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1L —Fp P & Y HoNT 95 B MLEE 22 B0 IR (1 N DR BUAA, P e 3 PR 45 A & /8% HAN
PO, HAFEAE T, Frid NPT ERERT AR Xy SEQ 1D No. 1| Frs BV EIR T 5 s Frik
NTEALSAR G 32 BE R AF X 4 SEQ 1D No. 2 IR LI T 51 o

2. WIARLRIER 1 TR i NIEAL oA, A AEAE T, it AR AL 44 (1) 25 470 R T b o
SE XN SEQ ID NO. 5, SEQ ID NO.6 A SEQ ID NO. 7 ML T s ik A JEAL A4 1 % 5
PR HANMEZEX N SEQ 1D NO. 8, SEQ ID NO.9 2 SEQ ID NO. 10 fIZE LR FF A1,

3. — R RCR)E SR 1 ik AJSALHUAR R DNA 231, HURAEAE T, HEEEAE T 48 [X A SEQ
ID NO. 3 FionfiZH R 73, R HERTAZ X A SEQ 1D NO. 4 [RZHIRIT 1 .

4. — PRk g, JAREAE T, S A BRI SR 3 Frid i) DNA 4%

5. — e AU, HAFEAE T, & HBURIE SR 4 Bk i RIS FAREE AL T -

6. — P UIBCRIZER 1 TR (9 AN JEAL BRI 1] % 778, HAFIEAE T, 45 2B 3% -

IR R — PRI BAR, 1ZRE AR S A BCRIEER 3 BT DNA 43F 5

BIR 2, BB IR | TR R B AR AL rE 40

R 3, fEIE G TR ST RIE 26 At N 5770 IR 2 BT 3 0918 3400

HIR A, o BRI TR P

7. WSUREE SR 1 8 A A S0 A 78 1 46 I o 400 ) 68 37 J BN L 95 25 1 26 0 o 1 2 T

8. TIRLAIE K 1 ik B9 J5 AL AT A AE 1] 465 8 U7 B8 HENT f) HA 47 i 22 Ff 0 28 EL A o 582
3R R A P A R R

9. TR ELR | Bk (9 A VRSO AAAE %5 58 IR HA Ui v R

10. —FhE H5 L35 80 8 Hh B AT s AR S MR R HA SRR ALK P 31, FLAREAE T, % HA
PURRALIE P H a0~ 2 B8 7 51 :KPNDAINF, 411 SEQ ID NO. 11 fi7w.
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U RL HONT MUEE R PR B NIRAL I i R HL B & 73 7% %0
Hi&

B GuE
[0001] A & 8] ¥ A W) £ R GUsk, HAR3 K— Fb & U KHBNL Y o e R
(Hemagglutinin, HAOFURE BT ANIEATUE . BEAE, AR BIEB SAZAE il 26 55 B & .

HREREAR

[0002] &k — i AR AR O 7 (1) — B Y S AL MR SR S k. FR AR
FRMEILREOEA RO RSN HL B HI6 25 16 PREA, HAXMME SR EEE S
Bom MERY Ho F1HT PRI 542, 1 A g HL A H3 PR 5 8% B0 1 & i /8¢ HAN1
R AL NI R T T &SRB T, FF HyE s A A B R Hu X BRPHAIEED 50 24
oo JR ARG e RS RN B L3, (He A Bk, L i BOm stk KA T A2
5, ZRAA N BIEUR M L AAE NP AR RR I BE 0, IO N 5. A DA 44
7t H 2003 R E LA 2013 4F 4 HAEK 16 M X L6412 628 0kl 374 AFELS, PistZ
A 60%.

