] >0060 HY A

DKTHTCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSH
EDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPASIEKTISKAKGQPREPQVYTLPPCREEMTK
NQVSLWCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY
SKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGGGGGSGG
GGSGGGGSGGGGGSQLYSALANKCCHVGCTKRSLARFC

~ (SEQID NO : 47)

[0260) >0060 HY B #E

DKTHTCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSH
EDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPASIEKTISKAKGQPREPQVCTLPPSREEMTK
NQVSLSCAVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLVS
KLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGGGGGSGGG

GSGGGGSGGGGGSSWMEEVIKLCGRELVRAQIAICGMSTWS
(SEQ ID NO : 48) -

[0261] EERF/RMT - 4Hf THP-1 7£ 37°C ~ 5%CO, iR 5% -
2 E B RPMIL640 + 0.05mM b-$iE ZFE+10%FBS+1%E R R -HEHEER
s o BBE X - WA BN THP-1 Aiafnm L UkER » EFHGTE
EIMEREEE T FEEAREE R 4x10° E48HE/mL > {1 A&l S0pl #YEE

5(20,000 {E4HFE/FL)EZ ZE 96 FLHIE M (Cisbio, Cat No. 66PL96025) - 1%

55 70 H - 3t 78 E(HHRHE)



202409074

99949

RENIRL & O S AE RIS EEIRRY 0054 ~ 0060 ~ 800814 FEEEHHY U K
96 FLAR H (E A Bl & 89 Stimulation Buffer 1 #77 10 fF{SEL R I
M PAEEFL SuL Y RBTREERE E & F THP-1 16T 96 FLRAER T - 7 37°C
5% CO R T H5E 30 4388 - RIRNFHERNHEEERSFEHE - £H
s & th A Lysis & Detection Buffer 1 #5718 cAMP-d2(Z & B L EE)
anti-cAMP-cryptat((L 382 L& E) > #§ cAMP-d2 DIEFL spL (YRR
2 96 FLEIER PERZE A BB FSMNAAEIF » 2% anti-cAMP-cyptat
WHIEIFTE LT » BRI E 1 /hE o R1&RTE Tecan(Infinite 200 PRO)
LfEA 620nm F1 665nm R METHEE > FH 6650m B IEHAE/620nm R
BIEERE X10,000 AILLERFREGRIAEE - A Graphpad Prism #EITIELE
MEE@R cAMP JREHER - SRR SR HE RFEE THP-1 HEES
cAMP  ECso {E(nM) » &EEF.3 12 > [ 6A F[E 6B -
= 12. e EHEINEE(THPL 400

4% HSA 1% HSA
S5F

: ECs0(nM) ECso(nM)
800814 0.2 _ 0.32
0060 0.32 0.61
0054 10.3 15.82
0051 3.83 28.38
0052 5.22 21.52
0053 4.23 25.76
0062 4.02 23.06
0063 4.15 39.35

£ 1H H 78 H(EHAHED)
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0064 8.5 19.75
0065 2.08 23.01
0066 3.49 23.47

[(262) ERER > ARENIMEETRINEEHAG YR T
0054 #H% o |
2 ~ B & B HEERIE RXFP ZHGHY CHO-K1 dlijg 1A% iE
(1) BRAsEEY: RXFP1 R RXFP2 481y CHO-K 1 4HARHI 54
[0263) (£ Lipofectamine 2000(Thermo Fisher, Cat No. 11668019)
% CHO-K 1 4ffE(CCTCC, Cat No. GDC0018) 1T HziF Xy > #2731 #% CHO-
K1 4R DL 6x10° 4HR/FLAVRE EHAZ 6 FLAR S » ££ 37°C ~ 5% CO: fi&
HTEE 12 /NNFEBERERSZEEE S DA 1.5ml fY#EMJE Ham's F-
12K (Kaighn's)$% & £ (Gibco, Cat No. 21127030) - & LA « LW X
SRE 0 BE 11 3ug FHEE K DNA(A -~ 17 ~ &K - KE - /NE RXFPI
Z RSB A RXFP2 ﬁﬁ% DNA BHL)A R 250pL Opti-MEM I BB & A
1 (Gibco, Cat No. 31985070) » & 2 # 3puL By Lipofectamine 2000 547
RS 250pL0pti-MEM 1 HMUEFEET » ZRFEE S oEB/REE 19
SBEIMAZIRE 2 - REIRG > ERWE 20 08 - ZEIMAZT 6 fLikF
(500 pL/FL) » By 6 /NS IR e R A EEIEE 24 /DN EITRE
= -

(2) & EEHEZENEIINEIEER

872 H > 3 78 H(RIAHZ)
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[0264) A FaBl{E H M E 2 $E 6 (HTRF)cAMP-Gs Dynamic
S47| £ (Cisbio, Cat No. 62AMA4PEB)I B BLISEFEHY T ZEHIE cAMP K
o BEEJTAAT

[0265] BEEER  KEET A -5 88K - KEZVNE RXFPL %
BEHY CHO-K1 4 imp Ui 1% » ENRZAMIEREEAT - REM
FEZEPE By 4x 106 4lif/mL » 3 DA FL 50ul HYASTE (20,000 {E AHHE/FL)EE
ZF 96 FLAIE MR (Cisbio, Cat No. 66PL9I6025) » A Al 0051 MIfE R F
MEEHEAY 0054 ~ 0060 ~ 800814 fEEHAY U JE 96 FALIRFEASEIZ THY
Stimulation Buffer 1 #{T 10 FELLATIFRRE - WS SpL WVERRER
ZE &7 THP1 §HAEHY 96 FLEIEMRH - 7 37°C ~ 5% CO R4 THE 30
B RIFRMENERNARERSZHE - EARB AT Lysis &
Detection Buffer 1 7% cAMP-d2(% B 8 5t 5 E) I anti-cAMP-cryptat(f
B EE) > & cAMP-d2 DIEFL SpL ETEIRINE] 96 FLAER T ERZE
EBFLSNNEFE LT » 2 188% anti-cAMP-cyptat JRIIBIFTE FLE » BEE
SEMEE 1 /NI « 2878 7F Tecan(Infinite 200 PRO)_F {5 A 620nm 1 665nm
HEETHE - F 665nm R EHRE/620nm R EHRE 10,000 AYLLE
FREHRAE o (£ Graphpad Prism BE{TIEGEBIS S cAMP R Hf
4 B EIR A E A M IREEE CHO-K1 Z2RBREMMEL cAMP HY ECso
H(uM) - &R FE & 13 7E 6B -

53 E > #k 18 HEEHEHAHE)
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* 13. A& E g fRINEE(CHO-K] ZRg iR E M)

R BER KE /N A
Rxfpl Rxfpl Rxfpl Rxfpl Rxfp2

ECso(nM) A Rxfpl

800814 5.621 156.5 5.864 1.878 4.729 252.3
0054 25.65 3039 21.78 10.48 23.41 1347
0051 28.34 2207 25.12 21.11 21.67 1246
0060 39.46 1067 19.38 20.02 38.78 HEIE M

