CN 103566377 A

(19) e AR EFNE ERFIR =G

*:‘P (12) R BRE | EHIF

(10) HIF S CN 103566377 A
(43) HIF AT H 2014.02. 12

(21) HiES 201210248481.9
(22) HiEH 2012.07. 18

T BRIFA REEEAEDEE AR AT
Hbtik 200438 _L¥FTIMRIX BATEE 751 5
239 %=

(72) REAN 3L

(74) ERMRIENA Lt BB BU A
PR A 11349

RIBA HBHE FH

(51) Int. CI.
AGIK 47,/48(2006. 01)
AGTK 39,00 (2006. 01)
AGIK 45/06 (2006. 01)
AGIP 35/00(2006. 01)
A6IP 35/02(2006. 01)
AGIP 35/04 (2006. 01)

M ZR AT BA4516TT
FPHIZ551 BT

(54) % AR&FR

T RE R S VR T
(57) %

A BRI T — Pl X R PO L i £ A1 A
BT FIRBERE Y. RSV BN
PRI5E A 0 X 88 01 G B L, A S R A
8 40 1, AT 23R T AR (6 H B o



CN 103566377 A W F OE Kk P 1/2 7

Lo — P s e S 8367 40, RA W T &5 0 A8 a8 11, SR 48 BT, R0 S 5 1 771, 3L
o v B R G B R T R R R S A i e A

2. BOMIELSR 1 B8 36 9T 3§, Forb Prak 48 1m) £ TR RE S MR sl S e 555 e

3. BURIER L B Reva 7 41, For ik 88 1] £ BT W] e e R B S 25 5 P B s

4. BUNEER 3 e sy 705 Joh prid PR 5tk B €D19, €20, CD22, CD33, CD37,
CD40, CD52, CD70, 8% CD79,

5. WA EK 3 WSzt )y 73 1, b rid R HiJR 2 B Syndecan—1, Lewis, MUCL,
MUC16, PSMA, Cripto, EphA2, EphA3, EphB2, Av integrin, Mesothelin, TAG-72, CAIX,5T4,
Folate Receptor 1,BT-062,SLC44A4,Nectin—4,GD2,ED-B,FAP, GPNMB, gpA33,MET, IGF1R,
TRAILRL, TRAILR2, RANKL, FAP, 8§ Tenascin.

6. UMK | BBV T 401, b Brik 8 [ £ BT P A

7. BMIESK 1 BB dT o1, Hodn prik B0 1) 4R [T B8 e B A

8. BUMIEK 1 WHRPEIRTT 731 Horh PR 28 i 45 A2 N IRAL BN IR B s FE ik

9. BUMELK | 55367 50 Jerp Ik 88 [ B2 A1 1 H Rituxan (rituximab, F1) 2% & ¢
1), Herceptin (trastuzumab, I Z 2Pt ), 8% Erbitux (cetuximab, PHZEBHL ) .

10. AUHESK | S yr oy, b ik 48 ) 82 F11% 5 a Fab, Fab’, F(ab’ )2,
single domain antibody,T and Abs dimer,Fv,scFv,dsFv,ds—scFv,Fd, iFi{A (linear
antibody) , /N3P (minibody) , SURF FHUA (diabody) , W F P& W (bispecific
antibody fragment), bibody, tribody, sc—diabody, kappa (lamda)body, BiTE, DVD-1g,
SIP, SMIP, DART, (& A — A COR IFLIAIAA .

L1 BUCA) EE 5K 1B S e 36 97 70 -, 36 b i il 80 1wy £ 141 6 B VEGFR ) ATWLPPR £
Ik KB B, Thrombospondin—1 mimetics, CDCRGDCFCG (cyclic) % fik, SCH 221153 f
B, NCNGRC (cyclic) % Jik, CTTHWGFTLC % Jik, CGNKRTRGC £ Jik (LyP-1), Octreotide,
Vapreotide, Lanreotide, C—3940 £ Jik, Decapeptyl, Lupron, Zoladex, 8¢ Cetrorelix.