[0003] &y 7 B 1k HONT [FImAT A& #E, —SSP Ib & w2 A, LL &, JUR H 40 &
SR . HEIA 19 Fh HANL & m] PUF A Chttp://www. who. int/influenza/resources/
documents/characteristics virus_vaccines/en/index. html), {H & & 1 R BEAE T By
BORAIEM . PURBMHEAYWRE A BEE, He ] ik F PR R R . Mk T i
W Bh Sy FIEAE TP AR YT AR T AR K R0, D RL T an FR e 5 . SR EE
B0 M B LRI 5 TR B WA & BAA 8 53 i L 5 o BRIL 2 A, 1918 4F T BIE 2 it Jek
TEAERIB B, P 9 N B AL R S R FEAR T 50% [B¥E 5 2, 1 7 [ A L3 ¥R 7 HANT 8%
Get HUAR T Do — e 78 /N A R D i 4% 1 30 HONTHA [ B S R HiAA, FEAE /N BRAR AL 3%
LT PR AR (T BE (Sun, L. et al.PloS one, 2009, 4:e5476;Simmons, C. P. et al.PLoS
medicine2007, 4:e178;Prabhu, N. et al. Journal of virology, 2009, 83:2553-2562;Fle
ury, D. et al.Proteins, 2000, 40:572-578; Throsby, M. et al.PloS one, 2008, 3:3942),
AT I i 2% HR AT AR A2 VR T TS HONT SRS 1 B Sk 1. HI2, T B Al 2R 288 B il %
1) B v R PR S 2 SRR DA . B AT SR U AT YR T 0 9 R 38 0, BB B I M v
5%, TR YRR PR R 51 A BN ™ I G0 % IR PR ] R, 7 AR N SR AR B (Human
anti-mouse antibody response, HAMA), HAMA 7] 520 B0 B Ve 7 R0, R 7 Rl U<
s HIR, B BRI AN BE AT RRCROE AAR I AE P AL D R G0k MAS (RS ) 2 it 25 S A
AR EH s A, RO HIAE AR N IR AT . it I 26 r] B, 4 T 22 Pk
NEAL B0E F A, AT B A4 (1) H0% JiR 14453 21 AS R R B2 R B A, 048 A SR ik & F144 (Chimeric
antibody) Al AJEALHU4E (Humanized antibody). {HAR] Tl ik A JG AL i #i | 2% 77,
U JE AR AE SR A PR RS A7 e MR T PR SIS 00, T HLBY 20 B/ D A7 A G2 J5L P ) 3, PR It
NV PP AR 2 i PR 3G R

[0004] A BRI & HUAERDI R T AT A2 X 5 AN Bk 8 A 88 XA 32, BRPuid i Fab BY
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F(ab/2) SRIFT SIS, M Fo BORIET AZE, BEIREE T Huddont b5t 4 5o i 77, I m] DAL 43
BEAS HAMA Ji2 8%

[0005] A VR Ak B 4 2 e o () YR AR AT R T & AR R R R ON YR Ak i & A3 B
CDR—grafting J& 3 2 [ AR A0 B, 3 A ot ml A8 X Hp B 4h P 58 & (CDRD [ 31) o 462 il
SRR BT CDR S 31, A8 B s BB L A7 BV 12k B Bt B0 4 e M AR FR LR A 0. R T X R
CDR—grafted fiff R & AR —H 4 BIRE R CRA CDR Sk H /NRD , 3o 8RB K K B
B I HX ER B J5 SO B s e MRS B 77, A8 A4 P 1) 688 J P A Al R b B A1, DA X
FhgUA =R e, BT 2 BIG R IR F T Re o

[0006] &5 FFTIR, 4% & /8% HONL B v B SRR DR & i ik & S A VRAL o, i L BE R A &
RIS T, SRE BRI S Y, 764 J5 & Bk HHNL FRBH VAT A T 2 I N FH Rl o

b4 B

[0007] A% R BH M UL R il @l — 2 4t —Ph P & vk HANT 1 Bt P S 19 AN TR A3t
1

[0008] A HH 2 R I H A ol 2 — S $R IR0 &V 8 HoNL It &R o) I A T AL A4
[ & 715

[0009] AU HH 2 e B AR o] 2 = S R 40 & 86 HoNL It 3R o) I A U AL A4
(¥ & .

[0010] AR SR — 5 I HRAt 7 — b & I8¢ HONL 978 25 ML 48 25 It J 160 AR AL 44, 14
s FPESS A & IR HONL HUR o BP0 & IR HANT 995 73 1ML E 2 BRLUR 1k ¥ v B 044 HAMO 1K)
L ] AR [XOR A T AR (X DR AT N R AL s, A FEAE B X RN SR 45 5 X3/ FAN B X
(14 5 5 1 98

[0011]  iZPT & UL/ HHNT 75 8 L&t 25 It S 1) A JEAL iR 45

[0012] 1) HA SEQ ID NO :1 %L 771 K sk n] AR X ;

[0013]  2) HA SEQ ID NO :2 IS ILRR F 7 ek n] B X

[0014]  3) 5 AHuik EEE 2 XA — S EEEEX

[0015]  4) 5 AFUiRaEfE 2 X AH— B0 FEEE E X

[0016]  ARBHEE —J7 R AL T —Fh U e s HoNT 953 85 L& 2 It 5 i A YR AL 44 () i
ik

[0017]  BEE 1, T BEARHURII AT AR X 7 R 254045 B AR IUIRIEAR 1135 38 . 4 75 AR
AT BR U5 B ARSTAAR mHAMO 42 B 5% m] AR X ¥ 7 51 43 il i 4 BLASTP-search against the
non-redundant protein database FRATFFIAMUEIE R, EFE S B EEEAH & =
NIESUEAE 515 i N VRAAEAR -

[0018] IR 2, FURL A X FIRAE . K BRIE B brdiik mHOMO ) T AN B X (CDRY (B
CDR J# 7 7] L L 47 & Kabat 28 AT Chothia 28 ARIFEFE UML) B M B J5 AL A
RGN B E, 15 BB AT AN ETUE AL