[0266] &SRR - 0051 Sy FEGHNEHEEH IR 0054 F1 0060 4H

Hik

Fi6l 12. e EHERBEPREY S IE
[0267] HetE: SD KE - 4- » BEREAE 200-250g > B H JL R 4E A
t%%@j%&mﬁﬁﬁ NE] o B RMIE B RE UK 12/12 /B S/ A A
SHET 0 EIE 16-26°C » AHEIRE 40-70 % - BY TR 1% - BEMERR
N TR - BERFIRAI—X - HERBYETET B E > — LTS
B4 3 & - BERER - WHEERDYD FIEFEIEH E KT IEN 25 %Y

0051 F1 0054 - 45257 & & 4mg/kg, 7 EH RIS SmL/kg -

+

[0268) ERARIEST 4545 7N 4R BERT B 40 5E1£ 0.5°1-36~24 48~

72~ 96 ~ 120 ~ 168 ~ 192 §1 240 /NGBS REBR I » B2 T IEH GG EEIT N

4

LR R AG5ET% 3~ 6~24~48~72~96~ 120~ 168 ~ 192 F1 240 /NEF ZBF

i

F’a’ﬁ%ﬁﬁﬁﬂ GEFHYEIL M 0.03mL » EDTA-K2 $i 5% > BUM % 12R1 4500rpm
Bl Smin - BUEE EP B - -20°C (R F - BERERKEE]-80°C R1F -

74 H 3 78 H(EUHSAE)
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99949

[0269) in#E=R 0051 K1 0054 ZEYRE (A ELISA J7 ATl :
FJ 0.4 pg/mL Anti-Relaxin 2/RLN2 38 (Abcam, Cat No. EPR21832-15)
TR > DL 100 pL/FLEYEEREIIA 96 FLEGEIR(Corning, Cat No. 9018) >
B 4°CHUEMBTT 16-20 /NES - TS 78874 » I PBST(pH7.4 > 0.05% Tween-
20 B ERIEIR =K% - DA 4% 4B EB AR (300 pL/FL) » 208 ME
B 1 /NEREITEEA o HPAGHREE > ZEEHAK - LA PBST &&E& %R 3
Rig > IDAEERHER : &F 1%KEIN4EIH Casin Blocker(Thermo, Cat
No. 37528)@?‘?1@%%@@*E.]H?rf'aﬁ%éﬂ'ﬂjﬁ%ﬁﬂﬁﬁ ' 37°CHE & 1 E/INES -
WELERE ELARFIRIER A PBST Mtk 3 % &FLH0A 100uL HRP
TV R PLEREY Cocktail VHH #Y —$H1(Genescript, Cat No. A02016, i
BSA)(1:5000 ##&) » 37°Ci# & 1 /NI - A PBST ZE4 3 ZK%& » O A 100pL
TMB(Sigma, Cat No. T0440) B2 2 B EITRE » B IM BRI K FE -
F SpectraMax M5 F§iZ4&1E OD450nm fRE HURUE -

[0270] E#E45REM Graphpad Prism #EG 047 M AR ka1 HY 0051
10054 5> FREMBELEHGETITE » REERWE A FR - KtHE-
HHREFEH PK solver BITHEZHINETE » G5RWK 14 Fon - 14> &
ﬁ%iﬁ@f%ﬁ?fﬁﬂ?d\%%%ﬁﬁﬂ@ﬂjﬁ% » SERER > WiE 7B > 0051 o7

FH) AUC R EEM 1 BIZ1EHIRT T 0054 1HE -

75 H - £ 78 H(SEPRHEE)
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= 14 REPEYHBNESH

KE
PK 28 IV sC
0051 0054 0051 0054
AUC(0-t)_(h*nmol/L) 153397 327981 78268 97492
AUC(inf)_(h*nmol/L) 157174 331235 83492 100424
CLp_(mL/min/kg) 0.02 0.01 / /
T1/2_(h) 44.3 40.4 54.4 45
AUClast/E| & 767 1640 / /-
MRT(inf)_(h) 57.5 34.7 96 77
MRTlast 51.4 32 81 70
Vdss (L/kg) 0.07 0.02 / /
Tmax / / 48 32
Cmax / / 048 1536
EWFIHE% / / 53.1 30.3

[0271] KEH PK &EREEIR - IV 455E1% » 0054 #Y AUC K& % 0051
Y 2 £% 0 2 (B THY t1/2 2ERK - SC 4451 0051 (EYFIAEER
0054 - E2 0054 43 F#HEL - 0051 RE i BE(Vdss)ER » RS FE
EAFHVAH AR R IR E BN 5 bt 0 0051 B RAVREFHIFE(MRT) »
THET A FRNSEENFRANSHAE & I TES SC E%1% - 0051
K4 Y% i FE (Bioavailability%)BEBHE FY 0054 - Rtk 0051 7B F BV EEH)
BB -

Eifl 13. BiaEaE/NEOHEENIER
2576 5 » 35 78 E(SIRIE)
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[0272] #EHE THEAMEZE Ff??(Alzet 1002)#E ZANE LRRE

(IS0, Cat.# 15627)% f## CS57BL/6J

Sigma, /N B (Charles River

Laboratories) LALHEEFET » | ISO BREFH 0.002%F#E ML #H(Sigma,
 EEIRE R
146mg/mL(IR#B/NE-TFIIREE 25.8g 515 > BERBER 15mg/ke/d - HiF

ok 14 REUEREEL > 5 14 REGZ2EBREI - BAISRE 1 #1747

Cat.# 11140)fy PBS é%f%;‘f?i(Servicebio, Cat.# G4202)9

i

i

LESEALENAT - Her/NEERE D FHBX TEAMEEE BRI T - &
SR EMIHEMR LS -
F 15 GEBEBHESHEER
paRdcl HE VLA R Y B CREEE S
EES 5 EEITRFM
EASESLE 5 ZE A HR(PBS & 0.002% 31 MER) PBS(S.C, Q3d)
BB 1 5 15mg/kg/d 1SO JAZE £ B |
FE TSR 2 16 15mg/kg/d 1SO A 22 5 ¥ G PBS(S.C, Q3d)
0051 {3 & 17 15mg/kg/d 1SO RZE G B 2.5mg/kg(S.C, Q3d)
0051 BEIZ 12 15mg/kg/d ISO J}é?&E{%ﬁﬁt{ﬂ 7.4mg/kg(S.C, Q3d)
0054 (&% & 5 15mg/kg/d 1SO WA Ze 5 $H1EH 2.5mg/kg(S.C, Q3d)
0054 EEIE 12 15mg/kg/d 1SO A Z2 5 #iEH 7.4mg/kg(S.C, Q3d)
0060 HEI= 12 15mg/kg/d ISO FAZ2 (5 HH 8 20mg/kg(S.C, Q7d)
[0273) 7ETRCSERET - BIWER 6 NNFRAE/NERE » WH/NE
WTEEE AR LBEENRERE - #FHOBREENRERENILE

HELHUEERENR - WiE 8 M1k 16 -

577 H > 3 78 HEYHNE)
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= 16. /N ISO LU ERE LB EEN LT RELL

5340 {E P{E
(EER) 7.38 /
ZEHEIR 7.34 /
BEAHIE 1 8.98 0.0129
EAIETEE 2 7.34 /
0051 {E7I 8 6.83 0.0345
0051 EHI 2 6.63 0.0078
0054 (K& & 7.36 0.9548
0054 B E 6.86 0.05
0060 = H £ 6.87 0.0563

