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L — P NBUAREIL BT R 56 7 By, Horp fg B s 25, Jorp Bk B R A 5 [ BT R4
P& P R R R AE A

2. — PP ABUAR B SR 256 1 B b UG R B, b TR BRI Fe X AL 3 5
2, HH A FTR AR PR ITR Bk 5 Fe 2N A5

3. BURIE SR 18 2 ipifk s bt g6 v B, o ik HiAR i) Fe X A7 CH2 L4A R
Ap  CH2 LbA RAZE .

4. BORJESK 18 2 (itE, Kb Briddifhd e PR s E A DL ig .

5. BURIEESR 1 82 BT, Horh iR G vh FR R i . = Fh i DY b 5 g 25 135 2 (1)
— PP LL B A

6. — PG G, A R E 2 B NDUR B TTR 455 7 B, Horh rid Hi 4 sk
HPrJE 256 7 Br il ok 85 6 R — 8 4 g 53 10035 2 110 22 20 P P AN (] 1 2 A7 T R0 88 5 HAu
3375 7 DENV=1. DENV=2., DENV=3 Fl1 DENV—4, H A Bk GraAAS 5 | L P AR fasi i 2 45 v
BRI R EA

7. BRESK 6 HIALG4, HoAw & =Rl el 5 22 oo R 36 5 A 75 195 284 DENV-1 . DENV-2,
DENV-3 il DENV-4 [ AFTAR ST IR 456 F B

8. BURIE 3K 6 4L &4, Horp ik bidk s PR &5 F Beh B — AN I47E Fe XA 3 5
3, TR AR AT R PR S Fe 2RI 45 .

9. BUHE R 6 K EW, Hrhf— iRk el Hi R 455 v Boi Fe XA 7 CH2 L4A 5%
Ap  CH2 LbhA RAZ S .

10. AUMELSK 6 (LG, HoA priRduik sl LB 456 v Boe B fE iR sl A P ik .

11, —FhprtRs Kt &5 6 A B A& 20— R B U E— 240 59 B AR g X
(CDR) J£41) :SEQ TD NO :1-6.17-22.33-38,49-54.67-72.83-88.99.100,105-110,121-123.
124.125.135-139.149. 153158, 169-174. 185—-188 B 189, H: o it ik i {4 rf 1 2 4 Hhs 55

12, BOME SR 1.2 80 11 Piia sk PR 456 v B S i BT — 4l i B
CDR1 :SEQ ID NO:1.17.33.49.67.83.105.121.135.149.153.169 F1 185 ;i HLL N —41+
(] % CDR2 :SEQ ID NO :2.18.34.50.68.84.106.122.136.154.170 F1 186 ; FIiE H L~ —
ZH 7 [ E5% CDR3 :SEQ ID NO :3.19.35.51.69.85.107.123.137.155.171 F1 187, Hrp frik
PUR MG A B R

13, BOFJESR 1.2 80 11 PR sl Pl g & v B KA g Ul — A 585
CDR1 :SEQ ID NO :4.20.36.52.70.86.99.108.138.156.,172 F1 188 ;1% H UL N —4H " (142 5
CDR2 :SEQ ID NO :5.21.37.53.71.87.109.124,157 F1 173 ;F1%k B LA'F —2H ¥ 35 5% CDR3 -
SEQ ID NO :6.22.38.54.72.88.100.110,125.139,158.174 FI1 189, H: 1 Bk i 44 o A1 % &
PR BRI,

14, BURESR 12 PRSI BUR GG B B ik et & 4k, Prid EaE B 7004
SEQ ID NO:1 f#] CDRHL.JE%1)% SEQ ID NO :2 ¥ CDRH2. /%4124 SEQ ID NO :3 [¥J CDRH3 ;/5
%) SEQ ID NO :17 f#] CDRHL.J/%%1)24 SEQ ID NO :18 f#] CDRH2 FIFE%1) 2k SEQ 1D NO :19 ¥
CDRH3 ;J¥4124 SEQ ID NO :33 ] CDRHL. /%4124 SEQ ID NO :34 f#*) CDRH2 Fl1J¥41 4 SEQ 1D
NO :35 [¥] CDRH3 ;=41 4 SEQ ID NO :49 [¥] CDRH1.J¥41) 2% SEQ 1D NO :50 [¥] CDRH2 Fl1 41 4

2
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SEQ TD NO :51 [#] CDRH3 ;J¥%1 4 SEQ ID NO :67 [ CDRH1. /%414 SEQ 1D NO :68 [¥J CDRH2 FII
J¥4) % SEQ 1D NO :69 (1) CDRH3 ;7412 SEQ 1D NO :83 ¥J CDRHL. 3414 SEQ ID NO :84 [1]
CDRH2 F1J¥41) 2k SEQ ID NO :85 f#] CDRH3 ;J341) 5 SEQ ID NO :105 ] CDRHL.FF412h SEQ 1D
NO :106 [1J CDRH2 1514 SEQ 1D NO :107 (1] CDRH3 ;/%%1) % SEQ ID NO :121 ¥ CDRHL . 51
5 SEQ ID NO :122 [fJ CDRH2 F1J¥514 SEQ ID NO :123 1] CDRH3 ;J%%124 SEQ 1D NO :135 [f]
CDRHL.J%%1) % SEQ 1D NO :136 ] CDRH2 F1J¥%124 SEQ ID NO :137 [#J CDRH3 ;J%%1) & SEQ 1D
NO :149 ] CDRH1. FE%1) &y SEQ ID NO :136 [ CDRH2 F1F%1) &y SEQ 1D NO :137 ] CDRH3 ;)41
4 SEQ ID NO :153 ] CDRH1.FE41) %4 SEQ ID NO :154 f¥) CDRH2 FlIFE41) % SEQ ID NO :155 )
CDRH3 ;)¢ 415 SEQ ID NO :169 ] CDRHL.J¥414 SEQ ID NO :170 [#*] CDRH2 HI/%41)24 SEQ 1D
NO :171 fJ CDRH3 ;#1541 SEQ ID NO :185 [ CDRHL. %412k SEQ ID NO :186 [¥J CDRH2 F1/7
%)k SEQ ID NO :187 [#J CDRH3,

15. BONE K 13 Bt iE s B R 456 1 B rid a8 8k, rid s RA 3504
SEQ ID NO :4 [¥J CDRL1. /%4124 SEQ ID NO :5 [#] CDRL2.JE41 % SEQ ID NO :6 [#] CDRL3 ;/% %)
i SEQ ID NO :20 ] CDRL1.JF¥41 % SEQ ID NO :21 ] CDRL2. /54124 SEQ ID NO :22 f#] CDRLS3 ;
J¥41 % SEQ ID NO :36 ] CDRLL. /54124 SEQ ID NO :37 f#] CDRL2. %41k SEQ ID NO :38 ]
CDRL3 ;541 SEQ ID NO :52 [#J CDRL1.J¥41 4 SEQ ID NO :53 f¥J CDRL2. 41 % SEQ ID NO :
54 f¥) CDRL3 ;541 &y SEQ ID NO :70 ff) CDRL1./F414 SEQ ID NO :71 f#¥J CDRL2.J¥4)} SEQ
ID NO :72 [] CDRL3 ;#4124 SEQ ID NO :86 [ CDRLL. /%4124 SEQ ID NO :87 [¥J CDRL2. J¥41) Ky
SEQ 1D NO :88 [#J CDRL3 /%414 SEQ 1D NO :99 [#J CDRL1.J¥%1 % SEQ 1D NO :53 [#J CDRL2.
J741) 4 SEQ ID NO :100 ) CDRL3 ;FE41)24 SEQ ID NO :108 f¥) CDRL1. %412k SEQ ID NO :109
[¥] CDRL2. J%%1) & SEQ ID NO :110 f#] CDRL3 ;J%%124 SEQ ID NO :70 [#] CDRL1. ¥4 SEQ 1D
NO :124 [#] CDRL2.J5%12% SEQ TD NO :125 ¥ CDRL3 ;/%41) 9 SEQ ID NO :138 [£J CDRL1. /¥4
4 SEQ ID NO :109 [ CDRL2.FF41 4 SEQ D NO :139 f¥] CDRL3 ;5415 SEQ ID NO :156 ]
CDRLL./¥41 SEQ ID NO :157 [¥] CDRL2. /7415 SEQ ID NO :158 [¥J CDRL3 ;3414 SEQ ID
NO :172 [#J CDRL1.JE%1 % SEQ 1D NO :173 [ CDRL2.J¥%1 % SEQ 1D NO :174 [#J CDRL3 ;1%
1) SEQ ID NO :188 ) CDRL1.FE412h SEQ ID NO :37 i) CDRL2. /5414 SEQ ID NO :189 f¥]
CDRL3,

16. BUHE K 14 PR s PR ES & F B Irid a8 28, rid B aE G P04
SEQ ID NO :4 [¥J CDRL1.J¥%1 2k SEQ ID NO :5 [#] CDRL2. 414 SEQ 1D NO :6 [¥] CDRL3 /34
i SEQ ID NO :20 ] CDRL1.JF41 % SEQ ID NO :21 ] CDRL2. /541 4 SEQ ID NO :22 f#] CDRL3 ;
JF41 % SEQ 1D NO :36 ff) CDRLL. 5414 SEQ 1D NO :37 f¥J CDRL2. /34124 SEQ ID NO :38 [¥]
CDRL3 ;J¥41 2 SEQ 1D NO :52 [1J CDRL1. /%124 SEQ 1D NO :53 ¥ CDRL2.J¥41 % SEQ ID NO :
54 ff) CDRL3 ;/41) > SEQ 1D NO :70 [ CDRL1./%%1)>k SEQ ID NO :71 [¥] CDRL2. /%41 k) SEQ
ID NO :72 i) CDRL3 ;#4124 SEQ ID NO :86 [ CDRL1. /341 Jy SEQ ID NO :87 f¥] CDRL2.J¥41) Ky
SEQ 1D NO :88 [#J CDRL3 /%414 SEQ ID NO :99 [#J CDRL1.J¥%1% SEQ 1D NO :53 [# CDRL2.
J¥#1) 4 SEQ ID NO :100 1 CDRL3 ;F£4124 SEQ ID NO :108 f¥) CDRL1. /%41 SEQ ID NO :109
] CDRL2. J%%1) 4 SEQ ID NO :110 ¥ CDRL3 ;J%%124 SEQ ID NO :70 [#] CDRL1.J¥%14 SEQ ID
NO :124 [#] CDRL2.J%%12% SEQ TD NO :125 [¥J CDRL3 ;/3%1) 3 SEQ 1D NO :138 [{J CDRL1. /¥4
i SEQ ID NO :109 [ CDRL2.FF41 4 SEQ ID NO :139 f¥) CDRL3 ; F£41) 4 SEQ ID NO :156 ]
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CDRLL./¥41% SEQ ID NO :157 [¥] CDRL2. /7415 SEQ ID NO :158 [¥J CDRL3 ; /34124 SEQ 1D
NO : 172 [ CDRL1.JE%1 % SEQ 1D NO :173 [ CDRL2.J¥%1 % SEQ 1D NO :174 [ CDRL3 ;1%
42k SEQ ID NO :188 f¥J CDRL1. 5415 SEQ ID NO :37 ] CDRL2. 414 SEQ ID NO :189 ]
CDRL3.

17, BORJESK 1.2 80 11 PR HUR 456 7 B Iridduia B & ERE T A2 X, rid S
AR X 5 DL AR 54 B 220 70% T A0 AH R :SEQ 1D NO :13.29.45.61.65.79.95.
117.131.145.151.165.181 8% 195,

18, UMLK 1.2 8% 11 PRI HUR 456 7 B Prid iR B 8 Rl 22 X, frid ek
AR X 5 UL R B 20 70 % P SIAHFEI ME :SEQ 1D NO :14.30.46.62.80.,96, 103
118.132.146.166. 182 5%, 196,

19. BOMELSR 1.2 80 L1 PUA B BUR 456 7 B Kb rid PiiA & ERE ] 2 X, frid
FEREA] AR X B DL 2 LR (SEQ 1D NO :13.29.45.61.65.79.95.117.131.145.
151,165,181 8% 195, H HA iR u it S a4 X, Prik i ] 42 X A DU —20 3%
%41 :SEQ 1D NO :14.30.46.62.80.96,103.118.132.146.,166.182 B 196,

20. —MHUABIHPURZ G R B Hh ik it & HA 2 ZERR) 741 SEQ ID NO 13 [
FERE AR XA B A R IERR ) H) SEQ 1D NO : 14 8B AR X 5k A RIEMR P45 SEQ 1D NO -
20 [ ERE T AR X A HA S FEMR 41 SEQ 1D NO 30 IR RE R A8 X 8% H A 2 518 7 41) SEQ
ID NO :45 [ ERE A4S X A E A ZIEMRFES) SEQ 1D NO :46 KA AP X 5 B & LR 7
F1) SEQ 1D NO :61 [y S8k n] 47 X AR A 2 L1741 SEQ 1D NO :62 (4R aEn] 45X ;B A=
FE=MR 741 SEQ 1D NO :65 [HE#ER] AF X FLHA 2 EEMR 741 SEQ 1D NO :62 [ AR X 8
AA IR TH)SEQ 1D NO :79 ¥ E B n] 27 X F1 B A 2 S0 /74 SEQ 1D NO :80 [ 525k n] A7
X sE B REERTH) SEQ 1D NO <95 [ S n] A% X F1 HA 2 FEMR 741 SEQ 1D NO :96 (%%
BRI AR X B A R FE R 741 SEQ 1D NO 195 [ EBE R 48 X B A Z LM 751 SEQ 1D NO :
103 F R AE A AR X B B S BB FE 51 SEQ 1D NO « 117 () EBEA] 4% X F1 B A5 2 2L/ 7 %1) SEQ
ID NO : 118 B AR X s B EA R4 SEQ 1D NO :131 [y EHE ] 42 X LR A 2 R
J¥41 SEQ 1D NO =132 s n] A2 X B A 2 361K /7741 SEQ 1D NO 145 [ EFEn] A2 X F1H
A2 IR 741 SEQ 1D NO :146 [KFFEn AR IX A 255741 SEQ 1D NO :151 [ HE ]
AR X B IR 74 SEQ 1D NO 1146 [EsEn AF X sa A 2R 74 SEQ 1D NO :165
() B AT AR X RN B S LR E 41 SEQ 1D NO :166 [fEs4Em A5 X 8k B S L5 41 SEQ 1D
NO : 181 [ B m] 48 X H A I ER 741 SEQ 1D NO 182 [l esd n] AR X ; ol HAT &I v 41
SEQ ID NO :195 [ EFE W] AZ X A 2 S5 P 41) SEQ 1D NO =196 [ BE R A2 X, H i T ik
PR RIS P R

21, BUFEEK 1,26 B¢ 11 1k, Hrp ik ikt B HMB-DV1. HMB-DV2, HMB-DV3,
HMB-DV4 ., HMB-DV5. HMB-DV6., HMB-DV7. HMB-DV8. HMB-DV9. HMB-DV10. HMB-DV11. HMB-DV12,
HMB-DV13 i1 HMB-DV14.

22. HTIABURE RAT— TP AR B B R &5 6 7 B, Hrh BTk P i 2 S oa BEPLAR | SRk
Pifk.Fab.Fab’ \F(ab’ ),.Fv B scFv,

23. —MPUABILHUR S G v B H S RTIR O SRAE — T P A 255 A0 R KR A7, H
W TR PR BT R 45 G B U G B R

4
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24. —MPUABILHUR GG v B, H 5 TR O SRAE— TR P A AL X584, Hor ik
PR PR 254 F B P RS A ER i

25. —FZER 73 1, LA G b AR AR SRAT — I B B HUR &5 & BL 2 4%
T o

26. BUMELSK 25 MIZIR 7+, K riR 2 R 741 5 LU IR B 20 70 % 1
AHEPE :SEQ ID NO :7-12.15.16.23-28.31.32.39-44.47.48.55—60.63.64.66.73-78.81.
82.89-94.97.98.101.102.104.111-116.119.120.126-128.129.130.133.134.140-143.
144.147.148.150.152159-164.167.168.175-180,183.184.190-193.194.197 F1 198,

27. —FPgu i, H R AU B R 1-24 AF— TPk s o pi R 45 4 H B .

28. — K AAL B 40 ve i, HAR TSRO K 1-24 AF—IUKIHL ik

29. —Fh oy B Al A F i SR Ve 2 K, oA 65 SRR SR 1-24 R — PR &
7o

30. — b IR Pk 2 K, HAL B RONE K 29 (3R AT .