[0019]  DUR 3, HEZR[X R AL [F] 57 SRAF LT sl I o T AU mHBMO £544) , RAHTH A
EETTE, XSG T B HE B X AR S AT RAR T A Ik . AR B F, ST N VRBUE Al
(1) EEE P AR X VH 158 37,6671 A1 109 £ 5kE:, ik 75 AN B Andufdk b AH i vk, B
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5 37 (iR AR P IR E R, 5 66 [k A AR BRE A RICE, 56 71 AL L2 R
G TR 55 109 Ak B A IR A R, s AR BN 44 hHBMI

[0020] AR BHEE =AML T P gRis FiR AL TR R DNA B R, HL s T
X HA SEQ ID NO :3 Frs KIZ R T 71, B4k nl A2 X A SEQ 1D NO :4 FIZHRT 5.
[0021] AR VIATr I fe (T —Fh RIS, & F LR PR s A Be i gmbs 2L
W PR BUAR B B b L DR AE IR L Eh ) 20 i 9 B R IR N EE B B IR .

[0022] ARG HA TSR T — PG EA08, B B IR RIR AR, Re Rk b
R ENCIE R =

[0023]  AKBAZEANANTT MR T — P A fik B & 5%, A

[0024] B 1, 32t FhRISEAE, SRR BE S FRBUEERIFR

[0025]  JD4R 2, HIDER | BTk BB Ak 4 A i 40

[0026]  JDIE 3, 7RG A TR B RIS 26 R R 720 98 2 Frig i 7E 40

[0027]  JDIE 4, B 43RG BT iR P4

[0028] AR BHEE L7 e A A s MRS 1 o, B8 i 4% Hf 258 41 i) 68 U 2% HBNL Jp 25
(259 T 1 S 5 A A 1] 46 X5 S 3 8% HANT ) HA 470 i 22 Bholp 28 B m o A e iy
(A R R, AR AE 45 5 TR HA B SR A I R

[0029] AR BHEE )\ J7 At —FhrE H5 i s 5 v B 1 P AR < MR HA BUR R AL K
F1), 1% HA JUJERALIE 7 a0 N 2 AR 7 51 :KPNDAINF, 41 SEQ ID NO :11 FiR.

[0030] AR R HIARTE “ AJRALHUE” F05 BRI PR B v B 4 1 2 2L R 7 21 B IR BE L
R X (CDR) 4b, HoE B e 71 (O m] A2 X I HEZE X P 21D AR 8 e ple N Sz 3k
()28 R 5], LA B30 2 DR TR T B i R R 2t g AT B 05 e 1 v R A 1) 2 SR 12k o
[0031]  ASCHTHHIARTE “ Hudk” A1 “ G sk 85 17 S A HH [ 45 MR AR I 29 150000 18 /R 1
(1) 5 VU SR £ 1, G EH N A (R B A2 BE (LA N AH R R B BE (D . skt —
LY s S A, A [F) S BREE A [RIRR AL B ) 1) s B H AR RRAk EEE
R A RIL00) [0 B ()R PN . AR E BRI —um A AR X (VD HERZZMEZEX
R RN — A A AE X (VL), J—wm A 1 X BRI 1w X 5 BRI 58— AME 2 X AH
XT, e AT AR X E R AR AR XA AT . A R ) S SR IR R A A R AN EE R 1 ] AR X (R B
JRS I -

[0032]  ASCHTHBIARTE “RI AR RoRPid rhml 42 X ( FE L FR 472 7 71 A T AS[E], ST
TR RPN AR E UR A RS MR SR, AT IR AN S o A R REA B AR
AJARIX o B A R TR AN B ] AR X o LR R E X (CDRDBIGEE AR X HH I = A B .
A AR X FP AR (IR FRONHEZRIX (FR) . RAREFER R B X P % BB &V FRIX,
BATRELEE B - B MAL, I BOESLEA ) = CDR AHEE, 7ERL L5 00 N A il 4 B
Pr8ait, AR COR Wil FR X BB — RIS 75— 8N COR —&IE T Hiik
(RIH R 45 A 3067 (3 W, Kabat 2%, NTH Publ. No. 91-3242, % 1,647-669 1 (1991)). fHE X
NEEZ 5T RS URNS G B2 AR A F RN hEe, 6 12 5 iR i T
RN ke

[0033] AR HIATE “ MLdt &R "R~ S Edn s AR E A B E A SR
BN TE R MBI AN . BUER BB R E A 16 M ILiEs A, HA1-HALS6,

5
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A3 AR RLT 16 AN EE Y, B HI-H16.