[0274] DA LETEE3EDIIEEEEE (mean+SD)FRIR » RI4HELEIER A
Student t test B E§ » *p<0.05 - **p<0.01 vs BT 2 45 ; #p<0.05 vs 22
8R4 -

[0275] /INEEE ISO ATEEHZSHELHEER » & T ABENMEED
e DA SO 5SEALAIEEZESFKY - FiRHEEZENYE R

0060 -

| €SEEED

99949 578 H » 3 78 H(EEHRIAE)
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<?xml version="1.0" encoding="UTF-8"7>
<!DOCTYPE ST26SequenceListing PUBLIC "-//WIPO//DTD Sequence Listing 1.3//EN"
"ST26SequenceListing V1_3.dtd">
<ST26SequenceListing originalFreeTextLanguageCode="en"
nonEnglishFreeTextLanguageCode="zh" dtdVersion="V1_3" fileName="99949 % st 5 %] %k
.xml" softwareName="WIPO Sequence" softwareVersion="2.3.0" productionDate="2023-
07-18">
<{Applicationldentification>
<IPOfficeCode>TW</IPOfficeCode>
<ApplicationNumberText>112116886</ApplicationNumberText>
<FilingDate>2023-05-05</FilingDate>
</Applicationldentification>
<ApplicantFileReference>723041CPCT</ApplicantFileReference>
<EarliestPriorityApplicationldentification>
<IPOfficeCode>CN</IPOfficeCode>
<ApplicationNumberText>202210491720. 7</ApplicationNumberText>
<FilingDate>2022-05-07</FilingDate>
</EarliestPriorityApplicationldentification>
<ApplicantName languageCode="zh"> KMt Fie R AW B EF KA R
</ApplicantName>
<ApplicantNameLatin>BEIJING TUO JIE BIOPHARMACEUTICAL CO.
LTD. </ApplicantNameLatin>
<{InventorName languageCode="zh">#t, Zzt-F</InventorName>
<InventorNameLatin>DU, YANPING</InventorNameLatin>
{InventionTitle languageCode="zh"># it % KM@ EaR LB EMR
</InventionTitle>
<{InventionTitle languageCode="en" >FUSION PROTEIN OF REPAXIN OR ANALOGUES
THEREOF AND THE PHARMACEUTICAL USE OF THE SAME</InventionTitle>
<{SequenceTotalQuantity>73</SequenceTotalQuantity>
<{SequenceData sequencelDNumber="1">
<INSDSeq>
<INSDSeq_length>609</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 609</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q2">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_value>Homo sapiens</INSDQualifier_value>
<{NonEnglishQualifier value>% A</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>MKWVTF ISLLFLFSSAYSRGVFRRDAHKSEVAHRFKDLGEENFKALVLIAFAQYLQQCPFED
HVKLVNEVTEFAKTCVADESAENCDKSLHTLFGDKLCTVATLRETYGEMADCCAKQEPERNECFLQHKDDNPNLPRLVRP
EVDVMCTAFHDNEETFLKKYLYEITARRHPYFYAPELLFFAKRYKAAFTECCQAADKAACLLPKLDELRDEGKASSAKQRL
KCASLQKFGERAFKAWAVARLSQRFPKAEFAEVSKLVTDLTKVHTECCHGDLLECADDRADLAKY ICENQDSISSKLKEC
CEKPLLEKSHCIAEVENDEMPADLPSLAADFVESKDVCKNYAEAKDVFLGMFLYEYARRHPDYSVVLLLRLAKTYETTLE
KCCAAADPHECYAKVFDEFKPLVEEPQNL IKQNCELFEQLGEYKFQNALLVRYTKKVPQVSTPTLVEVSRNLGKVGSKCC
KHPEAKRMPCAEDYLSVVLNQLCVLHEKTPVSDRVTKCCTESLVNRRPCFSALEVDETYVPKEFNAETFTFHADICTLSE
KERQIKKQTALVELVKHKPKATKEQLKAVMDDFAAFVEKCCKADDKETCFAEEGKKLVAASQAALGL</ INSDSeq_seq
uence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="2">
<INSDSeq>
<INSDSeq_length>522</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 522</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql52">
<INSDQualifier_name>note</INSDQualifier_name>
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<INSDQualifier_value>HSA+Avi-his</INSDQualifier value>
<NonEnglishQualifier value>HSA+Avi-his</NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="ql53">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>DAHKSEVAHRFKDLGEENFKALVLIAFAQYLQQCPFEDHVKLVNEVTEFAKTCVADESAENC
DKSLHTLFGDKLCTVATLRETYGEMADCCAKQEPERNECFLQHKDDNPNLPRLVRPEVDVMCTAFHDNEETFLKKYLYEI
ARRHPYFYAPELLFFAKRYKAAFTECCQAADKAACLLPKLDELRDEGKASSAKQRLKCASLQKFGERAFKAWAVARLSQR
FPKAEFAEVSKLVTDLTKVHTECCHGDLLECADDRADLAKY ICENQDSISSKLKECCEKPLLEKSHCIAEVENDEMPADL
PSLAADFVESKDVCKNYAEAKDVFLGMFLYEYARRHPDYSVVLLLRLAKTYETTLEKCCAAADPHECYAKVFDEFKPLVE
EPQNLIKQNCELFEQLGEYKFQNALLVRYTKKVPQVSTPTLVEVSRNLGKVGSKCCKHPEAKRMPCAEDYLSVVLNQLCV
LHEKTPVSDRVTKCCTESLVNRRPCFSALEVDETGGGGSGLND IFEAQK ITEWHEHHHHHH</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="3">
<INSDSeq>
<INSDSeq_length>608</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 608</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql54">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>Cynomolgus</INSDQualifier_ value>
<NonEnglishQualifier value>f ##</NonEnglishQualifier value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>MKWVTF I SLLFLFSSAYSRGVFRRDTHKSEVAHRFKDLGEEHFKGLVLVAFSQYLQQCPFEE
HVKLVNEVTEFAKTCVADESAENCDKSLHTLFGDKLCTVATLRETYGEMADCCAKQEPERNECFLQHKDDNPNLPPLVRP
EVDVMCTAFHDNEATFLKKYLYEVARRHPYFYAPELLFFAARYKAAFAECCQAADKAACLLPKLDELRDEGKASSAKQRL
KCASLQKFGDRAFKAWAVARLSQKFPKAEFAEVSKLVTDLTKVHTECCHGDLLECADDRADLAKYMCENQDSISSKLKEC
CDKPLLEKSHCLAEVENDEMPADLPSLAADYVESKDVCKNYAEAKDVFLGMFLYEYARRHPDYSVMLLLRLAKAYEATLE
KCCAAADPHECYAKVFDEFQPLVEEPQNLVKQNCELFEQLGEYKFQNALLVRYTKKVPQVSTPTLVEVSRNLGKVGAKCC
KLPEAKRMPCAEDYLSVVLNRLCVLHEKTPVSEKVTKCCTESLVNRRPCF SALELDEAYVPKAFNAETFTFHADMCTLSE
KEKQVKKQTALVELVKHKPKATKEQLKGVMDNFAAFVEKCCKADDKEACFAEEGPKFVAASQAALA</ INSDSeq_sequ
ence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="4">
<INSDSeq>
<INSDSeq_length>608</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 608</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql5h">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_value>Mus musculus</INSDQualifier_value>
<{NonEnglishQualifier value>-)» &</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>MKWVTFLLLLFVSGSAFSRGVFRREAHKSE I AHRYNDLGEQHFKGLVLIAFSQYLQKCSYDE
HAKLVQEVTDFAKTCVADESAANCDKSLHTLFGDKLCAIPNLRENYGELADCCTKQEPERNECFLQHKDDNPSLPPFERP
EAEAMCTSFKENPTTFMGHYLHEVARRHPYFYAPELLYYAEQYNE ILTQCCAEADKESCLTPKLDGVKEKALVSSVRQRM
KCSSMQKFGERAFKAWAVARLSQTFPNADFAE I TKLATDLTKVNKECCHGDLLECADDRAELAKYMCENQAT I SSKLQTC
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CDKPLLKKAHCLSEVEHDTMPADLPATAADFVEDQEVCKNYAEAKDVFLGTFLYEYSRRHPDYSVSLLLRLAKKYEATLE
KCCAEANPPACYGTVLAEFQPLVEEPKNLVKTNCDLYEKLGEYGFQNATILVRYTQKAPQVSTPTLVEAARNLGRVGTKCC
TLPEDQRLPCVEDYLSAILNRVCLLHEKTPVSEHVTKCCSGSLVERRPCFSALTVDETYVPKEFKAETFTFHSDICTLPE
KEKQIKKQTALAELVKHKPKATAEQLKTVMDDFAQFLDTCCKAADKDTCF STEGPNLVTRCKDALA</ INSDSeq_sequ
ence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="5">
<INSDSeq>
<INSDSeq_length>608</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 608</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql56">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>Rattus norvegicus</INSDQualifier value>
<{NonEnglishQualifier value> Ak &</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>MKWVTFLLLLF I SGSAFSRGVFRREAHKSE T AHRFKDLGEQHFKGLVLIAFSQYLQKCPYEE
HIKLVQEVTDFAKTCVADENAENCDKSTHTLFGDKLCATPKLRDNYGELADCCAKQEPERNECFLQHKDDNPNLPPFQRP
EAEAMCTSFQENPTSFLGHYLHEVARRHPYFYAPELLYYAEKYNEVLTQCCTESDKAACLTPKLDAVKEKALVAAVRQRM
KCSSMQRFGERAFKAWAVARMSQRFPNAEFAEITKLATDVTK INKECCHGDLLECADDRAELAKYMCENQAT I SSKLQAC
CDKPVLQKSQCLAETEHDNIPADLPSTAADFVEDKEVCKNYAEAKDVFLGTFLYEYSRRHPDYSVSLLLRLAKKYEATLE
KCCAEGDPPACYGTVLAEFQPLVEEPKNLVKTNCELYEKLGEYGFQNAVLVRYTQKAPQVSTPTLVEAARNLGRVGTKCC
TLPEAQRLPCVEDYLSATLNRLCVLHEKTPVSEKVTKCCSGSLVERRPCFSALTVDETYVPKEFKAETFTFHSDICTLPD
KEKQIKKQTALAELVKHKPKATEDQLKTVMGDFAQF VDKCCKAADKDNCFATEGPNLVARSKEALA</ INSDSeq_sequ
ence>
</INSDSeq>
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</SequenceData>
<{SequenceData sequencelDNumber="6">
<INSDSeq>
<INSDSeq_length>125</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 125</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql57">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>#7aHSA</INSDQualifier value>
<NonEnglishQualifier value>#T7aHSA</NonEnglishQualifier value>
</INSDQualifier>
<INSDQualifier id="ql58">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>HVQLVESGGGSVQAGGSLRVSCVASGNTYLTSCMGWFRQAPGKEREGVASTYTVGGSTFYTN
SVKGRFTISRDNAKNTVYLQMNSLQPEDTAMYYCAAGSPARCRLRDPTTFDYWGQGTQVTVSS</ INSDSeq_sequenc
e>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="7">
<INSDSeq>
<INSDSeq_length>125</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