31. —Fh 2y &4, JAE RO R 1-5 8L 11-24 /T — I 22 /b —Phpr ik sl Hope J5 45
A BOBCR LR 25 BY 26 (A% R BRI EE R 30 1 G e I 1tk 22 ik, DL 24 T 4252 I A e
T B AT IEAFAE I T e K PR ST R B L B IR 455 v BE R 32 i

32. BUAIEESR 610 AF— I 29 A0 540, ) A0 5 25 B W] 4252 I AR BE SR B A T 1 A7
TERIH T e K TR TR s LB R 455 v Be i 2 A i

33. BURIELSK 31 BIZiAL &4, 8 04— 3R AL AR e P 28 — ik sl L PR 255
Jr BRI R A AR R R R ik B R s A R B

34, PG A R BOE G B AH DR ) T, HARELL T PR (A R
%6 5 it FH YR T7 B 2B 2 /D — R UCR) B 5R 1-5 5 11-24 (B — T HiiA sk Hpr R 454 B
BRI 223K 6-10 B 31-33 45 -

35. BURIELSR 34 W) i, )AL G A 58 — 3897 F o

36. BUMIZLSK 35 17732, Horp ik o8 1897 M2 Bimi sl

37. PG R B B A B A DR ) T, HARE UL PR (A R
(R0 S0 FH VR 7 A R R S — PR A B R e PR BRI 23K 1-5 81 11-24 & — i 25—
PUARBIL PR 456 7 BERIX 28 R AN R R A A R e ME R 28 —hi ks R 456 1 B

38, — AT B R A B B BOG R IR B A O I T, LA FE LU DR R E
7 ELRYT B AR, FN2E I BB i V6 7 A A R BCR) SR 1-5 8 11-24 A& — I 44k 1)
PRI N B b BE DA BT AR v BEEUBCR) 223K 6-10 88 31-33 AF— T 25 H-5 ) o

39. BURELSR 38 17732, Horh Bk v 97 456 i FH W P sl B8 22 b ik i ARk sl L BT IR 25 5
B

40. BUORE R 38 177, Sorp Bk v 7 B 46 i = AP B0 2 R rk iR s L B R 254
B

A1, Vi 1E REAE 5 ST R 8 5 T B3 I T 08 N 5 IR 22 IR 1K 7 v A A R BCR) 5k 1-5
BY 11-24 AF— PR BRI HLIR 455 v Beiiii 2 IO

A2. WINPT S A FE RV IR B 1) 92 B RE A BRI Bk 1-5 B 1124 4F— T Ht
e PR SEG F BOZ S iz v (M PUR &8 B IEf A R R e R A .
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43, — B ET, SR IS S BN R 1-5 B 1124 4E— T ST A s R 45 &
BCHIZR AT o

44, BOMESR =24 AF— TSR B UR Z5 6 v BU BRI EEK 25 5126 (%R BUR) 2
SR 30 F e SR £ IR SOBURI B2 5K 6-10 B8R 31-33 (T T2 41 & W LU R & - (0)
Tl e SRR G 25, (L) HPeRs (1) T elrg s s ikde.

45. BORESR 1-24 AE— TN LR BCLDUR &5 5 F BUR T3, H Tl i S5 i i
S HA R S R AR AL M TS SR R v R

46. RS MESS G ROMESR 1-24 WU HTABUL IR &5 & Boiv kA, JH T () 46
7, (i1) H8 677 B R RN BRI 20, (111) VENBET, B (iv) L e s -h RS A Hm
=S TN
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ZEMNFEPRNERERER

[0001]  AHIEEK 2008 4F 10 H 13 HEEAZH H1IE 5 A No. 61/104, 911, KB AR N “ & #
PURE P PR A H i (Dengue virus neutralizing antibodies and Use Thereof)”
138 IR I B D0 BB, iy I L 5 | FFE AR G,

BEHEA

[0002] B FHEEE (DENV) J& )™ 52 g W th SRR 1 N 20 IR Ao il 3 2895 B B 4 5 |
AL EI T3 ) ) e A B R IR 8 A AR ST ER G . 1R B S A DY A DI AH % 1) 8
5P 1M A . DENV-1., DENV—2., DENV-3 il DENV-4, 3X PY i 75 38 i 32 K IS (Aedes
aegypti) — e P T A B S HE BT A A B LR AT R KRR 5% ) i ——
T MfEN 5 N GRS e e Rl oA Ry R4 i) & S R ME— A 3807 Ak, — 260
M B P B AL TR R I B SR B

[0003] 1 I — B A B AL ¥ Y ]S S A X TR R P O A e . AN, S
AN Y8 R PR G B A8 AR E R o 2B b, i FAZE DU M i e 35 /E ] (ADE) ,
B oo L7 ZR P 2 1 S 8 AT B 0 A [ L7 7R 5 | A ) 26 R G R o H I AR 1 IR
(5o 7E ADE H, PRI S A8 e AR YL Bl BESE B BN SR PR S T U M e 6,
A Fo- 2R A% B4 i R A e, S ECE AU S

[0004]  [AIk, H FITS B REMS THRH B g 25 B4 M AN 39 I o oA st ek sk e i/ FH i X
K5 P RE R 7 2

ZEAAE

[0005] Ak B A 55 I T A FR B A I T AN 5 | B A AR M A g ek
Yerns v IR TIPUAIR 54 (cocktails) o B, FEA K WG —J5 1, A & B AL 45—
NG TR NN TR NGV N R KT R i 2 g W e TR 02 s W T R NN T NG N1
PURSE A BA G PO M & i B B R E . 7B scit 7y Xrp, AR B4
T NPUR PO R sk T R &5 & F B Hop g R B, b TR B AR PR AR R sl AL
PURL S T BUR) Fe KAE SR, HE P iR AL KLk S Fe ZAMZ 4.

[0006]  7EAS B 1) 75— S it 7 A, AR BHAL S A &, oA S R B 2 B A Bt
RS E F B TR BUABIUR 456 v BUR IS 456 5 — 8 AVl 75 5 2L 22 /0
Fb A [R] 1% 22 A7 T 118 5 A5 551195 A8 DENV-1.DENV-2,DENV-3 11 DENV—-4, ik Z5¢4 &
P HUARAS 5 | RSP TAAOR 1 26 P w35 E

[0007]  7E 55—t 77 b, AR A S —Fbihs i hia g & B, K &R b—/MA
HULTFAE—JFEH 0 B by 2 X (CDR) J£41) :SEQ ID NO :1-6.17-22.33-38.49-54.67-72.
83-88.99.100.105-110.121-123.124,125.135-139.,149.,153-158.169-174.185-188 &
189, Horp BITIR 044 Hp R8s HE B B I e

[0008]  7F 55—t 77 b, AR AL & — P iR B bR 454 B, o rd i &
BAZAERFHISEQ 1D NO :13 B FE ] 22 X A HA 2 M 741 SEQ 1D NO 14 [ n] 22

7
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X ;EH A REEBRFH) SEQ 1D NO <29 [ SaEn] A8 X F1 HA R FEMR 741 SEQ 1D NO :30 %
B[ AR X ok B R IERR 41 SEQ 1D NO :45 [{E ] 25 X A B Z LB P51 SEQ 1D NO -
46 (IR RERT AR X e H A S SR E 41 SEQ 1D NO :61 [{ BB A 48 X M1 H A S SR P 41) SEQ
ID NO :62 fARBE AR B A2 AR 741 SEQ 1D NO :65 [ E R n[AZ X L HA R LR T
H) SEQ ID NO :62 [t n] 27 X ;B HA 2 BEMR)T41 SEQ 1D NO 79 [y EHEn] A7 X LB A2
FEMRJT41) SEQ 1D NO :80 IR RER AL X ;8 A 2 3L /741 SEQ 1D NO 95 (K FE W] A7 X il
BAZAKER TS SEQ ID NO :96 MR gEn] 2 X 8B A 2 1741 SEQ 1D NO 95 fyEREn]
A7 X LA IR 741 SEQ 1D NO <103 [EEEEn AR X ;s A 2 FER P4 SEQ 1D NO :117
() B ] A X RN L LR S 41 SEQ 1D NO : 118 [ R AR X s sk LA 2 LR E 41 SEQ 1D
NO : 131 (I ERE R 28 X ML EH A 2 L BR 41 SEQ 1D NO =132 [l n A5 X s WA S SE 18 771
SEQ ID NO :145 [ 8550 48 X F1BLAG S 358741 SEQ ID NO :146 (KRR A5 X B A 4
K274 SEQ 1D NO =151 [ HEHE ] AF X FLEA 2582741 SEQ 1D NO :146 [WAREE R X
R A Z AT ) SEQ ID NO :165 [ HEFEn] A2 X LR A 251K 741 SEQ 1D NO :166 [)4%
W AR X s B A R FERR 741 SEQ 1D NO : 181 (1) F ] AR X I B AT 2 MR - 41) SEQ 1D NO -
182 (R BE T AR X ;B LA 2 JE MR B 41 SEQ 1D NO : 195 ) E 4 1] 48 X AL HL A 2 JL 16 7 41) SEQ
ID NO :196 [ FesE ] A X, Frp BT 0 A b R 8 i 23 i s

[0009]  7E 5 —5iti 7y X b, AR A& EADUR . FUIAAR R PR 454 B Heggp A
BRI TR EAPUE IUAR B AREGTR S A BN R P A M B A P e
HanmlE

[0010]  7E 55— J5 1l AR BHAL S R R 7 1, FLAL 55 G R o R0 88 A o B B L R AR R B IR
PURE B BO 2 TR . 75— 7, AR S RIEAR R KIBUAR 4. £ —
T3 T AR R B A B — T o B B Al Ak 1) G2 BRI 22 TR, LA 35 56 AR R BH PR R 3R A7
[o011]  AKIEHEFHMAEY, HAE AR KPR DL ASGURS & B AR
OF ()% B2 BCAS B 1 S 2 D 1t 22 T, LA R 243 D R 4 52 IR R 8 30 B PR R I A7 A I FH T 4
KT PR s BUR &5 6 B 2 R i (agent) o

[0012]  TEA R I 53— J7 T, A% J B AR L A0 B TR 26 A A0 B B L BB A A B3 AH %
P ) T B TT 6 A B IR B8 IR B A DI I TV . PTIR T RR A T
[RIRT G FH VT A SR B 2 D — P A R B P IUAR R R BURSE A B E G &
[0013]  TEA R BHI J5—J7 10, A% WAL 0t 16 Re 8155 5 BICHR 7R B 00 6 S A 253 1) H e .
B 22 IKIG 7 i ALHEAS A BB AR S o ik v BB AR 7 128 22 RS

[0014]  {EAR B 75— J5 0, AR WAL WINPT Ao 35 8 1 R 7 V. BTk Ty
EALFEAT A R B U R R BB R 45 & Fr BORIZ S Brid i wi e i & 2 IE
TG G IRV R e 1 R AT

[0015]  FEA B 55— U7 1, A AL & 9% i, oA B Re e 456 AR R PR B iR
B AR IR RAT

[0016] AN BH A 46 A B I LR B AL P 45 6 7 B AR B AZ IR « A R IR 1) 4o 92
R 2 IR K A G T (1) HI&1RTT & 5 AR R R 258, (i1) SEniE
(111) Mg R R B I IR o RO, ARk BRI ARG A R B PR s B R 45 & B
F 38 A% S PR S B IE R G R 7 A i M Bt DENV 22 1 1 o = 1 A
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o

(00171 fES)—J5 i, AR IR & R AL, HAF LS G A KR — DA SR S &
B i RALHI T (1) 677, (11) §il# iR S i spi e i gy, (111) M8 m e (iv)
it 126 RE W Fh NG A P 3 SR L R RC A

R 1 152 AR

[o018] & 1 oA FHEF AL R0 & 5520 B bt 7k LA 25 1135 20 8 - FAi B 75 VERO 4H L Fl K562
AN AT EE TP ARG s I . B 5 R TR DA DU & AR 1t 7 X I FE 5 4T VERO
MGy . X T K562 41, P AP BON OB &g R E A (ADE) o

[o019] & 2 .EBE HAG CH2 L4A F1 LoA BUL P EAVHEE PR (LALA 2844 ) 5HEE
TR R P AR —FF FR FRE i 55 X VERO 4l M PRI/ s o HLA2 LALA 2244 584 T BR BB 524 K562 4
L T AR AR e SR e A SR AR

[0020]  RHEFIR

[0021]  AKRHFET RILT PRI R T (DENV) YL AT BT 2 5 o &
SR 5 AE ] (ADE) (PR FIPUARIR B Y AEA KR BB —NJ7 1, AR P& APiik A2
WPt B BUR S5 G B, I A R B 15 AN 5 RSP R A M B A s g B e o AR
o BTIRBUAR ST IR BERENS A — Rl L1 8% 5By 25 10375 75, 491 41, 8% B -8 1 37 774
DENV-1. DENV-2, DENV—3 #I1 DENV—4 ] 2 Ffr. 3 Fhak 435 4 Fh .

[0022] AR BG4 G, A&, a0, A5 PR ECE 2 R AUk, SR ek
Hprsga BB ey, RS ADUE Suiky BEECE IR G Ama s
) P R4 05 DU o 8 B B3 M9 75, B DENV—1, DENV-2. DENV-3 il DENV-4, 7E—/NSZjifi 7
A, BT PR Uik v BEEAR AR TR A W0 1k 4 A 15 28 B B I T 2 D PR RPN TR
(R AL T A A B . B R R, A AW BRI Y B B S R AR
S B A IR R G A E o AE— T A, iR TR SR S PR B B Bk
AR, AR — AN AR, IR IR A YA SRR s A Bk AR A . B — e o
o BT VRE WAL S =R LD BB, A0, 4.5.6.7 B 8 Rl

[0023]  FEASCH, RVE“ B CBUR R BYY AT BLIRZE A B T BT A TR A
KRBT AREF TR BT BT 45 G0 Pk AT AT v B R b i BE AL FE(E AR T Fab,
Fab’  F(ab' ), Fv fll scFv .

[0024] AU “5EAR” F0CHUR” W L HAE A, PR IR — B ML IR B SRR TR A 1 s
[0025]  FEASCHY, RIE “ARAR” TN “HUARARAR” n] B H AT , 38 B2 AR B BRI DR R
RBUARBIPUIRZS TG PERAFAT AR . ARTEZR R FE LA 5 SR/ BRI BL R 7R
MEHUARR R FEH AR TR Se /R A7 B CH2 4.5 B E AL EA LB A 1972514,

[0026] AU BH LA

[0027] AR BHERAEHUIAR, Frd o ik F 8 A 5, (HAS 5 | D 6 3 A0 5 I 4 11 ADE . “
AR 2 RERE TR JRARTE S AR N 51 RSP / BT R R B AP BE T DA . A
KBRS - A1 — ok 22 P8 B W B3 00035 7 DENV-1.DENV-2,DENV-3 Il DENV-4, {E—
ANt 77 A AR BT R —Bh AL, 40, 2.3 BARER 4 S SRR S Y . 7E 5
— AN 7 A, AL A PR AN ECEE 2 A BLR Bk R BR B AR 2 A1 A ) rT R A 4 Fp
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AP RS o B9y AP, BriR B PR BCE 2 M TR LR B A 1 25
WO ZH G 3 o # 7 — R  A L RLR PR AS [R) A 1T R o A Bt o IR L84
PR GGG Fr BONARAR, JUASCT R , e 4 Fe ) Jm ] AR B0 slf Ty nl s AR 2 i 1
H

F~No

[0028] AR BH WA ] DL B v B 14, 9 ln, AR e B PR B A Bk . AR B IS LA
R EIPUAR R B Fe ol 2 B R4 Frid Piis PR &5 Aid M b B R UL, A0 46
RO B SR AS T, 78 FL 288 73 7T RE B A3 2D 4A v B AR/ stk fT A4, (R 2238 g, R
B PUAR” B AR BRI SRR BT e, B, Ui R B U R AR R B RT A2 o
[0020] DG 152 BIAFAT BEAR T PR, DA H TR O 6 P B IR e I o A &2 FR Pk
() Fe X, R A2 16 2 FINEHE Fe X 518 EAMK Fe 2k (B, Fey 24K ) 45 5]
Lo AR B R AL RE KBTI, A5G 166 70, A1 Fe 521K (FeR) 454 2 BRI .
TE—AS8 0 77 o, R RBHEPUAR Fe XA H—BEZ AR iR 548 n] DT (] BRAK
ik Fe ARG G HRAL . AE—ASEHti 7 AU, AR PR Fe XL & 7R A7 B CH24
5B AL B G, BFAEAY 161 AT 1gG3 1) CH2 FUAT & 4 F1 5 AR LR & & R
(“L”)o fE—Asgiy A, BRI PUATERE CH24.5 B B AL & AN 1 L2 5%
fRo {E5— Szt 7 b, AR B PUARLERL & CH24 5 5 SR & A BESTHEIR “A”) . &
5 CH2LAA F1 LoA BRI BTIARLEA SCHFRA “LALA” AR 1K,

[0030] B3, AN BHHR A B Fe BTk v B, B EATIAN S5 & FeRo n Bl PR B
WFEHAFR T Fab, Fab’ \F(ab’ ),.Fv il scFv,

[0031]  AKEHK— LR B SR (RERPLA RS = AN EE COR M1 =AM 258E CDR) [
HERRREE P h C e . RIS IMGT 4i'5 R4 [1,2,3] X CDR BRI B AT 2 L. JP
TR s T AR R B 2 Bl 9 HE BRI CDR. T84 BBk (1 5 41) LA K 4 T iRk CDR. T4 .
REERIIR 1T H)e 32 1 3 nlgs BT AR 7RG DLA K] 6 4~ CDR. EREAUR R AL
X EE IR 7 FI SEQ 1D NO. 3 2 25 H T 4l A & B I 7~ 49 PE BT CDR. B8 88 A RE 1Y
IR 5y ¥ W75 SEQ ID NO.