[0034]  ARSCETHRIATE “8ifk” KRB RISIEAON 2 Bz EREA b EFE AR
RREW—FZRIE T H o AT IEE AL 5 5 30 e 400, 8 HL A% 7 10 18 L4 i
TCAFAETE 40 N R DAR L .

[0035]  ARSCHTHIRIATE “f6 R 408 ” Ron T NBUE 4L, GRG0~ R 2 4028 48L, ok
WA T T B T 4 s 4 L, B T e 8 2 T S B A, o S2 B 4N sk Sr9 S5 R
2, B AR 4 SR 4, CHO 21 i, COS 41 i, NSO 4y, HeLa 4, BHK £ i, HEK293 4]
MUB A AU B P An i 15 40 mT DA BRI AR R, mT DU S IR 104 e B 4 i
o

[0036]  ASCHTHRIARIE “Re e &7 Km0+ [ ARG LSS & 8L, BT A= 42 1%
FUARIBUR A RO AL, 456 88— PSS I BuAAon) 88 R S i 45 & 2 R0 77 2 K A
FIBAR TS o 7L 77 2, — AN IEURRR S M B 2 g LA 77 (KDD = 10 "MCi1 10 °M
10 M. 10 "ML 10 "ML 10 "M ZD &5 AP, Hor KD $8 A 5 % 5 45 5 R (K L E (Kd/Ka), FLAT BA
K AR SIRE AN 72 AR 7 34T I

[0037]  ZRSZEGIOAIE, A% BT & ik HHNT L U8E 25 0 5 i A Vs Ak 30 s LA T 3 i s [ %
B HANT Jp9 B A0 L B35 1k, B9t/ HANT [ HA J 5L 2 R e 2R EL AT w8 515 T
FEVE, [FIET 8845 1R ) — A HoHA A FOAR 7 X3 i NIRRT BEE A i R AR, SR
BeAR G2 R 1, 764 J5 B I B HANT TR ¥y R i vt o ) 2 I R A5

Bff =] 352 AA

[0038] P& 1 AR BHSEHES] 1| Fp SLIR A mHEMO 42 B4 AN EE B4 1 m] 48 X R LR 5 B o
B, 754 5 HE Kabat RUUHET . B Lo, T RIZES 5 AR Kabat (19551 & SCRI4r
FAMRSE X (CDR),

[0039]  I&] 2 AR AL 1 BRI FTE mHEMI AVEAL LA BLRR FaboX108 K A VAL T
W EATIRAS AL Fl B 24 i A hHAMO 28 8 7 31 1) b o 2

[0040]  [&] 3 ARSI 2 s NI IR R BB AR Bk B . Hd, A AEFEEZ
KISEAR TFH 5B NERBE E LRI EAA TFL,

[0041]  [&] 4 Ak BH STt 4 Hh A V5 4k hHBMO ik ik 548 SDS-PAGE %S B 45 R K o
PASRYRPTAAR mHAMI BRI SR

[0042]  [&] 5 AR W SEafs 7 v SPR 720 5E hHAMO Il mHAMO £EAN [RIUK B T (45 & S5 i
S N = I

[0043] & 6 A K BLiif 8 H Western Blotting J7i% 5E hHAM9 iH 5 HAL fI7R & K.
PLAZ 5T A/Anhui/1/05 A ESE.

[0044] & 7 AR BHSEHER] 8 H AJEAL hHAMO Hiik k) HAHA AL 7~ = K

BAELEAR

[0045] "I [ &5 A B B SE AN A A B E — D TEA I U o S BRI 8 S it 451 4
T U6 A% S B T AN F T BR 1l A R BH S R

[0046]  sEjafsl] 1. ERIEHTIA mHAMO [ NI AL i

6
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[0047] R V& $U 4K mHSMO [ ] AZ X Fp %1 K A £E NCBI % #5 FE b (G % GenBank
No. AGX28126. 1, 1% %% GenBank No.AGX28125. 1), W& 1. ¥ FH Kabat J7 ¥, &t Heh ()
CDR J7 %1, W 1 S RIZH 5. i COR AR B 77 V54 SRUE ST mHEMO BEAT AVEAk. it
BLASTP-search against the non-redundant protein database W42 & & HIARAR , 45
557 A $i Fab0X 108 ) # 42 %% (PDB No. 3DGG_B #1 No. 3DGG_A) [A] Y5 11k ¢ i, 15 3| 73% Al
75%. PR SRR mHAMO [F EEFE AR BE CDR X 23 A A2 A 21 A PSR AR VH A VL (1) FRAEZE I,
BB BAT ANVEA A AL, 31 EL B 45 5L LA 2.