12. AR 1 BB ia 7 4, Hon i 8 1) 48 ] iR sl AT A4 o

13, AUMIESR 1 BB ia 7 401, Hor il G 2 119 502 S 5 0 77 o

14, BUCRNEE SR 1582 ¥8 97 40 1, Hob Brds 0 5 8 4557 /& TLR B4, Nod Lile Receptor
Fidf&, RIG-T-Like Receptor Eifk. .

15, AUMELSK 1 R0 75+ o ok Sz v 55502 F 41 TLR &2/ — A B
TLR1, TLR2, TLR3, TLR4, TLR5, TLR6, TLR7, TLRS, 8k TLR9,

16. BUFESR 1 AR 7 731, Forb prid S 2 155702 TLRT AT TLRS FRXUEL 1K

17, WA B SR 1) S 2 36 97 4y F, S B R S U W R & 3 Imiquimod,
Resiquimod (R848) , IM02134, IM0O205, MGN-1703, MGN-1704, Agatolimod, SD-101, QAX-935,
DIMS0150, Pollinex Quattro, OM—174, Eritoran, TAK-242, NI-0101, B UL H EE (Poly
1:C), CpG FEERMEIZAT IR, M1 T B0, 1L-12, 1L-23, IL-7, IL-15,

18. BUHESR 1 WS ity7 o0+, o Irid RS A1k B I8, 22 DR, — o B slohnt
ok B

19. BAESR 1 P iayT 701, Homh i e 4R B w] A i ) 1) sl AR D) A7 RO

20. — PG, LA SRRER | Prl 67 o s 25 2 T 5252 16 3 DL &
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— Al Bl A AT 2 AR

21. BUMER 20 Prik i 9 G4, Hal 5 58 AR 77

22. BURIER 21 Frik 25 WAL G, Sob Brid B0 56 AL 223077 003k A ARS8 55 B i
5B e K P SE4E ke it Me L imatanibEAZEE A BEIENG B ARARTT L minosine. 7 7
U5 BT M 5 FRUPR B E | PRI 22 D AL 7 3 e P S A el Al % T e
B e MH KFEIAE L & VAR s epothilone I 4EAS W B L FRLLEE 2% I 52 DOKIT
Bt 2V IE 2 R R GRR LRSS

23. —FIGST 48RS B TE B T, BT T AR R IR T SR R RO R 1 A
8 SCATT 70 1 B 2y B N 2, 5 A [ 2 IR — B4 25 T IR 1Y
XTG, Horb BTk (1 40 o 5 B8 AT BT 280 1Y

24. BURESR 23 Pk iR 7532, FHorb BIvidk (¥ 40 I 5 5 4 D0 T8 v SU3 22 o

25. BURESR 23 Pridk ik 7532 o B idt 1 40 S 5 B9 D 0 i o

26. BUNEESR 25 Frik i) 773, b Brad (R0 Jeaie D Jis « 25 i T  FLAReE < R AIEa « iy 271 it
e TR THE A Bk 1 o R R BN SN, R SR O B, B SR S RIS, T
RN INCL TN ENURIVEIPS /N IEEON - NN N V7N NS S S L IR NG SN
i B RS eI ARAT b B, B IREL I AU IR, BT S JB I AR » i TRV PR PN ) A2
TG0 TR RN 22 2B T RE 40 IR » SRR Ao 0 R 5 o 20 200 M T O O PR 988 » A 2% < B » AR
Ay 7 e B » LI 9576 b S BRI IR 2 R Fr e, DLURCETE R 30 %