[0032] & 1 Bk CDR.EFEMFEHEM ZFLER SEQ 1D

[0033]
EREN CDR HEHE AR X BRI ARIX
HMB-DV-1 1-6 13 14
HMB-DV-2 17-22 29 30
HMB-DV-3 33-38 45 46
HMB-DV—4 49-54 61,65 62
HMB-DV-5 67-72 79 80
HMB-DV-6 83-88 95 96

10
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CN 102272155 A BA 5/24 BT
HMB-DV-7 83-85,99, 53, 100 95 103
HMB-DV-8 105-110 117 118
HMB-DV-9 121-123,70124, 125 131 132
HMB-DV-10 135-139, 109 145 146
HMB-DV-11 149, 136-139, 109 151 146
HMB-DV—12 153-158 165 166
HMB-DV-13 169-174 181 182
HMB-DV-14 185-188, 37, 189 195 196

[0034] 3£ 2 ik CDR. EAEFIFEHE AL IR SEQ 1D

[0035]

EIIREN CDR BRI ARIX BT AR X
HMB-DV-1 7-12 15 16
HMB-DV-2 23-28 31 32
HMB-DV-3 39-44 47 48
HMB-DV—4 55-60 63,66 64
HMB-DV-5 73-78 81 82
HMB-DV—6 89-94 97 98
HMB-DV-7 89-91, 101,59, 102 97 104
HMB-DV-8 111-116 119 120
HMB-DV-9 126-128, 76,129, 130 133 134
HMB-DV-10 140-143, 115, 144 147 148
HMB-DV-11 150, 141-143, 115, 144 152 148
HMB-DV-12 159-164 167 168
HMB-DV-13 175-180 183 184

11
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HMB-DV-14 190-193, 43,194 197 198

[0036]  7E— skt 7 A, AR B PR BCPL IR 45 & v Be B i — B 2 > SR sl B
CDRo {E7 M P St 77 2, AR B PR BBt IR 455 v Be o RS ARV BRIk s, R & 2
DA B L FATE—FEFI) CDR JF41) :SEQID NO :1-6.,17-22.33-38.49-54.67-72.83-88.
99.100.105-110.121-123.124.125.135-139.149.153-158.169-174.185-188 BY 189,
[0037]  7E 55—kt 7 X, AR I BUIR PR R Bl n &5 & v BB & 5, ik
RS UL B E AN EER T :SEQ ID NO :1-3.17-19.33-35.49-51.67-69.83-85.
105-107.121-123.135-137.149.153-155.169-171 BY 185-187., £ — il 77 A, A Kk
B PLAR LR AR BB IR 4 A v Betl &k B LU — 4P i E 5% CDR1 :SEQ ID NO 1,17,
33.49.67.83.105.121.135.149.153.169 F1 185 ;#k H LA N —41 4 ) E 5% CDR2 :SEQ 1D NO :
2.18.34.50.68.84.106.122.136.154.170 F1 186 ;F1ik H LA N —4LH ¥ E 4% CDR3 :SEQ 1D
NO :3.19.35.51.69.85.107.123.137.155.171 F1 187,

[0038] 41, A< BH K B A6 7 F 8%, iR E8E B A 74248 SEQ 1D NO :1 [#) CDRHL. /741
i SEQ ID NO :2 ] CDRH2. #4124 SEQ ID NO :3 ) CDRH3 ;/3+41) >k SEQ 1D NO :17 [¥J CDRHI .
J¥41)2 SEQ ID NO :18 ] CDRH2 17414 SEQ ID NO :19 ] CDRH3 ;F£41) 4 SEQ ID NO :33
f¥) CDRH1 . JF 4124 SEQ ID NO :34 f¥) CDRH2 F1JF41 4 SEQ ID NO :35 f¥] CDRH3 ;54124 SEQ 1D
NO :49 f#J CDRHL. /%14 SEQ ID NO :50 ] CDRH2 F1)%41) SEQ ID NO :51 ] CDRH3 ; FE41) A
SEQ ID NO :67 f¥] CDRH1. 414 SEQ ID NO :68 f#] CDRH2 1 FE41 % SEQ ID NO :69 i) CDRHS3 ;
74112 SEQ 1D NO :83 ] CDRH1. J741 >4 SEQ ID NO :84 [¥] CDRH2 F1J¥41 4 SEQ ID NO :85 [¥]
CDRH3 ;7414 SEQ ID NO :105 ] CDRHL. /74124 SEQ ID NO :106 [#J CDRH2 F1J¥%1)24 SEQ ID
NO :107 ) CDRH3 ; FE4124 SEQ ID NO :121 f) CDRHL. /%4124 SEQ ID NO :122 fJ CDRH2 il F¢
41) 4 SEQ ID NO :123 f#J CDRH3 ; FE41)24 SEQ ID NO :135 [ CDRHL.J541) 4 SEQ ID NO :136 f¥]
CDRH2 FI1541) 2k SEQ TD NO :137 ff) CDRH3 ;5414 SEQ 1D NO :149 ] CDRH1.FE41) % SEQ 1D
NO :136 (1] CDRH2 F1FE%1) 4 SEQ 1D NO :137 (1] CDRH3 ;/%%1) % SEQ ID NO :153 ] CDRHL . JE51)
43 SEQ ID NO :154 [£J CDRH2 F1FEA1 4 SEQ ID NO :155 (] CDRH3 ;J¥%14 SEQ 1D NO :169 [f]
CDRH1. /54124 SEQ ID NO :170 ] CDRH2 FlJF41 2% SEQ ID NO :171 ffJ CDRH3 ; F1FE41 4 SEQ
ID NO :185 ] CDRH1.FE41 4 SEQ ID NO :186 [ CDRH2 174124 SEQ ID NO :187 f¥] CDRH3.
[0039]  7F 5 — skt 77 XA, AR BB AR LR A8 R Bibi ik v B & e ik, prid it it o,
HULF B EZANRIEEB ) :SEQ 1D NO :4-6.20-22.36-38.52-54.70-72.86-88.99.100.
108-110.124.125.138.139.156-158.172-174.188 8%, 189, £F Y — 5 /7 2rb, A& B I HL
B RSB T A R B Sk B DU — 4L I BE CDRL :SEQ 1D NO :4.20.36.52.70.86.
99.108.138.156,172F1 188 ;i H LA T —41H (4255 CDR2 :SEQ 1D NO :5.21.37.53.71.87,
109,124,157 F1 173 M1k B LA N —41P %2%% CDR3 :SEQ 1D NO :6.22.38.54.72.88.100,
110.125.139.158.174 Fi1 189,

[0040] {11, A% R BH IR BT 3 e, Ik 2 5 HAA 74128 SEQ 1D NO :4 (] CDRLL. J¥ %)
k5 SEQ ID NO :5 [ CDRL2. 414 SEQ ID NO :6 [#] CDRL3 ;/%%1) % SEQ ID NO :20 [£J CDRLL.
#4125 SEQ 1D NO :21 f) CDRL2. 54124 SEQ ID NO :22 f#] CDRL3 ; /5415 SEQ ID NO :36 ]
CDRL1.J¥41 4 SEQ 1D NO :37 f#) CDRL2. J3*%1) 24 SEQ 1D NO :38 [#] CDRL3 /341 % SEQ 1D NO :
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52 [f] CDRL1. /%124 SEQ 1D NO :53 ¥ CDRL2. /7% >4 SEQ 1D NO :54 [¥) CDRL3 ;J741 3 SEQ 1D
NO :70 [ CDRL1.J¥*41) J SEQ ID NO :71 [¥J CDRL2.J¥41) &y SEQ ID NO :72 [¥J CDRL3 ;41| & SEQ
ID NO :86 [#¥J CDRL1.J¥%1 % SEQ 1D NO :87 [ CDRL2. /%124 SEQ 1D NO :88 [ CDRL3 ;JE 51 Ky
SEQ ID NO :99 [#J CDRLL. %%k SEQ 1D NO :53 f#] CDRL2.J%%1)24 SEQ 1D NO :100 ff] CDRL3 ;
J¥#) 4 SEQ 1D NO :108 [¥] CDRL1.J¥41) >k SEQ 1D NO :109 [t CDRL2. %4124 SEQ 1D NO :110
] CDRL3 ;741 5 SEQ 1D NO :70 [¥] CDRL1.J¥ 4124 SEQ 1D NO :124 ¥ CDRL2. /7514 SEQ 1D
NO :125 ) CDRL3 ;%414 SEQ ID NO :138 f¥J CDRL1.J¥41)>h SEQ ID NO :109 ] CDRL2. /&4
4 SEQ ID NO :139 f#] CDRL3 ;J¥41)k SEQ ID NO :156 f#] CDRL1.FF412h SEQ ID NO :157
CDRL2.FE41 24 SEQ ID NO :158 [ CDRL3 ; /414 SEQ ID NO :172 fJ CDRL1. /%41 SEQ 1D
NO :173 ] CDRL2.J¥%124 SEQ ID NO :174 f#] CDRL3 ;#1)¥%1 A SEQ ID NO :188 f#J CDRL1. /¥
H)2 SEQ 1D NO :37 [#) CDRL2. /3%1) 3 SEQ ID NO :189 ¥ CDRL3,

[0041]  7E— ANkt 77 A, AR PR s P R &5 & Bt & 3L 1 Py Pk
HMB-DV-1 14> # CDR, JF AN 248 T 10 & AR FE I Gy o 85— A SE0ti 77 U, A 1
PR HUR S & B 3R L A Bu ik IMB-DV-2 (#1425 CDR, Jf AT 278 -1 &
RGBS . RS T b, AR I BRI B R 456 R BUR AR L At
& HMB-DV=3 [ 423 CDR, JFHR A1 2808 £ 0 8 B A 5 i s o B 59 — St 7 U, AR B
PP BIL PR 455 7 BURL & 3R 1 B4 B0 & HMB-DV-4 [ 4= CDR, FF /A1 A 878 1
GHEPIRTREG . 18— L7 b, AR R PUR S 6 v B S R 1 s st
& HMB-DV-5 [#)4= CDR, FFrP A1 508 T 08 A BR iR g . 78 55— St 7 =P, Ak B
P ABHEDURS & B SR | T FIPi/k IMB-DV-6 {45 CDR, FFrh N80 3= (1) %6
IR TEIRY . 78— L0t 7 N, AR PUARECE PR S & BLA & 3R 1 i bk
HMB-DV-7 f¥ 4= CDR, Ff Hh AT A1 = 1 & A 5 s

[0042]  7F 5 — ki 77 X, AR PR PR & & R B S R 1y ik
HMB-DV-8 {43 CDR, F P A 518 T 0 8 R A 5 B e 78 5y — sty U, AR B
P SHPURS & B SR | Ty Pifk IMB-DV-9 [{14=#5 CDR, JF P A5 3= (1) %6
EITRTEIRY . 78— L7 N, AR PR PR S & BLA & 3R 1 I ddifk
HMB-DV-10 [ 43 CDR, JfH AT A7 1 8 R B Iy . A8 o — Sl 77 =04, AR B 1K)
PUARB I HUR 5 A 7 B & 3R 1 A Bu A& HMB-DV-11 [ 4%30 CDR, FH At A2 78 £ &
IR FEIR G o A 5 — ST N, AR PR PR 856 B &3 1 T P fk
HMB-DV-12 {423 CDR, FFHr AT A2 3 10 8 B B 83 gy o 78 o — St 7 =0, Ak B 1)
PUARBIL PR 454 7 BUE &K 1 ATk HMB-DV-13 (#4230 CDR, FHh A1 AN 288 219 &
R ER G . AR ST A, AR PR BB R S A R B AR 1 T B g
HMB-DV—14 [#J4=3 CDR, FH AL ST T2 (1) 6 A g 2 [ e

[0043]  7F 55— SEiti 7 b, AR bR e & EeE, HaE R 5 5L Ny BRA 20
70% . 5/> 75% . 20 80% .20 85% &/ 90% . £/ 95% . & 2D 98% 5k £ /1> 99 % (K AH 7]
PE :SEQ ID NO :13.29.45.61.65.79.95.117.131.145.151.165.181 B¢ 195, {F % — SZ it
J7 A, AR PGS B RE, HE Ry SUUT P A 2D 70% .. 2/ 76% . 20
80% 2/ 85% &/ 90% .2/ 95% . 2 /b 98% m & /b 99 % [IAHIE P :SEQ ID NO :14.30.
46.62.80.96.103.118.132.146.166.182 BY 196,
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[0044]  7E 55—t 77 A, AR BIBUAR. PR A s Ay BB S E R AR X, A
LR AE—ZEE/RFEF) :SEQ 1D NO :13.29.45.61.65.79.95.117.131.145.151.165.181 &%,
195 s A GRS X, L AH U FE—S2&EMKT5) :SEQ 1D NO :14.30.46.62.80.96
103.118.132,146.166.182 B{ 196.

[0045]  7E 55— St 77 A, AR BRI BUARAR AR BHT A R B A R0 26 A s BRI L, I
A5 BAZERTH)SEQ 1D NO : 13 [ 58k ] A8 X F1BA 225741 SEQ 1D NO : 14 [ 45k
AR DX ECEAA R AR T SEQ 1D NO 229 [ HE B n] AR X A B A 2 AR 741 SEQ 1D NO =30
[{ssE ] AR X sk A SIERE 41 SEQ 1D NO 145 [ E 4 n] 45 X fL KA Z 5L/ /741 SEQ 1D
NO :46 [ n] AR X a g @ FEMR 741 SEQ 1D NO :61 (¥ B i n] A2 X fl H A5 @ LR 741
SEQ ID NO :62 B AR X ;B A2 R 8 /741 SEQ 1D NO :65 [ E 0] 48 X F1 A 2 2%
M 741 SEQ ID NO :62 [ n] 27 X s B A 205582741 SEQ 1D NO =79 By ERER] A2 X FH
A2 E% 75 SEQ ID NO :80 HIARRE R AZ X s Bl A 2 5. T41 SEQ 1D NO :95 [ EREn] AL
XA HA ZIERT5) SEQ 1D NO 96 [ARBE AR [X sk HA 2 LR 741 SEQ 1D NO 195 [
B[R X B R SR P4 SEQ 1D NO 103 (B AR X s A R FEBR P51 SEQ 1D NO -
117 Y E RS XA A LRSI SEQ 1D NO : 118 [lisstn A5 X 8% HA & 3L 18 741 SEQ
ID NO :131 FJHEFER A2 X A A2 ZERRT 4 SEQ 1D NO 132 [ AF X B A 2 S5 IR
JF¥41 SEQ 1D NO :145 [ 84 R] 242 X FLEAG 231 /741 SEQ 1D NO =146 s n] 421X 8l H
BRI T SEQ 1D NO :151 RyEEHEn] AR X FL A A Z IR TH) SEQ 1D NO 1146 [FE5En]
X A A RFERFS) SEQ 1D NO - 165 Ff) FEHE 1] 48 X FI B A & FE R 741 SEQ 1D NO :166
(e A5 X ok B G LR 41 SEQ 1D NO + 181 [ B v] 45 (X Fl B & 58 2 51 SEQ 1D
NO : 182 AL e AR X ok A & FE B 41 SEQ 1D NO : 195 i B4k ] 4% X Fl H A B IR 74
SEQ ID NO :196 AR [X

[0046]  HE'E 0N CDR BAA 1) iR ARSI DA o W) RIX L7102 4 T X EHE A Bt
A GRS 2/ RPUE ) AT NIEAEUH TIEB S AE NP A RS ARV 22 M APk
XA o IR LT AR B, AP AR B HE A SE BRI — > CDR, 41 41 CDR3, 1M V X [ H:
AR ALFE R BN AR A CDR, 5140 CDR1 1 CDR2, W38 1oL A vk 17 25 BR T 4 4 3l & e (49
11, 26 B & F i No. 20030166871 ;Rader, et al. ,Proc Natl Acad Sci USA 95 :8910-15,
1998 ;Steinberg, et al., ] Biol Chem 275 :36073-78, 2000 ;Rader, et al., ] Biol Chem
275 :13668-76, 2000) .

[0047] LAk, LF) HIE No. W005/069, 970 ik T 7= A X 84T B A S LE BRI 45 5 4 57
MERPUAR 75 XS TEAERE S RN EAR LTSGR R NS RS 2%
T AT DU (1) DX S8 SE A9 A0 FRAELAS BR T 8% B A CDR 745 B, ol ke B S8R / B0
HE ) CDR3 717 B, B D 15 Bt, B CDR3-FR4 15 Bt , BRAL 7 Bk A 06 75 45 6 e 5t 1k 1 o2 1% IR A AT
CDR3-FR4 5Bt o KX LTy A iR R B 2 L BRI 25 &0 e e, BB R B 2 Lt
IRIIZER ST .