[0048] BT B AIARA NI B4R mHOMO [FIABEHEL ) 25 W) 45 44, Aof— L HE L) FR X AR AL 44T
FRARTT I . B Yo R I — SRR AR A T RS M RN R XM RS A I TR, B T
Be ELYZ 2 LR 25 A 5RAE , (RIS AAEAR 1) FR X 5 BB FR X HR A R 2 R, 71 H I
FIRFEME R LR 1) W0H 75 2O IR HehR B 43 9348 M LGB B4R mHAMO R AH R4 A3 1) 5%
HE, T, IR B AR M PUAR SRR 7 SR AL, B 4R BN AL DR hHAMO, B EE LR T 5]
W1 SEQ 1D NO :1 B fHEREE LR 7 Z W1 SEQ 1D NO =2 Fim o

[0049] R 1 FIEEIRILE R B LR

[0050]
AR NIEBAR Fab0X108 [ FRJ5 mH5M9 NIEAL T4 hHEM9
H24 Ala Thr Ala
H37 Val Met Met
H66 Lys Arg Arg
H71 Ser Val Val
H93 Ala Val Ala
H109 Leu Val Val
L58 Val Ile Val
L87 Trp Phe Trp

[0051]  sEjafs] 2. AJsAbPuisRIE BRI 2

[0052] A& AJsfbdiidk hHoMO H 42 HE AT AR X FE A (SEQ 1D NO =3 A SEQ ID NO :4), 43 74k
N B AR IEFARRIAI AT A, 15 2 (9 BH M EE 2450k TRH-VH A1 TFL-VL, FRIAFAE A 5L 56
FARAT o FRARBA TR B BE Q] 3 B, Ho, A A EBE E AR IAEAA TFH ;B AR EZR
8K TFL,

[0053]  sZjffsl] 3. AJRALIKFRIA

[0054] 4% b ol SETf ] 2 #4) S0 I N VR AL PUAR R AL 344 TFH-VH HI IFH-VL $46 K At B8
DH5 a , PREUFH 1 se BE AT 500ml LB 53rtt 438 . B MACHEREY-NAGEL 2\ W) i 5Kz
Feid & (NucleoBond® Xtra Mid), #8475 Ui B HAb 32 204K DNA. SR H] Invitrogen 2

7
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A ) FreeStyle™AX Reagent %4 Yetg I-3A FiL DNA L [RI%E 4e N\ 293F 4H i (75 T 40 g 293F
YU, W Invitrogen AT, BEAE 4% A P21 Ul I B B8EAT . B YL)E 6-7 REER 5% b
iBo

[0055]  sZiifafsl 4. AJEALIUMARISE1L Tl % 2

[0056]  KF Skt 4 3 3K 43 (1) 4l M 15 = b iE, b AE B GE healthcare 24 ] ] HiTrap
MabSelect SuRe A3, #7724 B8 AL ™= 7 vk B EAT , 15 3 VAL 344 hHAMO . I SDS-PAGE
ML I N TEAL AR, WL 3K /N 50kDa A2 29kDa fIHE, 23 Wil 46 52 A NIk A &
FEREEE L 4.

[0057]  SEfads] 5. AVRALHUAA 0 LA S0 fhl V35 e )

[0058]  F& I ML AEHU IR E 25 u 1 HUEFFL 1P, 400 75 u 1 /9 PBS VR EI4S 1/4 # ke L,
E50 11 #MBEA 5001 PBS (AL 2 HIRAIAE 1/8 sHL 50 u 1 BvNEIE A 50 11 PBS (1)
L3 FIRAIE 1/16, Ik SEHE, BLEFL 12 19 1/8192 350 1 10. 75-1% LL40 T 12 ML, 8
BPHEE], 1h I, L7E 1/512 453 ++++ GEAIMAED TR ++ GRS MLED &5 R, ZAbE N 1
AN LEEERAT s [ PR R R ISR ) 50 w1 PBS,

[0059]  HMLAEFMH AT HEAE 1-12 7L, FL 1 258, HAREIN 25 u 1 PBS ;50 u 1 24k A5k
FUAA hH5M9 C(img/ml) FFL 1, BR 25 w1 TFL 2 VA0, IR S LA 4L 12 . 25 n 14 A
Mt sy 5, R EHR ) =B 3T CHCE 15min s 0. 75-1% ZL40 A8 50 u 1, 8258}
TRA, WA h /ity DURVEHUA mHAM9 (1mg/m1) A FH M6 R A4 344 hHBMI 5 8 Bk
H5H1H7 A1 HO 975 25 AR AR I ILEEH 1y P45 Rk 2 PR LR m #5400, hHAM9
1 mH5M9 B 455 Fr A (19 5 A% HONTHA, {H A G5 H1HT A1 HI Bz, Ui B hHAMO R B8 1 mH5M9
(0748 HT 35 P, AR ALRAT DX G rp g — e AR R B 1) L4837 1 LU mHBMO IS, wd B A VRAR 2
PRI S — B