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<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 125</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql59">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>#9aHSA</INSDQualifier value>
<NonEnglishQualifier value>#9aHSA</NonEnglishQualifier value>
</INSDQualifier>
<INSDQualifier id="ql60">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>DVQLVESGGGSVQAGGSLRLSCAAAEYTYLNSCLGWFRQAPGKEREGVATIYMVGGSTFYAD
SVKGRFTISRDNAKNTVYLMMNSLKPEDTAMYYCAAGSPARCLRRDPTTFNYWGQGTQVTVSS</ INSDSeq_sequenc
e>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="8">
<INSDSeq>
<INSDSeq_length>5</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 5</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
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</INSDQualifier>
<INSDQualifier id="ql61">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>DOMAIN</INSDFeature_key>
<INSDFeature_location>1. . 5</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql62">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>CDR</INSDQualifier value>
<NonEnglishQualifier value>CDR</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>TSCMG</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="9">
<INSDSeq>
<INSDSeq_length>17</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 17</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql63">
<INSDQualifier_ name>organism</INSDQualifier_ name>
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<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>DOMAIN</INSDFeature_key>
<INSDFeature_location>1. . 17</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql64">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>CDR</INSDQualifier value>
<NonEnglishQualifier value>CDR</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>SIYTVGGSTFYTNSVKG</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="10">
<INSDSeq>
<INSDSeq_length>16</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 16</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql65">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>DOMAIN</INSDFeature_key>
<INSDFeature_location>1. . 16</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql66">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>CDR</INSDQualifier value>
<NonEnglishQualifier value>CDR</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>GSPARCRLRDPTTFDY</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="11">
<INSDSeq>
<INSDSeq_length>5</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 5</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql67">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>DOMAIN</INSDFeature_key>
<INSDFeature_location>1. . 5</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql68">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>CDR</INSDQualifier value>
<NonEnglishQualifier value>CDR</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>NSCLG</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="12">
<INSDSeq>
<INSDSeq_length>17</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 17</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier i1d="ql69">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>DOMAIN</INSDFeature_key>
<INSDFeature_location>1. . 17</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier id="ql70">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>CDR</INSDQualifier value>
<NonEnglishQualifier value>CDR</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>TIYMVGGSTFYADSVKG</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="13">
<INSDSeq>
<INSDSeq_length>16</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 16</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql71">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>DOMAIN</INSDFeature_key>
<INSDFeature_location>1. . 16</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql72">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>CDR</INSDQualifier value>
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<NonEnglishQualifier value>CDR</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>GSPARCLRRDPTTFNY</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="14">
<INSDSeq>
<INSDSeq_length>232</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 232</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql73">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_value>Homo sapiens</INSDQualifier_value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNW
YVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLPPSRDE
LTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVF SCSVMHEALHNHY T
QKSLSLSPGK</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="15">
<INSDSeq>
<INSDSeq_length>361</INSDSeq_length>
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<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 361</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql74">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>#7aHSA-1gGlFc</INSDQualifier value>
<{NonEnglishQualifier_value>7aHSA-IgGlFc</NonEnglishQualifier_ value>
</INSDQualifier>
<INSDQualifier id="ql75">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>HVQLVESGGGSVQAGGSLRVSCVASGNTYLTSCMGWFRQAPGKEREGVASTYTVGGSTFYTN
SVKGRFTISRDNAKNTVYLQMNSLQPEDTAMYYCAAGSPARCRLRDPTTFDYWGQGTQVTVSSASGSEPKSCDKTHTCPP
CPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="16">
<INSDSeq>
<INSDSeq_length>361</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
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<INSDFeature_location>1. . 361</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql76">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>#9aHSA-1gGlFc</INSDQualifier value>
<{NonEnglishQualifier_value>9aHSA-IgGlFc</NonEnglishQualifier_ value>
</INSDQualifier>
<INSDQualifier id="ql77">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>DVQLVESGGGSVQAGGSLRLSCAAAEYTYLNSCLGWFRQAPGKEREGVATIYMVGGSTFYAD
SVKGRFTISRDNAKNTVYLMMNSLKPEDTAMYYCAAGSPARCLRRDPTTFNYWGQGTQVTVSSASGSEPKSCDKTHTCPP
CPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="17">
<INSDSeq>
<INSDSeq_length>351</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 351</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
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</INSDQualifier>
<INSDQualifier id="ql78">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>ALB8- IgGl-Fc</INSDQualifier_ value>
<{NonEnglishQualifier_value>ALB8- IgGl-Fc</NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="ql79">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLVESGGGLVQPGNSLRLSCAASGFTFSSFGMSWVRQAPGKGLEWVSSISGSGSDTLYAD
SVKGRFTISRDNAKTTLYLQMNSLRPEDTAVYYCTIGGSLSRSSQGTLVTVSSASGSEPKSCDKTHTCPPCPAPELLGGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVL
DSDGSFFLYSKLTVDKSRWQQGNVF SCSVMHEALHNHY TQKSLSLSPGK</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="18">
<INSDSeq>
<INSDSeq_length>125</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 125</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql80">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>#7 Hu 1</INSDQualifier value>
<NonEnglishQualifier value>#7_Hu_1</NonEnglishQualifier_value>
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</INSDQualifier>
<INSDQualifier id="ql81">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLLESGGGLVQPGGSLRLSCAASGNTYLTSCMGWFRQAPGKEREGVSSIYTVGGSTFYTN
SVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAAGSPARCRLRDPTTFDYWGQGTLVTVSS</ INSDSeq_sequenc
e>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="19">
<INSDSeq>
<INSDSeq_length>125</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 125</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql82">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>#7 Hu 2</INSDQualifier value>
<NonEnglishQualifier value>#7_Hu_2</NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="ql83">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>