[0048] AR BHIIPUIAR . HUAARAR ST /A 7 BLAFE AL IIPTIAR, Frd Bk, B 7 HAhH 7 LA
A8, A B A B R A9 R A I — BR 22 S CDR. BB BB, 5 B AT TR0 S ek A oh o
FEIA LR RE

[0049] & & BH i 7~ ) P B Ak AL 5 B AN B HMB-DVL, HMB-DV2, HMB-DV3. HMB-DV4,
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HMB-DV5. HMB-DV6 ., HMB-DV7 . HMB-DV8. HMB-DV9. HMB-DV10+ HMB-DV11. HMB-DV12. HMB-DV13
F1 HVB-DV 14,

[0050]  HMB-DV4 ZB4ARIZH A - B SEQ ID NO :61 F1 SEQ ID NO :65 Ji7naa Rl 41 i)
R AR EA SEQ 1D NO :62 IR EMRT I EaE . D Ik B AR AR %R 741 D,
SEQ ID NO :63 H1 SEQ ID NO :66. Zihd ik Rt 74I 0 SEQ 1D NO :64. R, f4.5
HMB-DV4 AR E#%E (SEQ 1D NO :61.65) FlFEHE (SEQ 1D NO :62) [HLiARJE T4 K 1 .
[0051]  ZEASSCHR, ARTE “HMB-DV4” HISk T8 HMB-DV4 (AT AN / o4 348 14, 5, 54k 2
HAHMN T SEQ 1D NO :61 F1 65 FIEFEFAHRN T SEQ 1D NO :62 [EEHERI AR /A,

[0052] FE— sl 7 A, ARHMBLRIEEMESEA T —HPh MR EE £
Bl HU 4K :HMB-DV1. HVMB-DV2., HMB-DV3. HMB-DV4. HMB-DV5. HMB-DV6. HMB-DV7. HMB-DVS.
HMB-DV9. HMB-DV10. HMB-DV11. HMB-DV12, HMB-DV13 il HMB-DV14. 7F % —ANsgii 77 =,
AR HERA YA E ik B W~ — A i =R A :HMB-DV1 | HMB-DV2, HMB-DV3, HMB-DV4,
HM-DV5 . HMB-DV6  HMB-DV7 . HMB-DV8, HMB-DV9 ., HMB-DV 10, HMB-DV1 1, HMB-DV12, HMB-DV13 #II
HMB-DV14. F 55— S 77 X rp, AR BRI S a8 1k A s — A i) =F Bl Lk, 4
U1,4.5.6.7 8% 8 FlHifAk :HMB-DV1.HMB-DV2.HMB-DV3.HMB-DV4 . HMB-DV5 . HMB-DV6 .HMB-DV7 .
HMB-DVS8. HMB-DV9. HMB-DV10+ HMB-DV11. HMB-DV12. HMB-DV13 Fll HMB-DV14, 7E 7% P 5
77 2, AR I RES AL & HMB-DV5 ., HMB-DV6 F1 HMB-DVS.,

[0053] AR HIEHLIEREME &5 & — RAL K BUABC B, Prid RALBEMS 455 A K B 15t
o ARREHE 5ARRWPUATEFPUASDUA B

[0054] 75—y 1, A< B IR A0 HE S 65 A s BH Y04 ()80 73 B4 30 A2 A B R CDR 1)
BRI S o AE—ANSEHt 7 2, AR RZIR e 41 A4 5 g i A I B P A4 () B B Bl R
FIRAA /D 70% . 2/0 75% . 570 80% /0 85% . /0 90% . F27b 95% . £/ 98 % 1§
2 /0 99 % A RN LR P41 o A1 53— ALt 7 2, Ak B RZ B2 7 41 oA G A o B 1)
PO ERESCFEBE COR MAZIRIIITA. Wi, Ak IR 726 & 5 UL 7 A
2/070% 20 T5% 20 80% 2/ 85% .2 /090% . 20 95% ., /b 98% sk &2/ 99 %
FH [7 PE B % %1 :SEQ ID NO :7-12.23-28.39-44.55-60.73-78.89-94,101.102.111-116,
126-128.129.130.140-144.150.159-164.175-180 F1 190194,

[0055] & Figtfh ot A TURYE, XL HIAFAE g 7] — 2 B 1R P A AR A . X 285 f
)8 T Ak e o

[0056]  ARARHUIAMJE T AR B e o BRI, AR FR i o Bl e 1) 10 28 R 1 S 1 A BH 1)
TOH o IR R A P S e Y 2 i R P AR 4 B 573 7 A IR R AR AR AR B AR AL B 41 i e
WEAERG TR ARG = AL (R RARAG AR o B, tHAT T a0 b o 1 35t 22 B i8] 1k = A AR 1k
T S sl R RN P AR AR AR . ] 5 NSk R UA RN A Th e Bl an 5 I\ Fe X
LB TUIR Y Fe 2R ME 4.

[0057] AR R A5 AR U3 0 20 19 75 V23R A B AT ek B 26 R0 0 F0 /880 BB 2 B T )
[RIAZ AR, T e (A g A BH (RS ] o 4, m] SR A 2 R R AR R 13 B gk — 2P B o
A HduAk. 8, R IR S T OU R & T = AR PR 4R h8 R R BRI RUR
AL, AL T8 I AR S B AT — LR 7 A AT 2 Il A 7 R T AT A A e S b R
UL F A R 2 - IR AR T4 R B IS [
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[0058]  7E—AN Lt 77 X A, AR AR PR e AR 5 A HAE TR 1P A B A 70 %6 B L B
(BN, 75% .80 %.85% .90 % .95 % .97 % .98 % .99 % B 5 i ) MG FEME ) A [E . 76—
e sy X, Bk 52 E s RE, RHED TR 41 ) e AT BB o X A
JEAVAHIFN . A — 2 A ST 77 X rp, A8 H BLAST version 2. 1. 3 SRAfE MR H 7
ECAH R P, Horp prfd FH i BRAA 22802 2% NCBI (the National Center for Biotechnology
Information shttp://www. ncbi.nlm. nih. gov/) [Blosum 62matrix ;& 754y = 11,
B CER 53 = 1],
[0059] A I BFEEA, ) tn Rk Bk, HoA & AR LR 741 o A SRR R AL 1)
MR8 T A BTG o SH S 40 e ) S5 A0 5 AH AN BR T S0 A% 40 1, 451 A BF L B A 4t e sk
WAL ST N, 40 M2 FLsh P4 i, 4140 A . CHO\ HEK293T. PER. C6. NSO
GG EE S R
[0060] AU BHIGW I va ik, HAh G Rt 4 & AR R PR R . 78— ADSEHtT7
Ao, AR SR BEPUAR, A5G0, Frid KA R 45 Gk B0 T — 4 i B sofE i
& :HMB-DV1. HMB-DV2. HMB-DV3. HMB-DV4 . HMB-DV5. HMB-DV6 . HMB-DV7 . HMB-DV8. HMB-DV9 .
HMB-DV10. HMB-DV11. HMB-DV12. HMB-DV13 F1 HMB-DV14,
[0061] BT, [ i AR B 21 0 44X 268 s Al A 3 T A o) # 4% b 22 Ol At e 2 R )
AR AKRHBHUAREE—2 H@EE T e HE Rz I e RO iz e (RTA) Bl
I 0 22 W B 5 (ELISA) A ipikfle 7EIX 4 s b, Jokm] AR ic b m] 20 A s il 0 K550,
U P (R 25 28 6 7 B . BUAR ] X0 ] DLgEAT 7 7 %8 FIRAE (RALAEE
(epitope mapping)) »
[0062] AUk BH IR L AR M IR 1. 20, B S T B8 Cu2 S5 M) N— e i R mk
oM Clg M FeR 854, TR ZELIIPiIA (aglycosylated antibodies) XTiXEE57 A HA 4L
RIS T o SRR SE M m] 52 s 4, 491 G, ] DL R BRAMA A 3 (1 40 B T s 2R 1 0L ik
%k (biantennary chain) KunffEILREREE (0.1 8 2) MANFE. fEMEH G, PUikn s
B IEHEAS S [N Sz I M N 2
[0063] AN BHIHUAAR R B IR T H T4k 22967 5862 1 259, B BT nl R AR 1049 LA
XL EOGERGE . () sy 1B RV EE A ) AL AT g . MRS e
L I B 12 AR TR 1) 7 32 A AN sl 2 6 49, 480 4 A0 P mT RS I b e AT g R 7. AT
M Z Fbsicd), brid PR el T 20 iE T . sabirRbiE Enl i soa B TR 4
KPS BOGR IR AL (DENV RAL ) Z [RIJE KPR - PURE Y. G R+ B
ALFEAE FH — bR 0, 19 QO A 2= VW G L 2O AL S RO R LA B A
PRI 7~ B 05 A S 2 A0 B RS R PR SRS . A T IR ) SE 4B RE BRI SR )
W BRPERE IR . B — L FLBE R B S BER AR AR & IS R B S S B bR R A
BEw = /RS RED / EWR A IER YO R S ARSI E LR R
WE Rt E P FF. dichlorotriazinylamine fluorescein. FFEESEREALL & ;K&
VDT S R KV 5 AR R S A FR O BRI HOG TR FUK BRSO ER A IS
T PR A SEI AL RE T TS B CH, BRRERICAR T AT T2 Bl I 2 v, ) il
SR 5 ) 5 % 5 B A I S V24 A ELTSA, %' Sz il e 1555 5% .
[0064] AU BHIIBUAR T ZE -G T30 9750 7490 an 40 B 55 25 S v T SR BROBCH 1 42 8 188 BUSU
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YEFRIT F o U T R 22 S FEEA R T T-131.1-123.1-125.Y-90 .Re~188 .Re~186
At-211,Cu—67.Bi-212.Bi-213.Pd-109. Tc-99. In-111 2%, HRHUAL AW Tk
e SE I AEY) 7 N Il 2508 53 AN R FRL DA BT 22 AL 2 0BT 70 o 90 2, BT ik 2508y
AL B B i A s T R A e 2 ik ISR A BT AL, il nE g, 0 i L S
HAVEREADACRERESN SR FAER AREEESORE R,

[o065]  Kf It 2K ¥ 97 R & & T PU AR LR 2 2 A K. W, 9 40, Arnon et
al. (1985) “Monoclonal Antibodies for Immunotargeting of Drugs in Cancer
Therapy, ” in Monoclonal Antibodies and Cancer Therapy, ed. Reisfeld et al. (Alan
R.Liss, Inc.), pp. 243-256 ;ed. Hellstrom et al. (1987) “Antibodies for Drug
Delivery, ”in Controlled Drug Delivery,ed. Robinson et al. (2d ed ;Marcel Dekker,
Inc. ), pp. 623-653 ;Thorpe (1985) “Antibody Carriers of Cytotoxic Agents in Cancer

!

Therapy :A Review,”in Monoclonal Antibodies 84 :Biological and Clinical
Applications, ed. Pinchera et al. pp. 475-506 (Editrice Kurtis,Milano, [taly,1985) ;
“Analysis,Results,and Future Prospective of the Therapeutic Use of Radiolabeled
Antibody in Cancer Therapy,” in Monoclonal Antibodies for Cancer Detection and
Therapy, ed.Baldwin et al. (Academic Press, New York, 1985), pp. 303-316 ;f1 Thorpe
et al. (1982) Immunol. Rev. 62 :119-158,

[oo66]  EiF, PUAFIZ G T 28 —HUR LB S 3R 4 PR I ZRGUIAZ G ) LA, (bR
CFIA R B R BLAR R a] LISt A% 3k (4] kel Lt R g5 & F BOnT B bR c 3O
B L AR AU L 5 ) A R T Ok (5] o 89T AT LS [RII B e I it FH 455 B AR N AR 4%
AP A ERT [6,7].

[0067] A U HUARIEH] B T [ AR SRR o

[o068] 1Ak, AU BRI BT IL D Be ME BT N BOrT il i AN 2 & T S Wi e i, LUE
PG LA 8 . 275 300k 8-11 25t T RS W SERI AR S A &R T 2 IR 7%
fE— sl 77 U, R AWk B R A LM 2 JoREANSE £ 1 (PEG) » PEG /E =R AIE T
K, REABA R(0-—CH,~—CH,) 0—R, o R 7] DL S sl R P FE e R sl B im B i 1] . Ak
—ANSERE T A BRI A LB 8 Mk AR — AN AR, R T 5
Fe IEHEE . AE— ST P, n g 13 1, 0000 765 — A9t 0%, n & 2 3] 500, /F—
ANSEitE 7 AP, PEG KP4 50 - 82 1, 000 31 40, 000, 78 55—t 75 U, PEG [1)°F- 3543
TEHE 2,000 2 20,000, £5—ASLHETT X, PEG {37y 7 &5 3, 000 2] 12,000, ££
— AT b, PEG B £ /b Fedk. A8 AN SEHE T P, PEG AR Kt dk. 657
N7 A AR S FR R A S AR U I s IR R R SO AN, AZ AR, R
LR AUANHCE W] LSRR, DA SE BRI 425 1 PEG/ Ak B I HTAA

[0069] M ik 7 FEBE ) CH2 B CH3 S5 A sl R 2 DX I 5 | N BEATL 28 6 18 S AR T M A
BB, LAMEA3 5 FeRn 45 G55 MR/ B I 232 30 5 RS A I B4 AH b R AR 2
AR o B AEA 1 SRR AN T 0 B EE R E X S R IR IR AL 250,314 FT 428 i % b
— R EER AT U

[0070]  JKIEMHZRE LML o] Fl T A KB ENEFERA IR AR
R RE O (POG) 5555, fE— ety b, A8 H POG. Jom T BT 218 I R
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il F T 2R AR £ 1 I E Ik 385 5490 ansh g AU P v — e E R H I SRR
AFAE ) R REAH [F], DR X 43 SEAE AR N ] REAS S A bR AE— 285l 75 U, POG 2
A5 PEGAHFI 73+ EIE [l . POG 4544 W27 30k 12, X POG/ TL-2 -5 e W57
SCHR 8.

[00711 W] FHE MG 2 R 7 — 95k R NR Uk . il I8 LIRSt RAR M7
RS2 50HR 13, 14 F1 15, A ZiYpiinit R G0 2 AR S A1, 7] 2 W51 Wi 225 SCik 16 il
17,

[0072] AR BHIPUAT] ARG TEA . AR, 50 Brid PR A G YIEAR EAE L
i 22 K, 91 an 2054 B A 2 IR G 232 T 90 % (i ) (Il /DT 60 % B 2D
T 50% .

[0073]  ARHPPUAEIEAN (S7M) fa Bo /AT g e irt. Bmims, it
R BA SRR (idiotope) , HoAEAE N Z U B o ok, e N 2678 b A B S
JEPE o 25 NN A BB AR B AN BR 28 23 88 B dnn /b BRGS L= A  RBRVIE R K
KL 0 TE T, HOEH AR AL s S B BRI A3 1 R L A

[0074] A& BHEIHUIART] LLRATFTRIAP Y (a0, TgA. TgG TgM Bl a (v B u E|HE),H
IR 1g6e 7E TG I [FEIFPAYrp, HLAAT] LA TeGL, 162, 163 B 1G4 WAL, 7E—ASLji
J7 3, BN 1eGle ARRHMPLATT A © 80 M B8

[0075] A% Wi AL HE DENV Ao A 8 20 al T R4k XU S M Pk 7 1 s L hi R 45 & B B
PP RN B R A R85 — i 8 A A B M9 AR ) — AN SR AL BB — &5 A 6 s R XS
[Fl—BAN R (0 — 5 = BRI ) P g R B IS R 58 3R EE 85 A aie 1]
TV RSO I 5 5 A7 s P ] A 25 A 380l A R B ) S 3 3K el 1 [RD A R Bl D dd it — B2 A Ik
B3k B — L % 24k Fab. Fab’ \F (ab’ ) ,» ScFv 8k SUEE F MEHT 1A

[0076]  HUIAMI =4

[0077] W] E kAR ArT AR U8 U N R 5 v o 4 AR BH ) SR S I A o A8 A A8 TR B il 4%
S BRI E ] U7 vk 2 (18,191, ARikHh, 4 R IE R BBV Ak AEAL 51k, W25 3
#ik 20

[0078] AT H 22 3CHR 21 W72, WAEAFEAE 2 vu i B 40 M vd A0 50 B4 00 LE% 46 EBY 74
AR HRIPUART B 41, LLEBY AL R FRUER AR, W G g N 2 i B 40 B g L)
[0079] W] 7E 4% Ak 20 B Ik A A 24 o N At 440 e 2 R 2 A s ) DU 8 — 2D 4
o IXEEHFA AT DR A B R 0 TL-2 AT TL-15. fE— A5 T, fE AR A B A
1L-2 DAk — 20 ik AE AL IR G, (HIX AN 2 A TR 10

[0080] W] i FHl A AT 0 201 1) 5 v 7% LA 2 0 v AR K 7k A2 4k B 41 I R 2 B P
[0081] W] A FH 9% [ L& ) HH i 0819376, 5 il i ) 5 v 18 ik 7E B L 1% 7 bR b 15 7 B
A0 B o 86 A R B EIPTAR . RN, R N 6 7 725 A BRAN S 41 i 5% 554 PR $2 B RNA I
HEAT S4B PCR. W@ L RT-PCR 4 ¥ BT VH A VL X, I FF 5 ek R ik g4k, SR 5 o I
s 22 HEK293T B AR AE 4 o rh o WR A ARSI O 0 AR AT 5 VAL IR v i AR 1A 3K,
N i e P s - BN BTN

[0082]  fun S FFEE, WA A iok g | B RN A5 Fh VA48 4 HPLC B FHE M dE— 2D alifk 5 g
BEPiiR. HimBEP AR AR, BRI RBAR IR, AU 2 AN

18
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[0083] W] M BRSO PL AR SRAT AR B IR B S I BT AR B0 8 B, BT ASE FH 1 v HE Y AL, 1)

W FH R (B SOR TR AR, F1 /SOl o 00 JR R B a3, nT B v B T Rk

TR B RE IR 0 7 0 I SR AF SR S R BRI B LR v BE7R A4S Fab Fab” \F(ab’ ),

FFy Fr B o AR BB AL HERT AR B AR R B I B 5 B B 08 ) S FD R B 1 2 B8 By 7 B (scFv)

{1, Ak B AL EE B ok B AR BB K] CDR ¥ scFv. A0 B85 B i AR — B8 44

DL BB A, 190 L 5B P, H A S R R AR ] A o i) 0 o R B S i B

[0084] W] FH AR UE 7> T 2B M) 1 AT 2% Gm b5 AS i BH BT AR BB A R B 8RR AT DNA 7

Ho WEIE BRI A AR E B0 A BUIT T I DNA 741 RIS 248 e s i A8 L

AR RN (PCR) HiAR

[0085]  W[fd H G 1S 40 M / Bk Rk R IEGmbE Ak B IGBT 78 73+ BCH B DNA

JF 4 o BB 2045 FH A0 B 90 K T B R SLA B E ) R Gk R IS PR v B Fab FIF (ab”)

B, HARR A By 5 BERT SR BTAR R B, 90, 5055 Py ]S A B0 R 4 ) i $Lah 4

1 LA MR I8 RG R BRIk 7, AR SR PR 7 AIERTFL e L4l

Mo 4035 CHO. HEK293T., PER. 6 NSO B 98 B 2442 983 40 Jiu. .