27, BUREESR 23 Frik i) 773k, 2 B ids 0 240 i S % B 0 o L B 4 b 2P

28. BUREESR 27 Frik i) 77 ik, Jerh Brids i LR Al o S 5 B B D8 LA AT 00 42

29. BURIEER 28 ik i) 771k, orp B ik i) 5L iees i 0 A2 5k B FLARAR S 1 2 D s
PR AL /N

30. BURIEER 27 Pridk it 77 1%, o rp Bids R L B 40 M 8 25 P o LI o

31. BUAE SR 30 Frid (K753 Horb Biadk (¥ L e Dy ME 2 52 PR BA P LAz

32. BUMBER 23 Prikif 75 1%, Hrp prik fG 77 70 1 B 25 W) nl 42 (i Eh 5 50 — Ak
EIRIT ARG 4524

33. BUMIEER 32 Frik (7732, Herp ik (R 58 AL 226 Y7 2550038 B At B8 25 VR v 9%
SR st I L AP SEAE R L imatanib ERAZEE BRILHE %A AT« minosine 7 YA
BHE N 15— FRUAK IR IE PR RIS | 22 PU A AT L e B AR A B Bl L AR 1 %5 A e B e
T RFEIA S 7 PR epothilone  VALEAS S PR SR 38 E W 38 DORFE R
GV E R RS

34. BURESR 23 Pridif) 53, Forb Brid (K8 E V6 77 B A5 AR RST I o

illl

illl

35. BURESR 25 Pridk it J7ids, Horh Brid KT 4 # A e o
36. BUAESK 25 Pk if) 53, Forb Brid V6 7 B A5 S e A2 T 4R M ) 1R 2%
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FEAERYEE [0 RIZIATT

[0001] & HIFE 5%

[0002] V&7 MEBUIALE IR K BRI H O A =+ 2 4FE IR T, i KN H ) S b 983 1
R AECH + =M, 2§ Rituxan (1997) , Herceptin (1998) , Mylotarg (2000) ,
Campath (2001), Zevalin (2002), Bexxer (2003), Avastin (2004), Erbitux (2004) FH
Vectibix (2006) ;Arzerra(2009) ;Benlysta(2011) ;Yervoy (2011) ;Adcetris(2011) » #[ 55
L EAEFLE EGER, Her2, CD20 1 VEGE PUA7> 1 b,

[0003]  H3- 401 () ¥ 7 14k Bt 1A A b 98 4 R AT BL DA = Fh (Scott AM, Wolchok JD, 01d
L.J. Antibody therapy of cancer.Nat Rev Cancer. 2012 Mar 22 ;12(4) :278-87) :1) $L
R EBAEH R PUAAE AR / 255 0 B sl v i SR T 2B 4. Brikm
AR B S PR A R R Al R AR AR S B, i el A ] g5 21 e 4 R i 2 Ak
b WO AR, T AT (LABRiAA N0 ) o BriR i n] DL S S A S Hd M
¢ b Rg A A B, SEASHTAAT] S5 G BI40 ML R TS 4k L, BRI R A B EOE T
WeAE =, AW AN IG5, (R T Bk ES & 2l -] LS B P AR 15 - BELITRI 41 i 2E
T=o 2) I Az /i 3 A0 A0 M A O AL ) B0 35 A4 ) 4l i #5:/E H (complement—dependent
cytotoxicity, CDC) , PLAMK 40 N S 0 40 e B /E A (antibody—dependent cellular
cytotoxicity, ADCC), T B ThREIE S, A3 0 IR 40 MU AR A T Il I DL R 12k 58
B AR AMATOE DU RO LA T R MR VR A ARSI Y T 40 e dd iod 52
HER] AR F BORE ) R 38 BUAA Y PR AS SGH B AW SR AN MO EeS T 40 301 T 48 i
FHIPE 2 A4, an g fogs it T bk 40 A OCHTR 4 (CTLA4) o Horp gtk Fe &2 M Zh e xt 13
i CDC 1 ADCC A3 ) i 2d 4 R R A VE FH G B o 3) Bo 44wt e ofi A 0 66 Jo 9 S MR 2
o T8 XTI A 52 RS B B A A SR 15 5 A R R T A0 PR ik, R R 4 R ) 0 A
R s 1R DT A R 3R 5 MK RGAL 167 3 (Scott AM, Wolchok JD,01d LJ. Antibody
therapy of cancer.Nat Rev Cancer. 2012Mar 22 ;12(4) :278-87.)