F178 - #63H(FIIFR)



202409074

</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLLESGGGLVQPGGSLRVSCAASGNTYLTSCMGWFRQAPGKEREGVSSIYTVGGSTFYTN
SVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAAGSPARCRLRDPTTFDYWGQGTLVTVSS</ INSDSeq_sequenc
e>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="20">
<INSDSeq>
<INSDSeq_length>125</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 125</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql84">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>#7 Hu 3</INSDQualifier value>
<NonEnglishQualifier value>#7_Hu_3</NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="ql8h">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLLESGGGLVQPGGSLRLSCVASGNTYLTSCMGWFRQAPGKEREGVSSIYTVGGSTFYTN
SVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAAGSPARCRLRDPTTFDYWGQGTLVTVSS</ INSDSeq_sequenc
e>
</INSDSeq>
</SequenceData>
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<{SequenceData sequencelDNumber="21">
<INSDSeq>
<INSDSeq_length>125</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 125</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql86">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>#7 Hu 4</INSDQualifier value>
<NonEnglishQualifier value>#7_Hu_4</NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="ql87">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLLESGGGLVQPGGSLRLSCAASGNTYLTSCMGWFRQAPGKEREGVSSIYTVGGSTFYTN
SVKGRFTISRDNAKNTLYLQMNSLRAEDTAVYYCAAGSPARCRLRDPTTFDYWGQGTLVTVSS</ INSDSeq_sequenc
e>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="22">
<INSDSeq>
<INSDSeq_length>125</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
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<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 125</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql88">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>#7 Hu b</INSDQualifier value>
<NonEnglishQualifier value>#7_Hu_b</NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="ql89">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLLESGGGLVQPGGSLRLSCAASGNTYLTSCMGWFRQAPGKEREGVSSIYTVGGSTFYTN
SVKGRFTISRDNSKNTVYLQMNSLRAEDTAVYYCAAGSPARCRLRDPTTFDYWGQGTLVTVSS</ INSDSeq_sequenc
e>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="23">
<INSDSeq>
<INSDSeq_length>125</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 125</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
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<INSDQualifier id="ql90">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>#7 Hu 6</INSDQualifier value>
<NonEnglishQualifier value>#7_Hu_6</NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="ql91">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLLESGGGLVQPGGSLRLSCAASGNTYLTSCMGWFRQAPGKEREGVASTYTVGGSTFYTN
SVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAAGSPARCRLRDPTTFDYWGQGTLVTVSS</ INSDSeq_sequenc
e>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="24">
<INSDSeq>
<INSDSeq_length>125</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 125</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql92">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>#7 Hu 7</INSDQualifier value>
<NonEnglishQualifier value>#7_Hu_7</NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="ql93">
<INSDQualifier_ name>organism</INSDQualifier_ name>
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<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLLESGGGLVQPGGSLRLSCAASGNTYLTSCMGWFRQAPGKEREGVSSIYTVGGSTFYTN
SVKGRFTISRDNSKNTLYLQMNSLQPEDTAVYYCAAGSPARCRLRDPTTFDYWGQGTLVTVSS</ INSDSeq_sequenc
e>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="25">
<INSDSeq>
<INSDSeq_length>125</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 125</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql94">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>#7 Hu 8</INSDQualifier value>
<NonEnglishQualifier value>#7_Hu_8</NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="ql95">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLLESGGGLVQPGGSLRLSCAASGNTYLTSCMGWFRQAPGKEREGVSSIYTVGGSTFYTN
SVKGRFTISRDNSKNTLYLQMNSLRPEDTAVYYCAAGSPARCRLRDPTTFDYWGQGTLVTVSS</ INSDSeq_sequenc
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e>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="26">
<INSDSeq>
<INSDSeq_length>125</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 125</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier i1d="ql96">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>#7 Hu 9</INSDQualifier value>
<NonEnglishQualifier value>#7_Hu_9</NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="ql97">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLLESGGGLVQPGGSLRLSCAASGFTFLTSCMGWFRQAPGKEREGVSSIYTVGGSTFYTN
SVKGRFTISRDNSKNTLYLQMNSLRPEDTAVYYCAAGSPARCRLRDPTTFDYWGQGTLVTVSS</ INSDSeq_sequenc
e>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="27">
<INSDSeq>
<INSDSeq_length>125</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
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<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 125</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier i1d="ql98">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>#7 Hu 10</INSDQualifier value>
<NonEnglishQualifier value>#7_Hu_10</NonEnglishQualifier value>
</INSDQualifier>
<INSDQualifier i1d="ql99">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLLESGGGLVQPGGSLRLSCAASGFTFLTSCMGWFRQAPGKEREGVSSIYTVGGSTFYTN
SVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAAGSPARCRLRDPTTFDYWGQGTLVTVSS</ INSDSeq_sequenc
e>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="28">
<INSDSeq>
<INSDSeq_length>361</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 361</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q200">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>#7_hu_1-hIgGlFc</INSDQualifier_value>
<NonEnglishQualifier_value>#7_hu_l-hIgGlFc</NonEnglishQualifier_ value>
</INSDQualifier>
<INSDQualifier id="q201">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLLESGGGLVQPGGSLRLSCAASGNTYLTSCMGWFRQAPGKEREGVSSIYTVGGSTFYTN
SVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAAGSPARCRLRDPTTFDYWGQGTLVTVSSASGSEPKSCDKTHTCPP
CPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="29">
<INSDSeq>
<INSDSeq_length>140</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 140</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q202">
<INSDQualifier_name>note</INSDQualifier_name>
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<INSDQualifier value>#7 Hu 10-6His</INSDQualifier value>
<NonEnglishQualifier value>#7_Hu_10-6His</NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="q203">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLLESGGGLVQPGGSLRLSCAASGFTFLTSCMGWFRQAPGKEREGVSSIYTVGGSTFYTN
SVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAAGSPARCRLRDPTTFDYWGQGTLVTVSSGGGGSGGGSHHHHHH</
INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="30">
<INSDSeq>
<INSDSeq_length>130</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 130</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q204">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>ALB8-6his</INSDQualifier value>
<{NonEnglishQualifier value>ALB8-6his</NonEnglishQualifier_ value>
</INSDQualifier>
<INSDQualifier id="q205">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLVESGGGLVQPGNSLRLSCAASGFTFSSFGMSWVRQAPGKGLEWVSSISGSGSDTLYAD
SVKGRFTISRDNAKTTLYLQMNSLRPEDTAVYYCTIGGSLSRSSQGTLVTVSSGGGGSGGGSHHHHHH</ INSDSeq_se
quence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="31">
<INSDSeq>
<INSDSeq_length>24</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 24</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q206">
<INSDQualifier_name>note</INSDQualifier_name>
<NonEnglishQualifier value> ARLN2 A42</NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="q207">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QLYSALANKCCHVGCTKRSLARFC</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="32">
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<INSDSeq>
<INSDSeq_length>28</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 28</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q208">
<INSDQualifier_name>note</INSDQualifier_name>
<NonEnglishQualifier value> ARLN2 Bé#
(delBl) </NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="q209">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>SWMEEVIKLCGRELVRAQIAICGMSTWS</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="33">
<INSDSeq>
<INSDSeq_length>25</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 25</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q210">
<INSDQualifier_name>note</INSDQualifier_name>
<{NonEnglishQualifier value>i % -F</NonEnglishQualifier value>
</INSDQualifier>
<INSDQualifier id="q211">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>GGGGAGGGGAGGGGRGGGGRGGGGRL/ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="34">
<INSDSeq>
<INSDSeq_length>32</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 32</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q212">
<INSDQualifier_name>note</INSDQualifier_name>