[0086] A/ BHIEFRAML ™ A2 A< B I HLAAR 1) 75 325, BLAETE 1S A MG A< & BH KT 7R 1) DNA

KISE AT TR IR0 A AR BRI 18 32400, 0 B hiih s+

[0087]  Hifk ¥ nI AL & ERE R SE 2 K, TEIX PG O b, AT B4 = sl R 2 Ik

(I GmhE 75 Gt 4. A T = AR R 6 3 EEBE RN BE K 7= 1) mT AR Fh A R e 41 iy

R B MR GRID RE 2 IK, SR A EUAGR I ERE 2 K. BE, R AT A SRk, iR R

TR ID e B B 2 IR 751

[oo88] B3, MUl = AE AR B RIPUIR 1) ZE40 M R AR B AL IR 740, FLi1) 4388

RIEMPUAT=Y). BLAh, ZHETASRE i11) difLiTdbiik.

[0089]  Fi b A4 B 4 i

[0090] W] MNALALIA B 4i Ma b 5 1 tH = A2 BAT B 75 DusURe S M B R 9 I Le 4 g, 2R )5 A

T BH PR N R A A B4 R T

[0091]  WJiE ik ELTSA ST i it 0 3R, b m A A ZH 2R 05 40 M. (46 I g 1) B0 e 1 4

M) Geta AN e AR AR O 0 22 PR 5 e I TR DR R R I A T v — . 1K

DN 72 25 ()G 48 T 2 7 B B SRR B B 75 1 At 2y R, 491 G e 8 mh AT A i AR AU

SEPURSE BB, LB AT O ¥R 40 HuRe AR (504, BT R A4 an 2 e AT 85 5 e e AT

TEAR eI AT e AT s Fo A 40 M K 68 0« e AT At e s HL At ) sl LA 4

U (2 (25 L E AT AR A5 55

[0092] M4 40 e VR 40 43 45 A v e 1) e o 0 R T A A BR AR RS Tl A i i 4

J 4 2 B At N R A AT A A0 B R T AT

[0093] W] DLl i A FH A WA K 7K A4k B 40 i 5a, [, 490 G F Ay B e I B A AR SR U, 4R

h & i SR I B e B BRI AZ R (DNA 5] mRNA) (¥ 5RU8, B TP 97 5525,

[0094] Ak BHIRALAL S K A4 ILIZ B AL ALA4, I b B 40 e 7= A Hh fl— B 2 Bl

FERREE IS B, B A TR BRI R = pg IR . AR R (it
B AEAARZ B 4 M 1) SRR AL G, 5 L P b I 7 A R — B 2 BB A I

MR S E U, B TR Bk L4 i fK = 5pg ISR 24
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[0095] ANk BH )7 1 7K AR AL B 4l e v B A 45 (H AN R+ HMB-DV1, HMB-DV2. HMB-DV3,
HMB-DV4 ., HMB-DV5. HMB-DV6 . HMB-DV7. HMB-DV8. HMB-DV9. HMB-DV10. HMB-DV11. HMB-DV12,
HMB-DV13 Fil HMB-DV14.

[o096] KA

[0097]  fn EJTIR, AR A EIHUA T H TA L E5-S MR AL AT /R B (map) « A& B4
UM R AT B 2R . aitb 8GOl X R AL R AL (mimotope) R 51K
T N (BRI, AR e p s T AR T HoAh B s ik ) B8O Tk s g th i 5 i
IR AT B AU e A e N IR BT A e AR STt A, XA R AT s LA B
Fh AT AN BT T AR T 9 I R PR N o AR BRI B R 456 v BUE ]
FH Tz v B ) 7k BARTIT & Bk Pida vl T2 L 2 v PR & KA 1IE A
TR e R A

[0098] K ALibn] A Tk 5 rik RALES G EC A, R AR EART, Jiik, &
FEIR Lok B 4% Ok A AU A R R LA, B A B IR TR R R R R IR ), O R
adnectins. & At G YAl B B0 ML a3 B B, e AT TRT BRI i i 3R A7 HL L st AT T
Bl IR JE T Ak B E

[o099]  EA KL

[0100] AR B 7K AE AL idAZ B 40 Mot v FHAVERZ R B0V, F T o BB RS 1], FH T 8
MELR . H T aAe e otk r] B S R R R S5 5 R L, 5 0 B 40 e B AT SR AR L
M A R AT A T2 B S SR W

[o101] PRk, A BHAR AL il 2 AL AN M 1d) 7 v, AR W T 2D 3R - (1) M GRb I EERBT IR 1K)
B 4 v B3RS — ok 2 APz R (a0, EREA / sl R A (1) B TR IR IE A K IE
18 = DME VT BOGBR DL %08 £ Rk

[0102] MBI, A B ER AL o) £ FE A 40 M 1) O v, AR an R 2P 3R - () WPk B B 4 e
I 1) G ) RO BR BRI RZ R, s A (31) AR B P38 (1) P 4IME Bl &R H TR AR IE
T 2 DUE RV EGB PUAAE &0 Erh K&, WL E () f (i) ZIMEEZR (HA
W) s LA N BRI AL A R B0 40 DU e S of / BRI 41 L/ B 24
N TR o

[0108] A BHIbHR AL il 4% S5 4L 40 o 1 5 v, B0 G 40 T 2D 3R DL— B2 Pl G 0 SRR N R 1) 2
SLIE AR AL IR A TG E 4, Horb T id i B 2 ok B AR B K7 AR AL B 48 i v [ (R AR
PRI, 5 5 ) 26 A% R R B A5 P e SR S A 2 40 B 1) 0 BRRT AN [R] B 1) B AN [RT B 7 (43
un, FEAFE K ) A FENKHEAT .

[0104] A% BH (P)IX S8 T 4 40 B sR Ja vl F T3 I8 FI5 7% B I o AR a1 28 KA
YA TAT PR RIS . T RS A SRS sy o« AR EE G TR R
PInTAE ] A RS EAS PR T A5 7% RS 75 KR S 4T YR A I N 35 25 . BTN Y
KRS B AR R 7 W R R

[0105] A B 4H e 3545 G BR A 1 JE B8 00 e 19 7 v AR el L i) (gl an, 22 0275 3
Bk 21) .

[0106]  FKiAfE =0 Hh % EL A% A0 M, 045 R BRI S 40 40 I, e il 2 i FLsh A dn e (il dn,
CHO 41 g« NSO 4 fg. A 40 o i1 PER. C6 [Crucell ;227 3CHik 22] 8% HKB-11[Bayer ;2% ik
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23 & 24] MR EREH AN (256 & 26] 5% ), DL . PUkitZRis s L nl B A
REHRIBUR, R il KA, AT S A A BA e itk . 75— sy L,
ikt ErAERK T RGeS 78— A7y Xrh, Fikrs ] A K T esh ks
IR TR

[0107]  RIAfE ER R4 AR.

[0108] A% AR A ) £ — Bk 2 Pl g A0 SN R D UMK A% B8 43 7 (9, BB RN AR B 2
) W7 BRI PR () S AR I K A4k B A s R ;5 (i) MATIR B 40 g ve
RTINS BB DAL IR » AR BIRE R AL SR AT S 6 B BR I BT AR BIAZ B8 17 91 (1) 77 32,
BLFEUT T APIR « (1) H25 A% BRI AL B A M s k% 5 (1) IR B BT iR B 40 i ve I 1 4 i
OB PRI L IR

[0109] A% BH IR FR AL ) £ — B 2 Pl 4 L I S R I BT AR IAZ IR 73 1 1 U7 16, BB v 20
BR B Mo AT LR, FITIR B 4 M e B WA R W IR AL ) B 40 i3k 7. BRI, 1 563K
P3P B 40 i [ R B i A e o) 2 A R )20 BRI AE AR AN R I R) e AN TR 7 (A, 72
AFEE) BAFENKET

[o110] AR EHFR LSl (Flan, FHTH125) o7, ARG TP - (1) A3 / 8
Wr—s 2 Pzig (B, SRR s G Ak B 2T (1) KFEFE BHl&R
TR IEE £ UME oV OSBIPUALE 1208 P Ris s (11) RSB iAR X
FI4ATF T REFEBIR ARG R R A8 1 s FTEIEAFAER (iv) AP, 7] AL
BRHLAARI B 4 M 5o [ A9 TR LR AN / Bl 7 b i 8. ((EAN /) o fE— it 77
KALE (1) (8~ W L HLPE S B EHUAR I 2 5518 741 5 N T /3 AR

[o111] AR B HI S BRI 77, ARG WT PR A il BRI R R 44T
B R B IRARK; 72 R IEME £ A B AR RIAT e Hb £ AL BT I S P A, Eoh Brid R 1A T8 41
MufE A Cgm it i DB % < (1) P2 gmid B R HUIR LR 5 (1) B Tl % B s A
Rt 22 15 TR B R F AR R 06T 32 50 (111) BEFEBRAR I A5 iR R A IR R 1 36
18 T A iR R 2 fE T 40 B A

[o112]  ZAHED

[0113] AR IR —F G A S, HEH AR HKHUEN / 8ihith h Bof / sidmbd it
PRI / sk HEPURIK K 4L B 40 / sl A B TR IR B I 247 . 25
WAGY S 4P RZ BAR LRV « 808 B B AN T AR ik &
WA A E P, 1 B AN IZE T AE AT DUZ R RIS 0 K5 7, Bl
WA Z IR IR AR Z 8RR R CBER 2 R AR 2 FE TR L R YN R 1R 0 B
i o

(01141 W] FH 25 FH R4 52 1 3, 49 Q™ ) R 22k 1 2 S0 YRR 26 L W IR 2R FIBR IR 2, BR
AVER IR LR EE TR B T IR ER AR IR

[0115]  VAJT PRA-A4  (125 FH W52 IO B AR T Ba M 57 A i 0k, 9 K Bk Hm Al
B, SEAN, R AW nT A7 A Bh ) T anvg Ak SR sk FLAL TR 5 pH ZE ) i, SR I
43 25 A ) R A 4k B0 ) A 1 A8 8 JIROFH % 3R AL TR B AL IS B VAR BRI B R R
)RR o

[o116]  AEAN K B A, il A B 2] B0 48 B 35 5 i ~1 it 971 X, 490 4, i ol v 5 sl g
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5] Q000 B S 3 ALY S B S o W SR T e, R AT DU B ECE T
PR B A B R FLVE FF T DB B, 90 A s ) B ) ARE AR/ B B
B, Prik syl OB TR R, TR A A D& I 1 Je w R AR
01171 PG, ARHA ST BB AN % 12— A8 )7 X, A EWiEA
ANFEX S
[o118] AR BHRIZA Gl 2 ogte i, AR EAN R T, DR FRIK LA 3Tk
W BEE RIS RE N IS NGB AR R T RN E T HIERN B
W WAt JeEE ST s AT T H AR I 25 Al & . AL, W7 A-a YT il & R
AIVES TR, RIVE ARV TR B T o R il 28 oA [ 441 2, FH T 03 560 A 72 9 A4/ ot o B o)
DR R SSER
[o119]  EHIEXA GV E @A T EIE A 5K sOULA S, 8R4
ZRIRIBR . S IRIT AT Do 557 Rk H T 2. R THuRm 25t 7 55 H AR
HRITRS, G259 2 Nazds H B0 & 7 i FH 2558 o SIS AGR) &t w] Bk ek
R ERE R
[0120] AR BHA -SR] il 2 R B, 690 diles A nl S T, B AR
M1 5 S o NI I 1| oy A 7 A A R € B 1 1 R 8 L N 1 AL W L A2 s o |
un, ST A AP Synagis™ Fl Herceptin™, A LLBGE R BRI C B/KERE ) . 4lEY)7]
DLl 28 o4 T SR it 90 an 2578 S FLR ok 7). dl-GmT DLl & 9 AT O it A, 490
T B, R BB K (AR 0 AN TR ) o« 4G40 m] CLI#8 oA B T It A, 40 i N
GUEEE i I R/ RTINS o] VAU B R | P4 E e/ I D I -y DS R S
BICHR 0t , 9 Wi snl . dl-E4mT Ll B RTB X, Wt A e A T 8 2 T LA 45 1 4l
EW. BN, G RHUAT DL A 0 B K SO R 2 R ) R AR A
[0121]  NAZERAE, HED RIS 2 Bk sr 7 Bt b B s AR R Mifr A4 . Lt
HAC B WiE T 5 TFfd . Bk, iR A -G ER I B B2 e, A 6w 2 55
PRy P A G T B T SLREAE DL A i TE Wi 5 H LR T 4 o o
[0122] X2 I ml 852 2R 8 ] 22 I Gennaro (2000) Remington :The Science
and Practice of Pharmacy,20th edition, ISBN :0683306472,
[0123]  AKIFKIZSMA -GN pHiBHEALE 5. 5 5 8. 5 Z [8], £F —LL5 it /7 20, Al PAJEAE 6
£ 8 0], FEHE MR St 7 AR KA 7o wl DUAE 22 bR EF pHe Z-A 4T LU T
(IR / BICIIR T AT E S, HAEW AT R SER I . B St 7 U, AR B 25941
G LR AR
[0124] 2§ -G WP RFRIGTT A AE N — B2 P A R BN/ B80S A 456 A kK W
(RIPTAR R AL I 22 0K, BIZ 2 LAYATT OGS BRI A OQ 1 30 BRI 400 » BYCR 7 HE R ARG 0 )
AT R . AT SUR AR S ARRER o XA — ELAR X S RS i 1A e Bk T Ak
T FIEE R 00 993 1) PR BRI R B DA BT e B T FH 697 BRI AL A X E
15 0 1A 2350 ] ok R S A , TR B R B AR R A W SRR BT, A G SIS
N R R AR KR Z) 0. 01mg/ kg B K2 50mg/kg 5 K2 0. 05mg/ kg B K% 10mg/kg K]
ARWMAEY. MR THRK WA TX 7N S, 540 Herceptin™ F ki
TR )2 21mg/ml W, WIGG T 1 204 Amg/ke 7R, H AR 4EEF &4 2mg/keg AT ;
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Rituxan™ PA4EE 375mg/m” Jifi FH ;2545

[0125]  ZE— st 7 b, 29 A G YT AR —Fr L B (F1U,2.3.4.5.6.7.8 Fide %)
AR 75587 X, AW SR B S Z R (40, 2.3.4.5 PPEEsE ) $i
A, LRSS —HUARRKT 58— DENV KA HARE S 2, 1M 28 PR 55 = DENV KA B AR F 7k
T80 —SEH 77 X, Bk 25 A S0 8 =Mk IRk . 765 — it 77 A, 459
A E IR Z M (BT, 2,345 FraE5E ) Pk, A 1—& P A—M bl B8 500 5 E
o A G SEHi 77 S, B il Y el B 22 A A R B IR A — kS A R A S DY e B A I
Y5 74, Bl DENV—1.DENV-2.DENV-3 Il DENV-4, 7E5—A5iti 7 =, WA ek 58 2 Fh A< & B I
PUMRIE I 25 A 88 A PO B3 0S8 B 1 22 /D R AS (] 2 A7 1 H R4 30 U A 8 4 Ao #5310
THL.

[0126]  FH T 25920 & M o 16 o AR08 B 200 53 T AN 5 | RS D0 AR R P 6 2 A B R 4 1 it
Y A 2 B 74 B A4 45 4H S BR T+ HMB-DV 1 . HMB-DV2., HMB-DV3. HMB-DV4 ., HMB-DV5.
HMB-DV6. HMB-DV7. HMB-DV8. HMB-DV9. HMB-DV10. HMB-DV11. HMB-DV12, HMB-DV13 Al
HMB-DV14.