[0060] 3 2 NIEALHUARRT 15 st vE e e

[0061]

TR Y hH5M9 mH5M9
A/goose/Guangdong/1/96 H5N1 64 128
A/Vietnam/1194/04 H5N1 64 128
A/duck/Anhui/1/06 H5N1 64 128
A/Anhui/1/05 H5N1 64 128
A/chicken/Shanxi/2/06 H5N1 64 128
A/New Caledonia/20/1999 HIN1 <4 <4
A/duck/Guangdong/1,/1996 H7N3 <4 <4
A/chicken/Shandong/6/96 HON2 <4 <4
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[0062]  sEjafsl] 6. AJRALHUAAR) AT g A7 2

[0063] % H5NTHA HUJE F A H R (pHY. 6CBS) FikE Bl — ik ¥ (10 n g/m1) J5 45T 96 fL
R E,100 w1/ 4L, T 2~ 8CE & . F+EFLH A%, H PBST ¥t 3 I, AT /a A 200 u 1/
LIS B Y (2%BSA PBST), 223 1hr, FFH PBST 3% 3 7%, AT FIEHIEM 1 v g/ml FFUEF
AT hHAMO, LA 100 1 1/ FLEFLINFE 2 96 LR H, 37TCHFE Lhr, FFUML, etk 3 1K,
FLFo 3 RO BB IC S 44 CHRP- FTN 16 & BERF RS 22— WK (1 :5000), LA
100 w1/ FLINZE 96 FLARH, 37°C R ML Lhr, 3R BetR 3-6 ¥, AT Tl EMIR AW, LA
100 1 1/ FLANAE] 96 FLARH, 37°CHEE 10min. MIAZ W 50 w1/ L, Z bR Mo 7F 490nm
R EUR AL OD, T ARG hHAMO F b RIIBE 77, 45 LR 3. 45 515 7% hHAM9 BEts )
T i 5 R RN A (] S 7R HAN T S8 B4R K B

[0064] £ 3 NIALPURR R FAEES

[0065]

H5N1 # K hH5M9 (ng/ml) mH5M9 (ng/ml)
Af/duck/Hong Kong/p46/97 0.39 0.2
A/Vietnam/1194/04 0.39 0.2
A/Indonesia/5/05 0.39 0.049
A/Xinjiang/1/06 0.78 0.2
A/Egypt/N05056/09 > 2000 > 2000
A/Anhui/1/05 0.2 0.049
Alcommon magpie/Hon;

Kong/2256/06 ! o2 o
AlJapanese  white-eye/Hong

Kongﬂosfs/os T o2 0!
Afgoose/Guiyang/337/06 12.5 3.12

[0066]  sLjiEfs] 7. NYEALTUARISERN F1 55000 E

[0067] KAHFREZEES FIHIEH AR (surface plasmon resonance, SPR) X5 — HiAkHIAH
HAERAED BT XA KA ProteOn XPR36 & AFH HEAEH M RS, GLC FEEsiEfb)E, 18
3 10mM PKTES B8 pH6. 0 7% % HSNIHA (A/Vietnam/1194/04),30 1 1/min60s, {fH1 5 15 5] 946
JEN BT (RUD s X 0 BEAT T80 2, [AIR B RE GLC, 25°C 100 1 1/min120s, PBS %S (4 %+
8, C225 (EGFR Hufd) BT RE sPBS iG 8k, FAE S I WAE A, 25°C 100 w1 /minl5min,
ProteOn Manager “software AT 4HE , BUAE AR TS A Sig e dh 2 W 5, @il
423 hHAMO I mHAMO [T 487 A B 5 55 KD, 43 Tl & 3. 84X 10 ' F1 3. 05X 10 "M, hH5M9 (¥
/T mHAMO, 15 BH 5 A8 AT AR [X 1 S B R 2 s M A4 () S8 A0 77, AT R AR FH T S PR AR A 1) 2t
AT AR S5 M R AR AR AL, BRI R i B R PR 1) IR

[0068]  sEjfafs] 8. AL IR AL IR ]I 2

[0069] 1L Western Blotting KEUAERAAE HA () HAL v Bt ik & HA2 v B b, 45

9
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L& 6, HSHA (A/Anhui/1/05) 7] PA43 k& HA1 1 HA2 P 543 hHAMO Al BH 4 i HE mHAM9 %)
N HAL JrBemiafE HA2, 3 Hog — M maE i RN R A7 . K] 6 1 - A4S 2 78 hH5M9
A1 mH5MO BE) ¥z 455 HANL Ji Bk, (H 2 ANBES A/Egypt/N05056/09 454, DA I LE B %09 55
PRS H AR IR 2 57, Wk 4. Wi 2R 7 FI A, A/Egypt/N05056/09 ] HAL
B T EAE T HoAth 8 ¥k HAL, 437 42 565 22,120, 151,152,154, 210 £ 235 A7 (R FE R, iX
JUANMT B Z SRR 1] R 2 BT IR 1) HA izt Z R T ik 2t