<{NonEnglishQualifier value>i % -F</NonEnglishQualifier value>
</INSDQualifier>
<INSDQualifier id="q213">
<INSDQualifier_ name>organism</INSDQualifier_ name>
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<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>PGPAPGPAPGPAPGPAPGPAPGPAPGPAPGPA</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="35">
<INSDSeq>
<INSDSeq_length>32</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 32</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q214">
<INSDQualifier_name>note</INSDQualifier_name>
<{NonEnglishQualifier value>i % -F</NonEnglishQualifier value>
</INSDQualifier>
<INSDQualifier id="q215">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>PGPQPGPQPGPQPGPQPGPQPGPQPGPQPGPQA</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="36">
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<INSDSeq>
<INSDSeq_length>212</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 212</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q216">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>0051</INSDQualifier_value>
<NonEnglishQualifier value>0051</NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="q2l17">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLLESGGGLVQPGGSLRLSCAASGFTFLTSCMGWFRQAPGKEREGVSSIYTVGGSTFYTN
SVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAAGSPARCRLRDPTTFDYWGQGTLVTVSSGGGGRGGGGAGGGGQGG
GGQGGGGQSWMEEV IKLCGRELVRAQIAICGMSTWSGGGSGGSGGGQLYSALANKCCHVGCTKRSLARFC</ INSDSeq
sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="37">
<INSDSeq>
<INSDSeq_length>219</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
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<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 219</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q218">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>0052</INSDQualifier_value>
<NonEnglishQualifier value>0052</NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="q219">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLLESGGGLVQPGGSLRLSCAASGFTFLTSCMGWFRQAPGKEREGVSSIYTVGGSTFYTN
SVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAAGSPARCRLRDPTTFDYWGQGTLVTVSSPGPAPGPAPGPAPGPAP
GPAPGPAPGPAPGPASWMEEV IKLCGRELVRAQIATCGMSTWSGGGSGGSGGGQLYSALANKCCHVGCTKRSLARFC</ 1
NSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="38">
<INSDSeq>
<INSDSeq_length>219</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 219</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
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</INSDQualifier>
<INSDQualifier id="q220">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>0053</INSDQualifier_value>
<NonEnglishQualifier value>0053</NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="q221">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLLESGGGLVQPGGSLRLSCAASGFTFLTSCMGWFRQAPGKEREGVSSIYTVGGSTFYTN
SVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAAGSPARCRLRDPTTFDYWGQGTLVTVSSPGPQPGPQPGPQPGPQP
GPQPGPQPGPQPGPQSWMEEV IKLCGRELVRAQIATCGMSTWSGGGSGGSGGGQLYSALANKCCHVGCTKRSLARFC</ 1
NSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="39">
<INSDSeq>
<INSDSeq_length>212</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 212</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q222">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>0062</INSDQualifier_value>
<NonEnglishQualifier value>0062</NonEnglishQualifier_value>
</INSDQualifier>
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<INSDQualifier id="q223">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLLESGGGLVQPGGSLRLSCAASGNTYLTSCMGWFRQAPGKEREGVSSIYTVGGSTFYTN
SVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAAGSPARCRLRDPTTFDYWGQGTLVTVSSGGGGRGGGGAGGGGQGG
GGQGGGGQSWMEEV IKLCGRELVRAQIAICGMSTWSGGGSGGSGGGQLYSALANKCCHVGCTKRSLARFC</ INSDSeq
sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="40">
<INSDSeq>
<INSDSeq_length>213</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 213</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q224">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>0063</INSDQualifier_value>
<NonEnglishQualifier value>0063</NonEnglishQualifier_ value>
</INSDQualifier>
<INSDQualifier id="q225">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLLESGGGLVQPGGSLRLSCAASGNTYLTSCMGWFRQAPGKEREGVASTYTVGGSTFYTN
SVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAAGSPARCRLRDPTTFDYWGQGTLVTVSSGGGGRGGGGAGGGGQGG
GGQGGGGQSWMEEV IKLCGRELVRAQIAICGMSTWSGGGSGGSGGGQLY SALANKCCHVGCTKRSLARFCC</ INSDSeq
_Sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="41">
<INSDSeq>
<INSDSeq_length>212</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 212</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q226">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>0064</INSDQualifier_value>
<NonEnglishQualifier value>0064</NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="q227">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLLESGGGLVQPGGSLRLSCAASGNTYLTSCMGWFRQAPGKEREGVSSIYTVGGSTFYTN
SVKGRFTISRDNSKNTLYLQMNSLQPEDTAVYYCAAGSPARCRLRDPTTFDYWGQGTLVTVSSGGGGRGGGGAGGGGQGG
GGQGGGGQSWMEEV IKLCGRELVRAQIAICGMSTWSGGGSGGSGGGQLYSALANKCCHVGCTKRSLARFC</ INSDSeq
sequence>
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</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="42">
<INSDSeq>
<INSDSeq_length>212</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 212</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q228">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>0065</INSDQualifier_value>
<NonEnglishQualifier value>0065</NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="q229">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLLESGGGLVQPGGSLRLSCAASGFTFLTSCMGWFRQAPGKEREGVSSIYTVGGSTFYTN
SVKGRFTISRDNSKNTLYLQMNSLRPEDTAVYYCAAGSPARCRLRDPTTFDYWGQGTLVTVSSGGGGQGGGGAGGGGRGG
GGQGGGGQSWMEEV IKLCGRELVRAQIAICGMSTWSGGGSGGSGGGQLYSALANKCCHVGCTKRSLARFC</ INSDSeq
sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="43">
<INSDSeq>
<INSDSeq_length>212</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
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<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 212</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q230">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>0066</INSDQualifier_value>
<NonEnglishQualifier value>0066</NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="q231">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLLESGGGLVQPGGSLRLSCAASGNTYLTSCMGWFRQAPGKEREGVSSIYTVGGSTFYTN
SVKGRFTISRDNSKNTLYLQMNSLRPEDTAVYYCAAGSPARCRLRDPTTFDYWGQGTLVTVSSGGGGQGGGGAGGGGRGG
GGQGGGGQSWMEEV IKLCGRELVRAQIAICGMSTWSGGGSGGSGGGQLYSALANKCCHVGCTKRSLARFC</ INSDSeq
sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="44">
<INSDSeq>
<INSDSeq_length>213</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 213</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q244">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>0054</INSDQualifier_value>
<NonEnglishQualifier value>0054</NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="q245">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLLESGGGLVQPGGSLRLSCAASGRY IDETAVAWFRQAPGKGREFVAGIGGGVDITYYAD
SVKGRFTISRDNSKNTLYLQMNSLRPEDTAVYYCAARPGRPL I TSKVADLYPYWGQGTLVTVSSGGGGQGGGGRGGGGQG
GGGQGGGGQSWMEEV IKLCGRELVRAQIATCGMSTWSGGGSGGSGGGQLYSALANKCCHVGCTKRSLARFC</ INSDSeq
_Sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="45">
<INSDSeq>
<INSDSeq_length>24</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 24</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q246">
<INSDQualifier_name>note</INSDQualifier_name>
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<NonEnglishQualifier value>800814&5A42</NonkEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="q247">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>DLYSALANKCCHVGCTKRSLARFC</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="46">
<INSDSeq>
<INSDSeq_length>29</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 29</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q248">
<INSDQualifier_name>note</INSDQualifier_name>
<NonEnglishQualifier value>800814#&9B42</NonkEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="q249">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
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<INSDSeq_sequence>DSWMEEVIKLCGRDLVRAQIAICGMSTWS</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="47">
<INSDSeq>
<INSDSeq_length>271</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 271</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q250">
<INSDQualifier_name>note</INSDQualifier_name>
<{NonEnglishQualifier value>0060#9A42</NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="q251">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>DKTHTCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDGV
EVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPASIEKT I SKAKGQPREPQVYTLPPCREEMTKNQ
VSLWCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVF SCSVMHEALHNHYTQKSLS
LSPGGGGGSGGGGSGGGGSGGGGGSQLYSALANKCCHVGCTKRSLARFC</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="48">
<INSDSeq>
<INSDSeq_length>275</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>