[0127]  FE— ALt )7 b, 29920 A0 B G P Ah AR & B I 748 P B 4 , 491 1, HMB-DV3 il
HMB-DV7 ;HMB-DV3 I HMB-DV9 ;HMB-DV3 F1 HMB-DV12 ;HVB-DV3 F1 HMB-DV14 ;HVB-DV6 il
HMB-DV7 ;HMB-DV6 F1 HMB-DV8., 7E 7 —ANSE it /7 A, 924 A W) G = A % BH 1R 7 491
B4, 441, IMB-DV2 HMB-DV3 F11 HMB-DV6 ;HMB-DV2.HMB-DV6 F1 HMB-DV8 ;HMB-DV2.HMB-DV8
F HMB-DV9 ;HMB-DV2. HMB-DV8 F HMB-DV12 ;HMB-DV2. HMB-DV8 F1 HMB-DV14 ;HMB-DV5.
HMB-DV6 1 HMB-DV8., & T A< Uit B A [ 20 7, AN R BRAE 1 2 FH T 254164 ) Hodth
BRI R

[0128]  FE—ASEiti 77 Xrp, AR B4R AE — My A &4, oA 5 Pifk IMB-DVL s Hi R
gha B T B 2 MR BRI B R . 8 — A sty b, AR BRI —Rh 25 A
E W, HALE Bk IMB-DV2 5L ) 256 v BRI 24 W] 8 52 i B ) sl 3o ik . A8 5 —
S A, AR R — R W A0, LA PUk HMB-DV3 B HUR &5 & BR R 25
Al BE 2 AR R B A A . 78 T — AL T7 X, AR IRt — M 2 &), HoA & hifk
HMB-DV4 s Hot J 45 & 1 BORN 245 B W] 52 B R R sl dd Ak o 75 ) — St 77 Xy, AR B it
— MG, A E U IMB-DVS BB IR 45 & Fr BOF 2 B Rl 452 52 10 4 R 7 sl a1
TE 57— St 77 Ko, AR B4R — R 24 &4, SLALS Bk HMB-DVe BILHIIR S &
BOM 2 FH AT RS2 B M R R BB A4 o 78 o — Akt 7 A0, AR R — Mg dl &4, HAe
PR IMB-DVT7 sRILHUIR 455 v BO 24 FH R] B 52 I RRRE 1) sl A4 o

[0120]  7F 55— S 7y A, A AR AL —Fp 25 45 4, HoA 3 i 4k IMB-DV8 B iR
ghb v BOF 245 52 AR R Btk o 78 o — AN Szt =0, Ak BRIk — R 2 A &
W), HALE PR IVMB-DV9 sk Lt SR & 7 BUFN 25 T B2 (A R R sk 20k . 48 59 — A5t
J7 A, A R A — P 2 A S0, AL S Bk IMB-DV10 BB R 45 & ) Bofn 2 I ml 2
AR R B IR o 78 5 — Sty A, A R — R 25 A &4, oA S Bk IMB-DV1 1
BUCHPLUIR GG F BOM 25 F T332 AR BRI Bk o 78 I3 — > Szt 7 =, Ak B $ Ak —
HMAEY, LS Pk IMB-DV12 s BT R 456 1 BORI 25 B W] 52 A R R sldlifk . 7553
— AT Krh, AR R — AL A, HoAL B Bk IMB-DVL3 s Pt JR 45 & v Bop
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2 TR S2 AR R B3 A o 78 5 — STty AN, AR SR S —Fh 254l 54, HoA &k
HMB-DV14 BT R 454 Fr BEF 25 B v 852 R B B A4

[0130]  AREHEIHUAT] 5 ARG R — R (AE sy i), Gl 5467459
—i&, YT & RIERET S ATEBURTEE Y. AN T & AR IR R A
5 XA VR T S U I s F KA T BRI EGE . RIECPRE” T HEA IR e £
T P 259 (R AL A A TR T8 N AH R IRy PR 25 P ) SR e K R o ALt 4 SRy e 3 58
Z R A G AE R B0 Bl R« PR RS0 7, 8 A B R B AR T sl R
HAE R T8 A AH N S PR 29 125 B J I E IR, ARSE “ PR RIVa T AR TR IR A2 BA
PR AR B 22 R T I ALE BT B Ba T VR, Hzsayr AR (9 dnsdi ok i &2 22 244
R A ) R T AR 2516 T I SR E 7 VR FH S R

[0131]  {EEFEA K PRI A R A G0 5, bik S IRA-E60 T R &Ea e b
50% E & (HIU1,60%.70%.75%80% .85%.90% .95% .97 % 98% .99 % 5 5 /7 ) » PLIE
PR G S 24k R T X

[0132] Ak ARSI 290 1) 7 i, AR W T2 IR < (1) il A & B LIk sF (i) el
PR S — B B T 2 B RIR S o

[0133] Ak B4 & 290 0 7, BEE W N DR bk s — S Z M T2 3
RIRE, Horp Tl Bk & AR & B AL 1) B 40 fa SR1S 1 s e B ik . [RIE, 1 58 3R15 S g
B U B I FEFNAR I 1) 25 25 W 0k 2 AT 8 HE 5 AN R I 8] prAS [ g (il an, ASRTEL 2R
IAS RN IHEAT o

[0134] A ISIEH TH697 B I PUAR AR T 2, 7T LLZE ) G 38 2 i JE N R 1) 2. e [
Pk (SEME A B R (AR R DNA) , DU RZ IR AT LAZERT % N IR AL 0%, LER L AT
TRTTAER o AIE M ZERVA T VERZ BRI 16 2 M 2 ATk O N1 o

[0135] AR BHIILL G Lhse g IR 4l &4, HAE—2eszil 77 A, v D2 & &
DENV KA. IR i 454 . AR W mT LA PRp ey CRE, B iy ) slvayr v
(1) BRI, ¥EI7 IS ) .

[0136] G BFETUMAED ), Rl v ek 2 Rm . 459 E8EH,
%1 Tween ( B LI ALEERS ) , 5140 Tween 80, ZHEFIE G MK TAZLE, BlU1<< 0.01% . 41
G aREg L (i, fALE ) CL7AE) BiE K. NaCl ALK AESA 10+ 2mg/ml.
[0137]  AHAW AT PEEE (0, HEgBE ) s 8k (B, Rk sREERE ) , i K4y
15-30mg/m1 ( 1, 25mg/m1) , 76 75 Z % T I BT R A5 DL AR TP R E 22 A R, T
Hank. EGHT280, H TR RAAD pH v LI 2 K2y 6. 1,

[0138] AR BHIAGYIE R AL & — B P S e 550 AE— Aty A, ik — 82
b 1 T R FE AR5

[0139]  BR2&¥G7 M H &

[0140] AR BHIHUIAR B 5 A 7 B AT AR AN AR A, B R BHIRVR A IR 29 2 &)
Al F A7 DENV &G Fiff; DENV BH sl i2 Wi DENV sk,

[0141]  ZWi 7R ARG BUARBEUR i BUS R R ik ISR AT DL A 46 40, M
F B BT FR S T R HR IR A VAL O OB AR B R BRI i R iR
MAHLRFE S . EWE T RS SUR / SRR 5.
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[0142] AR BRI SRR L LR 5 TAE VG I A& « (1) AR BRPUA. ik i B ek AR
FIRTAEY), (11) AR HMKAEN B 4ifurelE, (111) RS & A Kk PRI R AL, 5L
(iv) Fofd, RIEHL ok, Hae of & 85 6 A K PR R AL .

[0143] AR BIEHE T WS vk, BRSNSt () ARHBPLA PR B
S AR T A sk 25 AL A, SRR, AR IR ML Bk, JLREAE 45 & 45 A AR W BT
KA o

[0144] AR BHIGHRAL DL & TUAE il 45 T 7B Bify7 DENV AL 25 rh A 3% - (1) &R
REHRIFUR B BB AR AR, (1) AR B A4L B A s, (iii) Retpss
GARRHBURRERAL, 80 (v) Bk, Lk Ay Hik, SLREnE 254 45 & A R B Pk %
Ao

[0145] AR BHERAE—Fh A G, HAE N 250 H T 1P 8A 7 DENV ISy . AR B4
PBEA B IBTARTN / B 256 AR R BH B (1) SR AL I B 10 A ol 26 T YR 7 i A/ B
EWERE 2 I . AR IR AR X G I N B S 7715 ik ik a4
XSl G T ARG R A R AL EWROP R %SG T R I8 — 7 238 A A
RPIH G2 JG W RPEER . J877 7T DU SR 7 Rk 2 &7 &

[0146]  ZE— St 77 2UH, 25 R U R B O S AN R B R AR P i B PR AR Ak
RALERAHED . TR X G AFEIEABR TR5 5 46 T DENV BGL KBS B DENV B GYRE 7 5
KI5

[0147] AR BAMHLATT T30 S 0% o AR B IIHT IR R L R Bl R el g i AR & BH 1)t
T ik v BB AR A% IR I W] 112 W 6 A Ao B i e 1R

[0148]  REME 25 & A K BH I P A4 19 3R 467, 461 0 e 8 &5 & BB se B B4R HMB-DV1. HMB-DV2,
HMB-DV3. HMB-DV4. HMB-DV5. HMB-DV6. HMB-DV7. HMB-DV8. HMB-DV9., HMB-DV10. HMB-DV11,
HMB-DV12, HMB-DV13 I HMB-DV14 (¥R Az, A] H T30 &, A T 18 1A I & A5 A7 A5 O
BT DENV H1 4 177 0 G Bz 2 PR e (R 28R

[0149] S BHEIFLAR  Hii A Besl AR (R AT AR vl T T m) & rh T W B i #
P SR MR A

[0150] A& BIIE$R AL & 29 A G 7 vk, AR LTI PR S s Hi ik S — sk 2
25 FH T 52 30 RTR A, b BTl 55 v B A4 = AR i B (9 2 1k T 3= b A9 1) SR s FE A
Kb, B SR TR R S B BLAR (BN, IEM / st izl ) SREH IS 25 & AR
B BT AR AN F A ) AR TR 7 (@l ANRIEZR ) AN EASKREEAT .

[0151]  MAK B (LA B 40 M T 4, P IEAT B 9% RS 35 el 0 o B W 0 5 1% 12
il %4 S5 2 AR, HEXT S AP RATE -, AR TR FEAL 1) B 40 i AW R 1A Frid b ik
PEARIE B SE it 7 A, B3R T VIR ARG X G A BT A% B e LA B AR (81 4, 51 ke 24
BPUAL ) o AN B T IR 2 0 B BT A R R 2% 1) BT 40 I R B R A PR R A
[0152]  ZEFTHIXLE 7y, nl X R0k 1 2 A Al BUAZ R T 3 A, USSR O 8 ik
SEMIZIRT A o PERBRAE = A (0 DR AL FEAH AN R -5 N BRI AT A5 B BSOS A s
AL R/ BRI e A SR AR o I T DA AR A R LA AR A g i R R 4 . B
ur, AT UAESUAR E E R T A P oI N —B A (B0, 1.2.3.4.5.6.7.8.9. 10 M55 ) &5
FREUAR B R/ BRAR N o S i SR MBS N ) D e~ DU 45 6 21 R ) BRSBTS
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PR MR, W5 NI A T IR ISR (B, dxic ) s 5| ARRZE (.
itk HIK ) o nIAER B A5 I NSRBI BE LS | NSEAF, B fe AT O (i, 4> Ttk ) -
U, A REALECE 5175740 G i AR & B B PT AR BT CDR X E ] 48 [X sl e ] 48 X I IR
DI TE i 4t ) 2R T 5 T S I AASRIREIE o 2R m] LR — M S g R 25 2,
Horb B SRR B RIS AR SLAA B 5 I NGB ISR o A, A7 20 3R rh SR ) el AR ik
ATLLA A . 5T gmbs 2 518 741 o AN R M R (RS BR 1550 ) 3

[0153]  —Al

[0154]  ARIE“HE7 Wims “BIE7 UL “H ... AR, Hl, “657 X R4S Wm i X 41
Js AT AL HE—LEEAI T, 1 X+Y o

[0155]  “BEAR b7 —i FFAHERR “ 5627, Wlin “ AR EAT 7Y HEW A USERAE Y.
WAELR, “HEAR b7 A A DAAR R B I S A G

[0156]  ARif “RLY” 1Eub A x IR, N, x+10% .

[0157]  ZEb, REE“PR 7 SARTE “Z B Ferfud” ChnBE A ) B SOF B8, &
ATV B e N BB 1 B L — 0 3 1R e 5 A7 O, P e 195 0 S W) L TR D) R 5 2 05 L
R AS R PR AE R AR, F5 |2 N BB 1) A i 4 7 B0 0 o T P

[0158]  {EUL, $2 BN E 1 Y097 7 a2 EFE BT L IRIT « ARVE “ B E 7 $8 T 1
FLE, HFE A B, BER A

e 51

[0159]  DANSEifal$2 (it 1 A< B R 7 g 1tk S it 77 2o LA St 3 FH T80 E AR i BH A
B AU 2 SEHEA A B B o I B8 S5 G s DA 7 PR A A B v 1
[o160]  SEjiiAs) 1 - va [ B 40 M JF 0t DL & A B e MU A

[0161] M DENV %33 it 3 9 1LV 23 5 3042 B 40 A 1 4% M8 SRR BTk 48 L BBV AT CpG HEAT
KA. TE 2, ATH D22 B4 B TG idfZ B 4 g, Bl 5 487 FHHL AT 40 i 73 126 2 R TeM'
IgD'TgA'B 40 Jifd . {7 FH EBV 7EA7AE CpG2006 F1 HE SR FRY S Jik PR 5> A% 40 B IR 155 00 T 43328 I 4
M (TgG") AT K AEA o 7147 T 96 L U TR S5 FoAR h B — = 3 I35 7549, B3 &5 30-50
AEAZ B 4. PR SRR TR S W, R I G g% 5 6 A MR R B T 1,23 .
4 Fiif i 7 DENV 1) C6/36 40 Moy e tame s, A1/ 80dE I ELTSA #5 H 454 B4 DENVI-4E2
TAMRE S o WK T 3G AN VERO 4H e Bk DC-STGN- #5441 Raji 4 Huf) DENV AL B
DRI i K562 41 MU/GL IIBE ) o B 40 vl 73 B H A 22 v B 5 5540, STk vk 28]
8 ToG— e 7 1 ELTSA Il 3% e se B EIS VP IR TG Ao SN 2 >k H 7k A4k B 4
LRI mAb PR3] 36 A A B A 1 I R R

[0162] % T3 B HH MR 55 5 58 40 B, 00 08 9946 1223 B 4 iy &Y DENV 5 5%
IRR IG5 VG WOR G A s a1 e 4k (MOT) 24 :rDEN1 A 30 (03JB186-1A+V2)
MOI 0.04 ;vDEN2/4 A 30 (04JBV351-1A-V2)MOT 0. 04 ;vDEN3/4 A 30 (DEN3#107C)MOT 0. 02 ;
rDEN4 A 30 (06 JBV591-V3+1A1+v2)MOI 0. 04, VIR E 1 /NG, BHESWE N2 96 FLF K
FEFEMO (KRS i (440, VERO 41 il \DC-SIGN-Raji 40 Jfusk K562 401 ) v, 37°CIEE 72-96
NI o AR A AT AR RS A T 1-4E A B EBUE (e 462) YL gi i, b
i 7 E AL EPTN R Tg Jef, FFid FACS 43 M. #4845 DENV BG4/ 50 % [T
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AT (ug/ml) 1E N RN

[0163] 4 T %552 B R SO BE BT AR U IR BT, A8 FH B g TR e L R R B i 53 B 2R
5 a8 TIT A58 T-1T [Pk, B S A Cyo— i i WL =EHT N TG Hifh, JFid i FACS
AT 53 M7 A8 FH DENV JBZL [ 41 i 1) R4 10 AT B 1 B BV e SE

[0164] 3k 3 WoR%E T —MAREMPPUA, SRR TEEASME 1110111
[ FBLEHT IR, B 5T B 85 £85I T-1T (D1-T1) fIFRLEHT Ik, Fige 5 prM (IR Lehiik, Bt
P DY AP ASR] DENV 1fi 5 780 58 7 HE AN [RIRE B (9932 S B, I AR RL T &5 45 TR 0 2 375 8
[0165] 3K 3 :HUEAEI T T AHLIAR LSRR 2 1%

[0166]
LREN FLHT R HHR I 8 S A 7 A Y
HMB-DV-1 E, DITI 1,2,3
HMB-DV-2 E, DITI 1,3
HVB-DV-3 prh 1,2,3,4
HMB-DV—4 E, DI-T1 1,2,3,4
HMB-DV-5 E, DI-T1 1,2,3,4
HMB-DV—6 E, DITI 1,2,3
HVB-DV-7 E, DITI 1,2,3
HVB-DV-8 E 4
HVB-DV-9 E, DITI 2
HMB-DV-10 E, DITI 1,2,3,4
HMB-DV-11 E, DITI 1,2,3,4
HVB-DV-12 E, DI-DIT 2
HMB-DV-13 E, DITI 1,2,3,4
HVB-DV- 14 E, DITI 2
[0167] & 4 75 T £ VERO 4 U M1 DC-STGN- #4441 Raji 40 i E3EAT R385 sp NI 52 19
g R
[0168] & 4 PLUAXS G F R EE (MIFAL DENVI-DENVA) [ HHAT
[0169]
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Gkl
ik 4 Bk Ry ECso {8 (ng/ml)
DENV1 DENV2 | DENV3 [DENV4
VERO 0.013 0.577 0.014 > 20
HMB-DV-1 DC-SIGN-Raji 0.032 5.340 0.055 > 20
VERO 0.006 > 20 0.006 > 20
HMB-DV-2 5 CSIGNRai  [0.014 > 20 0.013 =20
VERO 0.912 1.615 0.120 0.070
HMB-DV-3 DC-SIGN-Raji ND ND ND ND
VERO 0.591 0.251 0.809 0.367
HMB-DV-4 DC-SIGN-Raji 2.250 1.370 0.613 > 20
VERO 0.066 0.034 0.118 0.200
HMB-DV-5 DC-SIGN-Raji 2.390 0.504 0.348 > 20
VERO 0.008 0.002 0.011 > 20
HMB-DV-6 DC-SIGN-Raji 0.027 0.440 0.332 > 20
VERO 0.016 0.004 0.020 > 20
HMB-DV-7 DC-SIGN-Raji ND ND ND ND
HMB-DV-8 VERO > 20 > 20 > 20 0.006
i DC-SIGN-Raji ND ND ND ND
VERO > 20 0.002 > 20 > 20
HMB-DV-9 DC-SIGN-Raji ND ND ND ND
VERO > 20 0.084 > 20 0.466
HMB-DV-10 DC-SIGN-Raji ND ND ND ND
VERO > 20 0.048 > 20 0.520
HMB-DV-11 DC-SIGN-Raji ND ND ND ND
VERO ND 0.003 ND ND
HMB-DV-12 '3 C S1GN-Raji | ND ND ND ND
VERO 0.993 3.326 1.513 > 20
HMB-DV-13 DC-SIGN-Raji ND ND ND ND
VERO > 20 0.002 > 20 > 20
HMB-DV-14 DC-SIGN-Raji ND ND ND ND
[0170]

[0171]  ND : KifiE

[0172]  SEJitifhl] 3 :Fe X BA SR I A B8 5 A0 55 h AT AR 7E Ko62 4 e B AN S &S &
RS L

[0173]  SCHRH 2R I BRI & A T i B (ADE) o 3X—Rp PR V] BBy
PR 0 AR B PUALE IR IR AT IRYE7 A R o BRI, IR IE B4R HMB-DV-5 ., HMB-DV-6
HTHMB-DV-8 [ 7K 4E4L B 418 2 A7 73 25 mRNA, A# ] o1 go—dT ¢tk 514 & 1k cDNA, A5 s
SRS | 0t B RN B T AR DX AT I P I v B N R IR AR AR o R A A A Y dh g T 4 AT
PRIE. BRT EAF AR ER 1gG1 PURLIAL, IEIE T 27548 DU 2 R U A — EE4E CH2
SERIIRIIERE 4 TN 5 AT 2 IERAL I RAR R, HH b= B R — 1T LY LALA A8 fk . IRIE4H
R A B AE R PR R SR PR I 4tk . BFAEMY 1961 B B2 F Pl 25T LALA A2 1k
BILLFESEM T REAHEN (45RRER).