[0004]  FRAEYT VE L HZYWINHES) T B 25 BB 9T R e, (R 28 n] 55 2 0k — 2D i
FURRBL o B ANHTAA IR o5 S M, KA FH ) P 8 T 52, S4B PR T 53— 15 5 i R
BSOS, BT S 22, 48K HR 73 I S 2B P U H S MEA R i R0 0 o) M A7 v 9ee
A

[0005] 1964 4F { HARD A EHE H T Hidk - 29 hEE (ADC) HARRIF B, iX 77 B AR AR
TR T R R ADC 2 —FhiE b 2287 (Linker) Ko B4 (Toxin) 5
PRI ERG R . LA A MR T TR o, B T4 A5 ADC 259 AR FH R L
WA 2N, ZEML P FR RS R, Linker /Kt S5 B A 008 22 R ARG 4l e

[0006] Seattle Genetics 2 | FF & I iX 25 25 ¥ Brentuximab Vedotin ( ¥ 5 %4
Adcetris) CLiliE T FDA g BT fibvE. ‘& 4& FH monomethyl auristatin E(MMAE) iXFi A T
A AR R BT SE 2 R R e 1 A e U 2R 4 B S ME R CD30 43 1 B BT AR I T A, B2 v T
A K A ML R o

[0007]  HRAE, £ H3KX 3 ADC 254 IEAETT FE I R IRER , P Genentech AR 24 7] Al
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ImmunoGen 2 7] & J A ) 11 22 BR B3 Bt by 26 8 AR B0, F 3697 FLIRIE 1 254 T-DM1
AN T B fa EaivES . £ER[E M/ i, vl SHiEER S S, R i m
A= BBV i — A IS AR T B T i i i 22 B SR 0 m] A g R FH T L e A
NP A R 152 7K 2 (HER2) , A2 Bl HLHE FH T HER2 [ 4 1y i 110 3 24, (HL il 22 ZR S i IfE
REMS AR AL T 1) HER2 B4 T T-DM1 55 T L FEMEHBAE ) HER2 52 (A 1 2 2K 5 ¢
5 40 Mo 55 PE SR may tansine TR UM AN M. BY T-DM1 HifA 5 HER2 524K 455, 51
MAEICARE JHU 3 26 22 40 B P AL, 3 1 R B0 Rg A A o T-DML B A S 1R B A4 7 250R 245X 3))
D15, IF HER AU

[0008]  fEAEI /Ny FALST 25 HoAa s MEam N 254030 ) S AR 2, (B AE ¥R T g ik 72 m]
RE 45 G P o A A2 PR AR 50 A P B RIE T DAk — 25 IR Il 2 408 oA 0 e i IR T 4%
FRYHREL ) R e P DA N 73 1 2 25430 D) 2 S5 G R o BRI R IR 45 1 22 HA #E Ir)
TEH R fEpL ik 5 Rk e 25 B A2 R R AL S 4 & o PRI SR 2907 P iAo
AR G et s 0 — AN HA G s D e VR 1) 7 an 40 e B = AR G, 1%
% PR 22 52 WX SR BT R VR A A0 B IR T AR T4 B Y 7 D B8 AR SR ASUE M 4l 5 3= R T
AR

[o000]  H AIH HI K 2 70 1 E B AREME A MH5H Auristatin {04 monomethyl
auristatin E, monomethyl auristatin F F1 £ & 2. monomethyl auristatin E &
N LA B UE 2R -6 ilon), B8 68 300 0E 28 48, T 0 b e 40 e fr 22 7 RNTJE T2
S £ K (Naumovski L and Junutula JR.Glembatumumab vedotin, a conjugate of

an anti-glycoprotein non-metastatic melanoma protein B mAb and monomethyl

auristatin E for the treatment of melanoma and breast cancer.Curr Opin
Mol Ther 2003 ;12(2) :248-57. Francisco JA, Cerveny CG et al.cACl0-vcMMAE,
an anti—-CD30-monomethyl auristatin E conjugate with potent and selective
antitumor activity.Blood 102(4) :1458-65)monomethyl auristatin F & —FHiH £
Sy %0 Auristatin fTAEH, C A um BA 7 AT 1) 28 3R P 2 BR ik 2k, 55 AR A7 FL AT (1) MMAE AH
bE, & B /AL 40 JLE 58 B 1 4, s /Mg e EE It . 7R OK & CD30 40 e bR IR 3 R IR,
mAb-maleimidocaproyl— 4il 2 & — I\ & B —p—aminobenzyloxycarbonyl-MMAF (mAb—L1-M
MAF) HI&E: 1 EE Bk MMAF 5% 2200 £ L4 | (Doronina SO et al., Enhanced activity of
monomethylauristatin F through monoclonal antibody delivery :effects of linker
technology on efficacy and toxicity.Bioconjug Chem,2006 ;17 (1) :pl14-24) & &
R —MREMEEOSE S/ Ny FER, BdIR RN - SR BV - N ZFEBS B
1B TE R