$F40E - H63E(FIIFR)



202409074

<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 275</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q252">
<INSDQualifier_name>note</INSDQualifier_name>
<{NonEnglishQualifier value>0060#9B42</NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="q253">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>DKTHTCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDGV
EVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPASIEKT I SKAKGQPREPQVCTLPPSREEMTKNQ
VSLSCAVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVF SCSVMHEALHNHYTQKSLS
LSPGGGGGSGGGGSGGGGSGGGGGSSWMEEV IKLCGRELVRAQTAICGMSTWS</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="49">
<INSDSeq>
<INSDSeq_length>10</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 10</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q254">
<INSDQualifier_name>note</INSDQualifier_name>
<{NonEnglishQualifier value>i % -F</NonEnglishQualifier value>
</INSDQualifier>
<INSDQualifier id="q25h">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>GGGSGGSGGG</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="50">
<INSDSeq>
<INSDSeq_length>23</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 23</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q256">
<INSDQualifier_name>note</INSDQualifier_name>
<NonEnglishQualifier value> ARLN]1 A42</NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="q257">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
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<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>PYVALFEKCCLIGCTKRSLAKYC</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="51">
<INSDSeq>
<INSDSeq_length>31</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 31</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qg258">
<INSDQualifier_name>note</INSDQualifier_name>
<NonEnglishQualifier value> ARLN] B4#</NonEnglishQualifier_ value>
</INSDQualifier>
<INSDQualifier id="qg259">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>VAAKWKDDVIKLCGRELVRAQIAICGMSTWS</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="52">
<INSDSeq>
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<INSDSeq_length>20</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 20</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q260">
<INSDQualifier_name>note</INSDQualifier_name>
<NonEnglishQualifier value> ARLN2 A4t (delAl-
4) </NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="q261">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>ALANKCCHVGCTKRSLARFC</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="53">
<INSDSeq>
<INSDSeq_length>29</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 29</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q262">
<INSDQualifier_name>note</INSDQualifier_name>
<NonEnglishQualifier value> ARLN2 B4#</NonEnglishQualifier_ value>
</INSDQualifier>
<INSDQualifier id="q263">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>DSWMEEVIKLCGRELVRAQIAICGMSTWS</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="54">
<INSDSeq>
<INSDSeq_length>24</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 24</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q264">
<INSDQualifier_name>note</INSDQualifier_name>
<NonEnglishQualifier value> ARLN3 A42</NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="q265">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
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<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>DVLAGLSSSCCKWGCSKSE ISSLC</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="55">
<INSDSeq>
<INSDSeq_length>27</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 27</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q266">
<INSDQualifier_name>note</INSDQualifier_name>
<NonEnglishQualifier value> ARLN3 B4#</NonEnglishQualifier_ value>
</INSDQualifier>
<INSDQualifier id="q267">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>RAAPYGVRLCGREF IRAVIFTCGGSRW</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="56">
<INSDSeq>
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<INSDSeq_length>24</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 24</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier i1d="q268">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>VARIANT</INSDFeature_key>
<INSDFeature_location>1</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q269">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>X is Q or D</INSDQualifier value>
<NonEnglishQualifier value>X#Q3D</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>XLYSALANKCCHVGCTKRSLARFC</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="57">
<INSDSeq>
<INSDSeq_length>29</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
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<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 29</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q270">
<INSDQualifier_name>note</INSDQualifier_name>
<NonEnglishQualifier value> ARLN2 B4# (ER 4 A
D) </NonEnglishQualifier_value>
</INSDQualifier>
<INSDQualifier id="q271">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>DSWMEEVIKLCGRDLVRAQIAICGMSTWS</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="58">
<INSDSeq>
<INSDSeq_length>17</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 17</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
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<INSDQualifier id="q272">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>