[0174] W b FTIRAE VERO 41 O Fl K562 41 ff b3 s o 25 ARG SR E F o =Ptk —
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P8 B 2 1 R LU MyE A (W3R 3) o B 1 BoR, RASH I T2 Bt 7R LA SR 1
77 A R EE AT VERO 4HHRIATEE S (FEER) o 7F K562 4 (12— P Atk & F i i
BUBRGE ISR ) b, RSP T AR BT =5 W P R T 7S H 3 7 B L 1
SR (S22k) . AEFTRRRAG PR LALA 5 ST 9000, 1 2 o th TEALH B 26 i o
PRI — LALA A2 1A th LAFR) Ak 1 75 X 7E VERO 41 i bR Rt e a5 (JBZR) o {H2, —
LALA HUIAAE K562 di i b Wos i pTAAOmt  ge  aim e FIEDS (S648) « B, XT
T K562 4, 71 A SIS T BT A FH BRIP4 B ) N A e P 1, BRZ SR ok B X- il
AR

[0175] AL K i T S A H R sl i 5 | H AN B IF A HIE

[0176]  NAZERAF, A< A AT LAAS[R] 77 2SS, JF HAE AN B A S WY FR) 90 R0 SE2 5 Fe 155
A 2 AR AR AL . PRI, G it T 2 U B M AR T AR R 1 T, HA R BAN R TR
2 B R A B, 1T A AT DAAE B B SCR) B SK A5 3 BB A S5 R N e A2 AR A

[0177] 27 3CHR

[0178] [1]Lefranc et al. (2003)Dev Comp Immunol. 27 (1) :55-77.
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[0001]
FrIIR
oY mab L8 P31
1 HMB-DV-1 | CDRHI aa GFSFSSSS
2 CDRH2 aa ISTSGNYI
3 CDRH3 aa ARDPCSSTTCYFGYYAMDYV
4 CDRL1 aa NIGSKT
5 CDRL2 aa RDT
6 CDRL3 aa QVWDGTSVV
7 CDRHI1 nuc | ggattcagctttagtagctctage
8 CDRH2 nuc | atcagtactagtggtaattacatc
9 CDRH3 nuc | gcgagagatccctgtagtagtaccacgtgctattttggttattacgctatggacgt
10 CDRLI nuc aatattggaagtaaaact
11 CDRL?2 nuc agggatacc
12 CDRL3 nuc caggtgtgggacggcacttctgtgptg
HHE aa EVQLVESGGGLVKPGGSLRLSCTASGFSFSSSSMNWV
13 RQAPGKGLQWVSYISTSGNYIYYADSVKGRFTISRDN
AKNSVYLQMNSLRVEDTAVYYCARDPCSSTTCYFGY
YAMDVWGQGTTVAVSS
2% aa SYELTQPLSVSVALGQTARVTCGGNNIGSKTVHWYQ
14 QRPGQAPVLVIYRDTNRPSGIPERFSGSKSGSAATLTIS
RAQAGDEAEYYCQVWDGTSVVFGGGTKLTVL
EH nuc gaggtgcagetggtgeagictgggggaggcctggtcaageegggggggteectga
gactctcetgtacagectctggattcagcetttagtagetctagcatgaactgggteege
caggctccagggaaggggctgcagtgggtctcatacatcagtactagtggtaattac
15 atctactacgcagactcagtgaagggcecgattcaccatctccagagacaacgecaag
aactcagtgtatctgcaaatgaacagectgagagtcgaggacacggctgtgtattact
gtgcgagagatcectgtagtagtaccacgtgetattttggttattacgetatggacgtcet
ggggecaagggaccacggtegeegtctecteag
B nuc tcctatgagetgactcagecactetctgtgtcagtggecctgggacagacggeeagg
gttacctgtgggggaaacaatattggaagtaaaactgtgcactggtaccagcagagg
16 ccaggccaggeccctgtgetggtcatttatagggataccaaccggecctctgggatce
cctgagegattetctggetccaagteggggagegeggecaccetgaccatcageag
agcccaagecggggatgaggcetgagtattactgecaggtgtgggacggceacttetgt
ggtattcggcggagggaccaagetgacegtectag
17 | HMB-DV-2 | CDRHI aa GGSISSASYY
18 CDRH2 aa I[YTSGST
19 CDRH3 aa AREWAARGGIVDY
20 CDRLI1 aa QSISYY
21 CDRL2 aa GAS
22 CDRL3 aa QQSYDFPRT
23 CDRHI nuc | ggtggctccatcagecagtgetagttactac
24 CDRH2 nuc | atctataccagcgggagceace
25 CDRH3 nuc | gcgagagagtgggcagetcgggggggcattgttgactac
26 CDRL1 nuc cagagcattagttactat
27 CDRL2 nuc ggtgcatce
28 CDRL3 nuc caacaaagttacgattttcctcggacg
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[0002]

T aa QVQLQESGPTLVKPSQTLSLTCSVSGGSISSASYYWSW
IRQPAGKGLEWIGQIY TSGSTKYNPSLKSRLTLSMDTS
KNQFTLKLSSVTAADTALYYCAREWAARGGIVDYW
GQGTLVTVSS

B4 aa DIQMTQSPSSLSASVGDRVTITCRASQSISYYLNWYQQ
30 KPGKAPKVLIYGASSLQSGVPSRFSGSGSETDFTLTISS
LQPEDFATYYCQQSYDFPRTFGQGTKVEIK

4% nuc caggtgcagctgcaggagtcggggecaacactggtgaagecttcacagaccctgte
cctcacctgeagtgtctctggtggctecatcageagtgetagttactactggagetgga

tccggeageccgecgggaagggactggagtggattgggcaaatctataccagegg

31 gagcaccaagtacaacccctccctcaagagtcgactcaccctgtcaatggacacgtce
caagaaccagticaccctgaagetgagetctgtgaccgecgeagatacggecttatat
tattgegegagagagigggeagetcgggggggcatigiigactactggggecaggg
aaccctggtcaccgtctectcag

2%5% nuc gacatccagatgacccagtctccatcctecctgtetgeatctgtaggagacagagtca

ccatcacttgccgagcaagtcagagceattagttactatttaaattggtatcagcagaaa

ccegggaaagececctaaggtectgatctatggtgcatccagtttgcaaageggggte

ccatcaaggttcagtggeagtggatctgagacagatttcactctcaccatcageagtct
gcaacctgaagattitgcaacttactactgtcaacaaagttacgatittcctcggacgttc

ggccaagggaccaaggtggaaatcaage
33 | HMB-DV-3 | CDRHI aa GGSISSSGYS

29

32

34 CDRH?2 aa ISASGTT
35 CDRH3 aa ARDTECSDTSCFPSIWFDT
36 CDRLI aa NIGTKG
37 CDRL?2 aa YDS
38 CDRL3 aa QVWDNTDDSSDHPV
39 CDRHI nuc ggtggctecatcageagtagtggttactce
40 CDRH2 nuc | atttctgccagtgggaccacc
41 CDRH3 nuc | gcgagggatacggagtgtagtgatacgagttgctttccctecatetggttegatace
42 CDRLI1 nuc aacattggaactaaaggt
43 CDRL2 nuc tatgatagc
44 CDRLS3 nuc caggtgtgggataatactgatgacagtagtgatcacccggtg
Hf aa QVQLQESGPGLVKSSQTLSLTCTVSGGSISSSGYSWN

WIRQPAGKGLEWIGRISASGTTNYNPSVKSRGTVSVD
TSKNQFSLRLTSVTAADTAVYYCARDTECSDTSCFPSI
WEDTWGQGALVTVSS

2% aa SYELTQPPSVSVAPGKTATITCGGNNIGTKGVHWYQR
46 KAGQAPVLVIYYDSVRPSGIPERFSGSNSGNTATLTISR
VEAGDEADYYCQVWDNTDDSSDHPVFGGGSKLTVL

HEHE nuc caggtgcagcetgeaggagtegggeccaggactggtgaagagttcacagaccetgte
ccteacctgeactgtcetetggtggcetccatcageagtagtggttactcetggaactgga
tcecggeageecgecgggaagggactggagtggattgggcegtatttctgecagiggg
47 accaccaactacaacccctecgtcaagagtcgaggceactgtttcagtagacacgtee

aagaaccagttctccctgaggcetgacctetgttaccgeecgeggacacggeegtttact
attgtgegagggatacggagtgtagtgatacgagttgctttccctecatetggticgata
cctgggeccaggegagecctggtcaccgictectcag

B25% nuc tcctatgtgetgactcagecaccctcagtgtcagtggecccaggaaagacggecace
attacctgtgggggaaacaacattggaactaaaggtgtacactggtaccageggaag
48 gcaggccaggceccctgtgttggteatctattatgatagegtccggecctcagggatee
ctgagcgcetictctggetccaacictgggaacacggecacectgaccatcageaggg

tcgaagccggggatgaggcecgactattactgtcaggtgtgggataatactgatgaca

45

[0003]
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gtagtgatcacccggtgticggeggagggtccaagetgaccgtectag
49 | HMB-DV-4 | CDRHI aa SGSISTSDYY
50 CDRH2 aa VYYSEST
51 CDRIH3 aa ARQRGNWFDS
52 CDRLI aa QGISNY
53 CDRL2 aa AAS
54 CDRLS3 aa QQLNNYEFT
55 CDRHI nuc | agtggctccatcagcactagtgattactac
56 CDRH2 nuc | gtctattatagtgagagcacc
57 CDRH3 nuc | gccagacaacgaggaaactggttcgactce
58 CDRLI1 nuc | cagggcattagcaattat
59 CDRL2 nuc getgcatce
60 CDRL3 nuc | caacaacttaataattacgaattcact
5 aa QLQMHESGPGLVKPSETLSLTCIVSSGSISTSDYYWGW
61 IRQPPGKGLEWIGSVYYSESTYYSPSLKSRITISVDTSR
NQFSLNVSSVTAADTAIYFCARQRGNWFDSWGQGTL
VTVSS
24 aa AIQLTQSPSSLSASVGDRVTITCRASQGISNYLAWYQQ
62 KPGKAPKLLIYAASTLQSGVPSRFSGSGSGTDFTLTISS
LQPEDFATYYCQQLNNYEFTFGPGTKVDIK
5% nuc cagctgecagatgeacgagtcgggeccaggactggtgaagecttcggagacectgte
cctcacgtgceattgtctctagtggetecatcageactagtgattactactggggetggat
ccgecageccccagggaaggggcetpgaptogattgegagtgtctattatagtgaga
63 gcacctactacagtcegtccctcaagagtcgaatcaccatatccgtagacacgtecag
gaaccagttctccctgaacgtgagttetgtgaccgecgeagacacggctatatatttet
gtgccagacaacgaggaaactggttcgactectggggecagggaaccctggicace
gtetecteag
B8 nuc gecatccagttgacccagtctecatcetecctatetgeatctgtaggagacagagtcac
catcacttgecegggcecagtcagggcattagceaattatttagectggtatcagcaaaaa
64 ccagggaaagcccctaagetectgatetatgetgeatecactitgcaaagtggggtee
catcaaggttcagcggeagtggctctgggacagatttcactctcaccatcageagect
gcagcctgaagattttgcaacttattactgtcaacaacttaataattacgaattcactticg
gecctggoaccaaagtggatatcaaac
B varl aa | QLQMHESGPGLVKPSETLSLTCTVSSGSISTSDYYWG
65 WIRQPPGKGLEWIGSVYYSESTYYSPSLKSRITISVDTS
RNQFSLNVSSVTAADTAIYFCARQRGNWFDSWGQGT
LVTVSS
E BF varl | cagctgeagatgeacgagtegggeccaggactggtgaagecttcggagacectgte
nuc cctcacgtgeactgtctetagtggctccatcageactagtgattactactggggetgga
tccgecageccccagggaaggggctggagtggattgggagtgtctattatagtgaga
66 geacctactacagtccgtecctcaagagtcgaatcaccatatccgtagacacgtccag
gaaccagttctccctgaacgtgagtictgtgaccgecgeagacacggctatatatttet
gtgccagacaacgaggaaactggitcgactectggggecagggaaccectggteace
gtctectcag
67 | HMB-DV-5 | CDRHI aa AFNFSTNA
68 CDRH2 aa ISYDGSHK
69 CDRH3 aa ATVGVLTWPVNAEYFHH
[0004]
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70 CDRLI1 aa SSNIGAGYD
71 CDRL2 aa GNN
72 CDRL3 aa QSYDSSLTGVV
73 CDRHI1 nuc | gcattcaacttcagtaccaatgec
74 CDRH2 nuc | atatcatatgatggaagccataaa
75 CDRH3 nuc | gcgacagtgggagtccttacatggeccgtcaacgetgagtactttcaccac
76 CDRL1 nuc agctccaacatcggggceaggttatgat
77 CDRL2 nuc ggtaacaac
78 CDRL3 nuc cagtcctatgacagcagectgactggtgtggta
FHHE aa QAHLVESGGGVVQPGRSLRLSCAASAFNFSTNAMHW
79 VRQAPGKGLEWVAVISYDGSHKY YADSVKGRFTISR
DNSKNTLYLQMNSLRAADTAVYYCATVGVLTWPVN
AEYFHHWGQGSLVSVSS
B aa QSVLTQPPSVSGAPGQRVTISCTGSSSNIGAGYDVHW
80 YQQLPGTAPKLLICGNNNRPSGVPDRFSGSKSGTSASL
AITGLQAEDEADYYCQSYDSSLTGVVFGGGTKLTVL
EHE nuc caggcgcacctggtggaatctgggggagocgtggtccagectgggaggteectga
gactctcctgtgeagectctgeaticaacttcagtaccaatgecatgeactgggteege
caggctccaggcaaggggctggaatgggtggcagtaatatcatatgatggaageca
81 taaatactacgcagactccgtgaagggecegattcaccatctccagagacaattccaag
aacacgctgtatctgcaaatgaacagectgagageggeggacacggetgtcetattac
tgtgcgacagtgggagtecttacatggcccgtcaacgetgagtactttcaccactggg
gecagggctecctggtcagegtetcticag
B4 nuc cagtctgtgctgacgcagecgecctecagtgtetggggcceccagggeagagggteac
catctcctgeactgggageagcetccaacatcggggeaggttatgatgtacactggtac
82 cagcagcttcctggaacageccccaaactectcatctgtggtaacaacaatcggecct
caggagtccctgaccgatictetggetccaagtetggeacctecagectecetggecat
cactgggctccaggctgaggatgaggctgattattattgecagtectatgacagcage
ctgactggtgtgetattcggecggagggaccaagetgaccgtcctag
83 | HMB-DV-6 | CDRHI aa GFTFDDYA
84 CDRH?2 aa ISWNSATI
85 CDRH3 aa AKGGPRGLQLLSSWVDY
86 CDRL1 aa QDIRRY
87 CDRL2 aa TTS
88 CDRL3 aa QQSYSPPHT
89 CDRHI nuc | ggattcacgtttgatgattatgee
90 CDRH2 nuc | attagttggaatagtgccaccata
91 CDRH3 nuc | gegaaagggggccctagggggctgcaactgctatcatcgtgggtcgactac
92 CDRLI nuc caggacattcgcaggtat
93 CDRL2 nuc actacatcc
94 CDRL3 nuc caacagagttacagtccccctcacact
HHE aa EVQLVESGGGLVQPGRSLRLSCAASGFTFDDYAMFW
95 VRQAPGKGLEWISGISWNSATIGYADSVKGRFTISRDN
AKKSLDLQMNSLRPDDTALYYCAKGGPRGLQLLSSW
VDYWGQGTLVTVSS
2% aa DIQMTQSPSSLSASVGDRVTITCRASQDIRRYLNWYQ
96 QRPGRVPQLLIYTTSTLQSGVPSRFSGSGSVTDFTLTIS
SLQPEDFGTYYCQQSYSPPHTFGQGTKLEIK
[0005]
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HEHE nuc gaagtgeagetggtggagtetgggggaggctiggtacagectggeaggtecctgag
actctcctgtgcagectcetggattcacgtttgatgattatgecatgttctgggtceggea
agctccagggaagggcctggaatggatctcaggtattagitggaatagtgccaccat

97 aggctatgcggactctgtgaagggecgattcaccatctccagagacaacgcecaaga
agtccctggatctgcagatgaatagtctgagacctgatgacacggcecttatattatigtg
cgaaagggggccctagggggctgeaactgctatcatcgtgggtcgactactgggge
cagggaaccctggtcaccgtctccicgg