[0070] £ 4 AS[F] HHN1 Jp5 85 HAL Z M8 b5

[0071]

HSN1 Rtk SUEEDTE ORYE HS HA B A i)
22 120 151 152 154 210 235

A/goose/Guangdong/1/96 | K S I K N v P
A/duck/Hong
Kong/p46/97 K S I K N v P
A/Vietnami/1194/04 K S 1 K N k% P
A/Indonesia/5/05 K S I K N v P
A/Xinjiang/1/06 K S 1 K [N v P
A/Egypt/N0O5056/09 R N T Q D | S
A/Anhui/1/05 K S I K N v P
Alcommon magpie/Hong
Kong/2256/06 K S I K N v P
A/Japanese
white-eye/Hong
Kong/1038/06 K S I K N Vv
Algoose/Guiyang/337/06 | K S I K N Vv

[0072] R T 2D WA E L IR AT R A B/, AR T 7 AN HAL RIS KL, 73 ) 72
HAKZZG\ HASlZOG\ HAHEIG\ HAKH)ZG\ HAN154G\ HAVZIOG;FH HA P235G’ %éjl%)\ 293T gEHH@u ﬂﬂg&ﬁ%j‘lﬁ ( IFA) m
TR - Fiik 2 B SN, 25 IR 5. A HA™PC22: 7 5 hHoMO Hrik 45 A R 77, 1t 5 FH P
X B IHBE 45 A, DR Pro™ & R A7 FITAE o [RIEAE Pro235 PRI IEE 12 NEILER , 2 5 & 231
B 243 (B2 235) A&, MERAR HAL R 15 BURL, B2 e N 293T 48, A TFA e I35t - Bt
PR Z (B, 45 FILFR 50 HAYP S HA™ ™ SHA* AT HA M J1L7- 2% 2 7 5 hHAMO [ 4 4s A B
77 HASR0 HA "% M R i 45 A . Bk, 7T LA 21 hH5MO R 51 HA R A1 4T 55 234 2
241 YRR, 70 SEQ ID NO =11 Fion. [RIN & pcRfr kB, LA JE A% ELISA, 45 R BoR
Z IR BLRENS 5304 hHAMO 54, BRI L “KPNDAINF ” 8 S2 A AR IR i 2 7, 46 HA F A7 B 4[]
TN,
[0073] 3 5IFA %5 hHAM9 PH 51 A/Anhui/1/05HA Fhr
[0074]

10
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RGBSR E HH5MO9 BB
J5 46 HA P e
K22G 4+ et
81206 4 T
1151G +t+ ot
K152G et e
N154G -+ ot
V210G +++ et
P235G e
T231G F+ S
232G 4+ RO
1.233G 4+ bt
K234G + F
N236G - FE
D237G : bt
A238G + R
1239G bt
N240G = br
F241G . it
E242G 4 it
8§243G +++ EREH

[0075]  “fZHPT A/Anhui/1/05 1F A BH A HE

[0076]  "HEAZ HA RS YL 2037 41 M i 3 3k 4 38 5 e SE G %8 58 e e mi i, il (+)——(+++)
Ko

[0077] B RAIAE EIRIBEYE A (Influenza Research Database, http://www. fludb.

org/brc/home. do?decorator=influenza)di#H4T ELXt, &1k 2012429 H , A% 2376 45 H5N1
TRk, Hoh & 243 2 NJRIR TR, JE AR L5 T HANL FEFATHE. KB 2376 25 1593
SIRTERR S A 1% AT, B8 55 Ik 67, 0%, 1M 243 4 NVEH 179 IR Bk S B iZ R0, Ea R
1K 73, T%e ZRAIAE clades] - 9 s&— N JELRSF I X I, X 5 5L 51 8 1 Hh AISE A 1 2516
— 8, WRA - NEIREBREIL B BT, KBUTA 8 MR LML I A LR 5T,
Lys™*, Pro™., Asn™, Asp™'., Ala™®, T1e™", Asn®™#ll Phe *' {1 57 24 5] Ay 98. 2%.80. 1%,

98. 6%99. 7% 94. 7%.99. 6%.90. 7% F1 100. 0%, 1 £E At HA 2874, fn H1, H3, H7 A1 H9 rh &K
RNKIZRAL, R A7 “KPNDAINE 7 32 Hb Pt (. 28 b, NIk EE Hi4d hHoM9 REf K

I A ve AR AT B HONT A9 253 T AT 0 — A DX 5k, XA HAMO A AT B3 O R A AL, 1
11
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KPNDAINF 2 ik A 58 il 7= A A 2R3 HE TR JL 8o 15 ) 5 P A it e AL K