</INSDFeature_quals>

</INSDFeature>

<INSDFeature>

<INSDFeature_key>VARIANT</INSDFeature_key>

<INSDFeature_location>1</INSDFeature_location>

<INSDFeature_quals>
<INSDQualifier id="q273">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>X is S or T</INSDQualifier value>
<NonEnglishQualifier value>X#SsT</NonEnglishQualifier_ value>
</INSDQualifier>

</INSDFeature_quals>

</INSDFeature>

<INSDFeature>

<INSDFeature_key>VARIANT</INSDFeature_key>

<INSDFeature_location>4</INSDFeature_location>

<INSDFeature_quals>
<INSDQualifier id="q274">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>X is T or M</INSDQualifier value>
<NonEnglishQualifier value>X#TsM</NonEnglishQualifier value>
</INSDQualifier>

</INSDFeature_quals>

</INSDFeature>

<INSDFeature>

<INSDFeature_key>VARIANT</INSDFeature_key>

<INSDFeature_location>12</INSDFeature_location>

<INSDFeature_quals>
<INSDQualifier id="q275">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>X is T or A</INSDQualifier value>
<NonEnglishQualifier value>X#TsA</NonEnglishQualifier value>
</INSDQualifier>

</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>VARIANT</INSDFeature_key>
<INSDFeature_location>13</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q276">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>X is N or D</INSDQualifier value>
<NonEnglishQualifier value>X#Z&NsD</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>XIYXVGGSTFYXXSVKG</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="59">
<INSDSeq>
<INSDSeq_length>16</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 16</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q277">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>VARIANT</INSDFeature_key>
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<INSDFeature_location>7</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier i1d="q278">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>X is R or L</INSDQualifier value>
<NonEnglishQualifier value>X#&RsL</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>VARIANT</INSDFeature_key>
<INSDFeature_location>8</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier i1d="q279">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>X is L or R</INSDQualifier value>
<NonEnglishQualifier value>X#&LR</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>VARIANT</INSDFeature_key>
<INSDFeature_location>15</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q280">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>X is D or N</INSDQualifier value>
<NonEnglishQualifier value>X#&DsN</NonEnglishQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>GSPARCXXRDPTTFXY</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="60">
<INSDSeq>
<INSDSeq_length>8</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
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<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 8</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q281">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>PEPTIDE</INSDFeature_key>
<INSDFeature_location>1. . 8</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q282">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>linker</INSDQualifier value>
<{NonEnglishQualifier value>i % -F</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>KRGGGPRR</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="61">
<INSDSeq>
<INSDSeq_length>8</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
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<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 8</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q283">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>PEPTIDE</INSDFeature_key>
<INSDFeature_location>1. . 8</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q284">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>linker</INSDQualifier value>
<{NonEnglishQualifier value>i % -F</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>KRGGGPKR</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="62">
<INSDSeq>
<INSDSeq_length>11</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 11</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q285">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>PEPTIDE</INSDFeature_key>
<INSDFeature_location>1. . 11</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q286">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>linker</INSDQualifier value>
<{NonEnglishQualifier value>i % -F</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>KRKPTGYGSKR</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="63">
<INSDSeq>
<INSDSeq_length>6</INSDSeq length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 6</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
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</INSDQualifier>
<INSDQualifier id="q287">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>PEPTIDE</INSDFeature_key>
<INSDFeature_location>1. . 6</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier i1d="q288">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>linker</INSDQualifier value>
<{NonEnglishQualifier value>i % -F</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>KRSLKR</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="64">
<INSDSeq>
<INSDSeq_length/>
<INSDSeq_mol type/>
<INSDSeq_division/>
<INSDSeq_sequence>000</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="65">
<INSDSeq>
<INSDSeq_length>13</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
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<INSDFeature_location>1. . 13</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier i1d="q289">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>PEPTIDE</INSDFeature_key>
<INSDFeature_location>1. . 13</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q290">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>linker</INSDQualifier value>
<{NonEnglishQualifier value>i % -F</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>KRKPTGYGSRKKR</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="66">
<INSDSeq>
<INSDSeq_length>12</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 12</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q291">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>PEPTIDE</INSDFeature_key>
<INSDFeature_location>1. . 12</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q292">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>linker</INSDQualifier value>
<{NonEnglishQualifier value>i % -F</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>KRKPTGYGSRKR</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="67">
<INSDSeq>
<INSDSeq_length>5</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 5</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
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<INSDQualifier i1d="q293">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>PEPTIDE</INSDFeature_key>
<INSDFeature_location>1. . 5</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q294">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>linker</INSDQualifier value>
<{NonEnglishQualifier value>i % -F</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>GGGGS</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="68">
<INSDSeq>
<INSDSeq_length>10</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 10</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q295">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
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<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>PEPTIDE</INSDFeature_key>
<INSDFeature_location>1. . 10</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q296">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>linker</INSDQualifier value>
<{NonEnglishQualifier value>i % -F</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>GGGGSGGGGS</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="69">
<INSDSeq>
<INSDSeq_length>15</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 15</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q297">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>PEPTIDE</INSDFeature_key>
<INSDFeature_location>1. . 15</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier i1d="q298">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>linker</INSDQualifier value>
<{NonEnglishQualifier value>i % -F</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>GGGGSGGEGSGGGGS</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="70">
<INSDSeq>
<INSDSeq_length>20</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 20</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q299">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>PEPTIDE</INSDFeature_key>
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<INSDFeature_location>1. . 20</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q300">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>linker</INSDQualifier value>
<{NonEnglishQualifier value>i % -F</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>GGGGSGGEESGGGESGGGGS</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="71">
<INSDSeq>
<INSDSeq_length>25</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 25</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q301">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>PEPTIDE</INSDFeature_key>
<INSDFeature_location>1. . 25</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q302">
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<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>linker</INSDQualifier value>
<{NonEnglishQualifier value>i % -F</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>GGGGSGGEESGGGESGEGGSGGGGS</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="72">
<INSDSeq>
<INSDSeq_length>9</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 9</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q303">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>PEPTIDE</INSDFeature_key>
<INSDFeature_location>1. . 9</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q304">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>linker</INSDQualifier value>
<{NonEnglishQualifier value>i % -F</NonEnglishQualifier value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>GGGGSGGGS</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="73">
<INSDSeq>
<INSDSeq_length>5</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 5</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q3056">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>linker</INSDQualifier value>
<{NonEnglishQualifier value>i % -F</NonEnglishQualifier value>
</INSDQualifier>
<INSDQualifier id="q306">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>GGGGQR</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
</ST26SequenceListing>
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