5% nuc gacatccagatgacceagtcteegtecteectgtetgegtetgttggggacagagtea
ccatcacttgcecgggeaagtcaggacattcgeaggtatttgaattggtatcagcagag

08 accagggagagtccctcagetcectgatetatactacatccactctecaaagtggggte
ccatccaggttcagtggcagtggatctgtgacagatttcactctcaccatcagcagtct
gcaacctgaagattttggaacttactactgtcaacagagttacagtccccctcacacttt
tggecaggggaccaagetggagatcaage

99 HMB-DV-7 | CDRLI1 aa | QGISNW

varl

53 CDRL2 aa | AAS

varl

100 CDRL3 aa | QQANSFPPT

varl

101 CDRL1 nuc | cagggtattagcaactgg

varl

59 CDRL2 nuc | getgcatce

varl

102 CDi{L3 nuc | cagcaggctaacagtttccctcegacg

var

%% aavarl | DILMTQSPSFVSASVGDRVTITCRASQGISNWLAWYQ

103 QKPGKAPNLLISAASSLQSGVPSRFSGSGSGTDFTLTIS
SLQPEDFATYFCQQANSFPPTFGQGTKVESK

¥ 4% nuc | gacatcctcatgacccagtctecatetttegtgtetgeatetgtaggagacagagtcac

varl catcacttgtcgggcgagtcagggtattagcaactggttagectggtatcagcagaaa

104 ccagggaaagcccctaacctectgatetctgetgeatecagtttgcaaagtggggtcc
catcaaggttcageggeagtggatctgggacagatttcactctcaccatcagcagect
gcagcctgaagattttgcaacttactitigtcagcaggcetaacagtticectecgacgtt
cggecaagggaccaaggtggaaagceaaac

105 | HMB-DV-8 | CDRHI aa GFTFSRYD

106 CDRH2 aa ITTAGDT

107 CDRH3 aa ARGPPTDCSSGRCLGVGVGLDP

108 CDRL1 aa KLGKKY

109 CDRL2 aa QDT

1110 CDRL3 aa QAWDSTTHVI

111 CDRHI nuc | ggattcaccttcagtaggtacgac

112 CDRH2 nuc | attactactgctggtgacaca

113 CDRH3 nuc gcaagagggcccccgaccgattgtagtagtggtcgetgettaggggtcggagtggg
gcttgaccee

114 CDRLI1 nuc aaattggggaaaaaatat

115 CDRL2 nuc | caagatacc

116 CDRL3 nuc caggcgtgggacagcaccactcatgtaata

B aa EVQLVESGGGWVQPGGSLRLSCAASGFTFSRYDMHW

117 VRQVTGKGLEWVSAITTAGDTYYPDSVKGRFTISREN
AKSSLYLQMNNLRAGDTALYYCARGPPTDCSSGRCL
GVGVGLDPWGQGTLVTVSS

[0006]
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118

25 aa

SYEVTQPPSVSVSPGQTASITCSGDKLGKKYTSWYQQ
KPGQSPLLVIYQDTKRPSGIPERFSGSNSGNTATLTISG
TQAMDEADYYCQAWDSTTHVIFGGGTKLTVL

119

HEE nuc

gaggtgcagetggtigagtctgggggaggctggglacagectggggggiecctga
gactcteetgtgeagectetggattcaccticagtaggtacgacatgeactgggteege

caagtcacaggcaaaggtctggagtgggtctcagctattactactgetggtgacacat
actatcctgactccgtgaagggecgattcaccatctccagagaaaatgecaagagcet

ccttgtatcttcaaatgaacaacctgagagecggggacacggcetctttattactgtgea

agagggcccccgaccgattgtagtagtggtegetgettaggggtecggagtggggett
gacccctgggoccagggaaccetggtcaccgtetectcag

120

5% nuc

tcctatgaagtgactcagccaccctcagtgtcegtgteccccaggacagacagecage
atcacctgctetggagataaattggggaaaaaatatacttcctggtatcageagaage
caggccagtcccctctactggtcatctatcaagataccaageggecctcagggatce
ctgagcggttctctggetccaactctgggaacacagecactetgaccatcageggga
cccaggctatggatgaggctgactattactgtcaggegtgggacageaccactcatgt
aataticggcggaggeaccaagetgaccgtcctag

121

HMB-DV-9

CDRHI1 aa

GYTFINYY

122

CDRH2 aa

IDPTGGTT

123

CDRH3 aa

ARGGGYSRNWYSYQNYGLDV

70

CDRL1 aa

SSNIGAGYD

124

CDRL2 aa

GNS

125

CDRL3 aa

QSYDSSLSGFV

126

CDRHI1 nuc

ggatacactttcaccaactactat

127

CDRH2 nuc

atcgaccctactggtggtaccacce

128

CDRHS3 nuc

gegagagggggaggatatagtcgcaactggtacagetaccagaattacggtttgga
cgte

76

CDRLI nuc

agctccaacatcggggceaggttatgat

129

CDRL2 nuc

ggtaatage

130

CDRL3 nuc

cagtcctatgacageagectgagtggttttgte

131

4 aa

QVQLVQSGAEVKKPGASVRLSCKASGYTFTNYYLHW
VRQAPGQGLEWMGIIDPTGGTTPYAQKFHGRFTMTS
DTSTSTVFMELSSLRLDDTAVYYCARGGGYSRNWYS
YONYGLDVWGRGTTVTVSS

132

B4 aa

QAVLTQPPSVSGAPGQRVTISCTGSSSNIGAGYDVHW
YQQFPGTAPKLLIYGNSDRPSGVPDRFSGSQSGTSASL
AITELQAADEADFYCQSYDSSLSGFVFGTGTKVTVL

133

E%% nuc

caggtacagctggtacagtctggggctgaggtgaagaagectggggectcagtgag
getttectgtaaggceatctggatacactttcaccaactactatctacactgggtgegaca

ggececctggacaagggcttgagtggatgggaataatcgacectactggtggtaccac
cccctacgegeagaagttccatggeagattcaccatgaccagtgacacgtccacgag
cacagtcttcatggagttgagcagcctgagattagatgatacggecgtatattactgtg

cgagagggggagpgatatagtcgcaactggtacagetaccagaattacggtttggac
gictggggccgagggaccacagtcaccgtcicctea

134

24%% nuc

caggcetgtgcetgacgeagecgecctcagtgictggggecccaggacagagggtca

ccatctectgeactgggageagetecaacatcggggeaggttatgatgtacactggta
ccagcagtttccaggaacagceccccaaactcctcatttatggtaatagegatcggecc

tcaggggtccctgaccgattetctggetcccagtetggaacttcagectcectggecat
cactgagctccaggetgeggatgaggctgatttttactgecagtcectatgacageage
ctgagtggttttgtcttcggaactgggaccaaggtcaccgtccta

135

HMB-DV-
10

CDRHI aa

GFTFNRSW

[0007]
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136 CDRH2 aa ITPDGSEK
137 CDRH3 aa ARVAEFDYVWGSFDF
138 CDRL! aa KLGYKY
109 CDRL2 aa QDT
139 CDRL3 aa QAWDSRTGV
140 CDRHI nuc | ggtttcacctttaataggtcttgg
141 CDRH2 nuc | ataatcccagatggaagtgagaaa
142 CDRH3 nuc | gcgagagtggcggagtttgattacgtttgggggagttttgacttc
143 CDRL1 nuc aaattgggatataaatat
115 CDRL2 nuc | caagatacc
144 CDRL3 nuc caggcgtgggacagecgeactggggtg
HHE aa EVQLVESGGGLVQPGGSLRLSCAASGFTFNRSWMNW
145 VRQAPGKGLEWVANIIPDGSEKYYMDSVKGRFTVSR
DNTKNSVYLQMNSLRAEDTAVYYCARVAEFDYVWG
SFDFWGQGTLVTVSS
B aa SYELTQTPSVSVSPGHAASITCSGDKLGYKYTSWYQQ
146 KPGQSPVLVIYQDTKRPSGIPERFSGSNSGNTATLTISA
TQAMDEADYYCQAWDSRTGVFGGGTKLTVL
EH nuc gaggtgcagttggtggagtcggggggaggettggtccagectggggggtecctga
gactctcetgtgeagectetggtttcacctttaataggtcttggatgaactgggtecgec
aggctccagggaaggggcetggagtgggtggccaatataatcccagatggaagtga
147 gaaatactatatggactctgtgaagggccgattcaccgtctccagagacaacaccaa
gaactcagtgtatctgcaaatgaacagcctgagagecgaggacacggetgtctatta
ctgtgcgagagtggeggagtitgattacgitigggggagttitgactictggggecag
ggaaccctggtcaccgictectetg
245E nuc tcctatgagttgactcagacaccctcagtgtecgtgtccccaggacacgeageeage
atcacctgetctggagataaattgggatataaatatacttcctggtatcaacagaagec
148 aggccagteccctgtgetggtcatctatcaagataccaageggecctcagggatcect
gagcgattctetggcetccaactetgggaacacagecactctgaccatcagegegacce
caggctatggatgaggcetgactattactgtcaggegtgggacagecgeactggggtg
ttcggeggagggaccaaactgaccgtectgg
HMB-DV- CDRHI aa | GFTFSRSW
149
11 varl
CDRHI1 nuc | aaattgggatataaatat
150 varl
F4E aavarl | EVQLVESGGGLVQPGGSLRLSCAASGFTFSRSWMNW
151 VRQAPGKGLEWVANIIPDGSEKY YMDSVKGRFTVSR
DNTKNSVYLQMNSLRAEDTAVYYCARVAEFDYVWG
SFDFWGQGTLVTVSS
E # nuc | gaggtgeagttggtggagteggggggaggetiggtecagectggggggtecctga
varl gactctcctgtgeagectetggtttcacctttagtaggicttggatgaactgggtcegee
aggctccagggaagggpectggagtggotgoccaatataatcccagatggaagtga
152 gaaatactatatggactctgtgaagggccgaticaccgticiccagagacaacaccaa
gaactcagtgtatctgcaaatgaacagcectgagagecgaggacacggetgtctatta
clgtgegagagtggeggagtitgattacgtitgggggagtittgactictggggeeag
ggaaccctggtcaccgtctectctg
153 1112MB-DV- CDRHI1 aa GFTFSYAW
154 CDRH2 aa IKSKMNGETT
155 CDRH3 aa ITDPGNAGSASYGMDV
156 CDRLI aa QSLLHSDGKTY
[0008]
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157 CDRL2 aa EVS
158 CDRL3 aa MQSVQSLG
159 CDRHI1 nuc | ggattcactttcagttacgectgg
160 CDRH2 nuc | attaaaagcaaaatgaatggcgagacaaca
161 CDRH3 nuc | atcacagaccctgggaacgetggttcggegagttacggaatggacgtt
162 CDRLI nuc cagagcctcctgeatagtgatggaaagacctat
163 CDRL2 nuc gaagtttcc
164 CDRL3 nuc atgcaaagtgtacagtcccteggt
HH: aa EEQLVESGGGLVKPGGSLRLSCGASGFTFSYAWMSW
165 VRQAPGKGLEWVARIKSKMNGETTDYAAPVKGRFTI
SRDDSKNTLYLQMSSLKTEDTAVYYCITDPGNAGSAS
YGMDVWGQGTTVTVSS
24k aa DIVMTQTPLSLSVTPGQPASISCKSSQSLLHSDGKTYL
166 YWYLQKPGQAPQLLIFEVSTRFPGVPHRFSGSGSGTDF
TLKISRVEAEDVGVYYCMQSVQSLGFGGGTKVEIK
HHE nuc gaggagcagctggtggagtctgggggaggcttggtaaagectggggggtecctiag
actetegtgtggagectetggattcactttcagttacgectggatgagttgggtecgee
aggctccaggeaaggggcetggagtgggttgeecgtattaaaagcaaaatgaatgge
167 gagacaacagactacgctgcacccgigaaaggcagattcaccatctcaagagatgat
tcaaaaaacacgctgtatctgcaaatgagtagectgaaaaccgaggacacagecegte
tattattgtatcacagaccctgggaacgetggtticggegagttacggaatggacgtttg
gggcecaagggaccacggtcaccgtetcctcag
4% nuc gatattgtgatgacccagactccactetetetgtccgtcaccectggacagecggecte
catctcctgcaagtetagtcagagectcctgcatagtgatggaaagacctattigtattg
168 gtatctgcagaagccaggecaggcetecacaactectgatttttgaagtttccacceggt
tccctggagtgecacataggtticagtggcagegggtcagggacagatticacactga
aaatcagccgggtggaggctgaggatgitggggtitattactgcatgecaaagtgtaca
gtcecteggtttcggeggagggaccaaggtggagatcaaac
HMB-DV- CDRHI aa GFTFNTFD
169 13
170 CDRH2 aa ISGSSSYI
171 CDRH3 aa SRVLWDSSSTGTFDS
172 CDRLI1 aa NIGSKS
173 CDRL2 aa DDS
174 CDRL3 aa QVWDSSSGPFVV
175 CDRHI1 nuc | ggattcaccttcaatacctttgac
176 CDRH2 nuc | attagtggtagtagtagttacata
177 CDRH3 nuc | tcgagagtgetgtgggacageagetegactggeacctttgactet
178 CDRLI nuc aacattggaagtaaaagt
179 CDRL2 nuc gatgatagce
180 CDRL3 nuc caggtgtgggatagtagtagtggtectittgtggtt
HHE aa EVQLVESGGGLVRPGGSLRLSCAASGFTFNTFDMNW
181 VRQAPGRGLEWVSSISGSSSYTYYADSVKGRFTISRDN
AKNSLYLQMNSLRAEDTAVYYCSRVLWDSSSTGTFD
SWGQGTRVTVSS
245 aa SYVLTQPPSVSVAPGQTARITCGGNNIGSKSVHWYQQ
182 KPGQAPVLVVYDDSDRPSGIPERLSGSNSGNTATLTIS
RVEAGDEADYYCQVWDSSSGPFVVFGGGTKLTVL
[0009]

38



CN 102272155 A

F o3l %

183

E5E nuc

gaggtgeagetggtggagictgggggaggectggteaggeetggggggteeetga
gactctcctgtgecagcectetggattcaccttcaatacctttgacatgaactgggteegec

aggctccagggagggggctggagtgggtctcatccattagtggtagtagtagttacat
atactacgcagactcagtgaagggccgattcaccatctccagagacaacgecaaga
actcactgtatctgcaaatgaacagcectgagagecgaggacacggetgtgtattattgt

tcgagagtgctgtgggacageagetcgactggcacctttgactctigggggcaggga
acccgggtcaccgtctecteag

184

4% nuc

tectatgtgctgactcagecacccteggtgtcagtggecccaggacagacggeeag
gattacctgtgggggaaacaacattiggaagtaaaagtgtgcactggtaccagcagaa
geccaggecaggeccctgtgetggtegtctatgatgatagecgaccggecctcagggat
ccctgagegactetetggetecaactetgggaacacggecaccctgaccatcageag
ggtegaageeggggatgaggecgactattactgicagglgigggataglagtagigg
tecttttgtggttitcggeggagggaccaagetgaccgicctag

185

HMB-DV-
14

CDRHI aa

GGSVSSGSYY

186

CDRH?2 aa

IYYSGPT

187

CDRH3 aa

ARAFAKNWFDP

188

CDRL1 aa

NIGSRN

37

CDRL2 aa

YDS

189

CDRL3 aa

QVWDGSSDVAI

190

CDRHI1 nuc

ggtggetcegtecageagtggtagttactac

191

CDRH2 nuc

atctattacagtgggcccacc

192

CDRHS3 nuc

gcgagagcatttgegaagaactggttcgaccce

193

CDRLI nuc

aacattggaagtcgaaat

43

CDRL2 nuc

tatgatagc

194

CDRL3 nuc

caggtgtgggatggtagtagtgatgtigeaatt

195

HHaa

QVQLQESGPGLLKASETLSLTCTVSGGSVSSGSYYWT
WIRQPPGKGLEWIGYIYYSGPTNYNPSLKSRVTMSVD
TSKNQFSLKVRSVTAADTAVYYCARAFAKNWFDPW
GQGTLVTVSS

196

BH aa

SYVLTQPPSVSVAPGKTARITCGGNNIGSRNVHWYQQ
KPGQAPVLVIYYDSDRPSGIPERFSGSNSGNTATLTISR
VEAGDEADYYCQVWDGSSDVAIFGGGTKLTVL

197

FE4F nuc

caggtgcagcetgeaggagtcgggeccaggactgetgaaggettcggagaccetgic
tctcacatgeactgtetetggtggctecgtcageagtggtagttactactggacctggat
ccggeageccecagggaagggactggagtggattggctatatctattacagtggge

ccaccaactacaatccctccctcaagagtcgagtcaccatgtcagtagacacgiccaa
gaaccagttctccctgaaggtgaggtetgtgacegetgeggacacggecgtatattac

tgtgcgagagcatttgcgaagaactggticgacccctggggecagggaaccetggt
caccgictccicag

198

% nuc

tcctatgtgetgactcagecaccctecagtgteggtggecccaggaaagacggecag
gattacctgtgggggaaacaacattggaagicgaaatgtacactggtaccagcagaa
gccaggecaggececctgtgttggtcatctattatgatagegaceggecctcagggate
cctgagegatictetggetecaactetgggaacacggecaccctgaccatcageagg
gtcgaagecggggatgaggecgactattactgtcaggtgtgggatggtagtagigat
gttgcaatttttggeggagpgaccaagetgaccgtcctag

39
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