[o010]  Hifk — 5B A BB AR B R A0 e 40 LR R L, X R pU iAok / 2445 5
(Y BEL BT s 3 s 1 L 55 0 T RTINS R DR B2 E e sla B (i) sRR NV T
T4 RNA S0 PE RN 25 ) S sl B 25 R 40 i . 8T MRARRD TR 25 st = ) B A4 A
RV RIRE R M, — R4 G Thie, B0 TRt g6 s R DA S beg 4 LR 47 1
BNV D) RE, =R MBS E DI B ETHIPUA - 29025 )2 JR BRAE 40 4] B8 A
JHJRE 40 B o AEEE T XM BORAEDUAR, BER > 1, B 0 1 BEREORSE T Y =22 5K, LA R
fig oy 2 PR TR B N R 21 00 1A PR A S B Il PRAJE 5007 T A7 A — 7 N A
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[0011] A5 275 SCRRA N AR A AR 2 i SKIRY A & B EA BoA .

[0012] R AMLIK

[0013] A B8 Ko —A 167 b J8g 1y LA 48 1) 40 i 2y 0 LA B A i 9 32 1 =4 Ty B 1 A
PEIRTT o 1 e BB 70 Tre Rt 4R ] - B8 7y 1 - I M MR E 6. It
FaPEVRTT 4 1 AE R N B 1 31 25477 e 400 B[R] 1y 55 A 2 Ry s I e S 5 KA P o

[0014] AN B4 At — Rl o] Sz V67 4+, L HAA U 2540 (B8 ) B2 A, e AR T, R A
PE T, FL P B v B R S 2 1 1 R 2 i R SR A A

[0015]  {E—ANSEH Ty S, B ads S im) B A ] o S MM 2555 DR

[0016] & — NSt 77 S, AT i 48 v £ T PT oRr S ME ML &5 5 MR Be IR o B 3 i R i SR
ml %k H CD19, CD20, CD22, CD33, CD37, CD40, CD52, CD70, 8% CD79. BT ik I8 Pt Ji th n] 1%
H Syndecan—1, Lewis, MUC1, MUC16, PSMA, Cripto, EphA2, EphA3, EphB2, Av integrin,
Mesothelin, TAG-72, CAIX,5T4, Folate Receptor 1, BT-062, SLC44A4, Nectin—4, GD2,
ED-B, FAP, GPNMB, gpA33, MET, IGF1R, TRAILR1, TRAILR2, RANKL, FAP, 8% Tenascin.

[0017]  {E—ANSEE 7 0, Irik S m) 46 B & bi k. Frik i fa ] LU s Dk, Jr
B v PR AT DL A4, BN PR SR s PR A — S5 22, Pk 8L Jn) 4R
H #& B Rituxan (rituximab, # Z & B $7 ), Herceptin (trastuzumab, i % 2k 8 H1 ), 5k
Erbitux (cetuximab, PFiZE 8P ) .

[0018] 7E—ANSLjii 7 &b, fridEe m2E[F 1 H a Fab, Fab’, F(ab’' )2, single domain
antibody, T and Abs dimer, Fv, scFv, dsFv, ds—scFv, Fd, .3#$1/4& (1inear antibody),
NG FHUR (minibody) , WU HLIA (diabody) , SR FHUA W (bispecific antibody
fragment) , bibody, tribody, sc—diabody, kappa (lamda)body, BiTE, DVD-1g, SIP, SMIP,
DART, 8k & — 42 CDR WIPLIAERMY) (a small antibody mimetic comprising one
or more CDRSs) .