12
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1/5 ¢

[0001]

[0002]

SUU0> FRTRRESET AT ARG

<120> PSS WHIE HENT M B 5 AR AL fudd K ] & i A i

<130> CPC-NP-13-18523

<l60> 11

<170> Patentln version 3.3

210> 1
211> 120
<212> PRT
<213> AL

<400> 1
Ghy Val Lys Leu Gln Gln Ser Gly Pro Gly Leu Val Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Glu Tyr
20 25 30
Thr Ile His Trp Met Lys Gla Lys Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45
Gly Gly Tle Phe Pro Asn Asn Gly Asp Thr Thr Tyr Asn Gin Lys Phe
50 55 60
Lys He Arg Ala Thr Leu ThrVal Asp Lys Ser Ser Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Asn Tyr Gly Ser Ser Tyr Gly Tyr Phe Asp Val Trp Gly Gln

13
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[0003]

100 105 110
Gly Thr Thr Val Thr Val Ser Ser
115 120

<210 2
<211> 111
212> PRT
213> ATFEF

<400> 2
Asp Ile Val Leu Thr Gln Ser Pro Ala Ser Teu Ala Val Ser Leu Gly
1 5 10 15
Gln Arg Ala Thr Ile Ser Cys Arg Ala Ser Glu Ser Val Asp Asn Phe
20 25 30
Gly Lys Ser Phe Met His Trp Tyr Gln Gln Lys Pro Gly Gln Pro Pro
33 40 45

Lys Leu Leu Tle Tyr Arg Ala Ser Asn Arg Glu Phe Gly Val Pro Ala

50 55 60
Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Asn e His
65 70 75 &80
Pro Val Glu Glu Glu Asp Ala Ala Thr Tyr Tyr Cys Gln Gln Ser Asn
85 90 95
Glu Asp Pro Arg Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110

<210> 3

211> 360
<212> DNA
213> ATLF3

<
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FF

5 &

3/5 0

<400> 3

gaggtcaaac
tectgcaagg
cctggacagg
aaccagaaat
atggaactca
ggtagtagtt

210> 4
211>
<2125
213>

<400> 4

gacattgtge
atatcctgea
caacagaaac
gggatecetg
cetgtggage
acgttegete

210> 5
211> 5
€212>
213>

400> 5

333
DNA
ALTA

tgcaacagte
cttetggata
gecttgagtg
tcaagatcag
geageetgac
acgggtactt

tgacccaate
gagecagtga
caggacagcee
cecaggttecag
aagaagatge

gaggeacedd

PRT
AT

Glu Tyr Thr Ile His

1

210> 6
211> 17
212>

[0004]

5

PRT

tggacctgag
cacattcact

gattggaggt

ggceacattg
atctgaggat
cgatgtetgg

tecagettet
aagtgttgae

acccanacte

tggcagtgeg
tgeaacctat
getggaaate

ctggtgaage
gaatacacga
atttttecta

actgtagaca
tetgeagtet

ggccaaggga

ttggctgtet
gattttggca
cteatetate
tetgggacag
tactgteage

ddd

15

ctggggette
tacactggat
acaatggaga
agtectecag
attactgtge
ccacggteac

ctetaggeea
aaagttttat
gtgeatecaa
acttcaceet
aaagtaatga

gaagcagdaa
tactacctac
cacagectac

aaggaactac

cgtetetica

gagggecace
geactgetat
ccgagaattt

caacatteat

ggatectegg

60
120
180
240
300
333
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213> ATITA

400> 6
Gly Ile Phe Pro Asn Asn Gly Asp Thr Thr Tyr Asn Gln Lys Phe Lys Ile
1 5 10 15

210> 7

Q11> 11
€212> PRT
213> AL

400> 7
Asn Tyr Gly Ser Ser Tyr Gly Tyr Phe Asp Val
1 5 10

210> 8

Q11> 15
<2125 PRT
213> AT

<400> 8
Arg Ala Ser Glu Ser Val Asp Asn Phe Gly Lys Ser Phe Met His
1 5 10 15

2105 9

o1 7

212> PRT
13> AT

400> 9
[0005]
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Arg Ala Ser Asn Arg Glu Phe

1

210>
K211
212>
213>

<400>

Gln Gln Ser Asn Glu Asp Pro Arg Thr

1

<210>
<211>

212>

213>

<400>

Lys Pro Asn Asp Ala Ile Asn Phe

.

5
10
9
PRT
AT
10

5

11

PRT
NI

11

5
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Rusponse (B

ABRYA avgEy

708 200 308 A59S00 SRG Y00 BOO oOF
RERTRE

K3

BHEME HBMS

K 4

4L
Akt
35 s
Bakd

G

Rospurigs (RS
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kDa FHERE hHaMe

08
70
852
51

42

K6
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