[oo10]  fE — A~ SE il 75 % P, P ik BE [ 4R P12k B VEGER 1) ATWLPPR £ ik 7 B
Thrombospondin—1mimetics, CDCRGDCFCG (cyclic) 2 ik, SCH 221153 F EX, NCNGRC (cyclic)
Z Ik, CTTHWGFTLC % Jik, CGNKRTRGC £ ik (LyP-1), Octreotide, Vapreotide, Lanreotide,
C-3940 £ Ik, Decapeptyl, Lupron, Zoladex, 8f Cetrorelix,

[0020]  {E— AN T ZEHh, BURELK | B S B8 7 43 1, o Bk 88 ) 45 (2] 2 M- 12 sl H:
)

[0021]  {E—ANSEH 7 S, BT il G e 7 i) S B s ) o

[0022]  {E—ANSEHi 77 =, ik S 2 Y R 2 TLR Bk 78— AN G Ty S, ik o iz
A T4 TLR o 2> —ANECAA TLRL, TLR2, TLR3, TLR4, TLR5, TLR6, TLR7, TLRS, B¥
TLR9. AEF AN SEHl 77 270, BURER 1IN S iy 70 3, b Bradt S 2 15570 5 TLR7 AT
TLRS [FJHC A

[0023] 7F — A SEli 7 b, ik e % 8 Y ) 3% B Imiquimod, Resiquimod (R848),
IM02134, IMO205, MGN-1703, MGN-1704, Agatolimod, SD-101, QAX-935, DIMS0150, Pollinex
Quattro, OM—174, Eritoran, TAK-242, NI-0101, BB HER (Poly 1:C),CpG EE WA ZH
g, BT ER b

[0024]  FE—ANSEHt 7 =, il R AR Ak B IEEE, 22 IR, ol B et TR B

6
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[0025]  FE—ANSEHt 7 2, BT il R4 A 2w A e U I s AR B DDA R

[0026] AR BHIGHRE—Fh WA G W), HAL T TR ) S V6 TT 4 B )2 T HE 2 1
#h DL K — sl 22 Fh 2 2 nT e 2 KB

[0027]  FE—ANSEH 7 T, IR A G, 185 5B AT PTIR IS — 4k
VAT AT 8 B Ath 5 25 B U A5 BT g A P SE R | imatanib ERAZEE AR
W& EARARYT sminosine - 5 PHARYEE  FUHE MO R L 5 Fl R MEIE L FF 20 e e L 22 P A 2y « X Ak
KB K0 1 25 TR M R R yA T VKT A 5 P ALY | epothi lone . i 4EAS =LA
FUAFFE AL DOKFC B 22 g 2 R A GRF I ESHE A

[0028] AR BHIEHE AL —Fh—Fhif I 40 3 A= M3 10 0 v, BT Dy i 5 i 97 2
(R ks B V8T - B W A T e I B, S AT R ik — RS A TR
TR BT 5, L rb B (1) A0 M 24 A e e 15 BIVR T

[0029]  7E—ANSEtir Z R, BT IR 40 B8 AR P A Je AT S AR, s . HeH BT iR g
i A IS 5 i« LM B e A 4 Wi 05 A e A T e 1 ot g PR R e L
[0030]  FE— NSl 77 &, I IS (A A0 M 1 A % s A SEL R 400 L A PR e

[0031]  ZE—ANSEHE 7 S, B ()30 M 40 Mo 34 A 1 7 s LI i B A8 . E i — 5K
77 ST ik I L e AT ALk B FUIR R LAY G A TR A B e AR AL AN

[0032]  FE—ANSHt 77 2, T i (0 L M A0 8 A ek s A LIRS o FE T — AN St
JIT I 1 2L M A e % 2 PR ) M L e

[0033]  FE— NSl 7 &b, Pk VR TT o 1 B 25 S T 52 1 3 5 AR AR SRR T A
A2 AR AT P, BTk K5 AR IR T 257928 A A 58 25 R IR 8 A% TR
i AR PG SEIH R L imatanibEEAZEE FABEIIZ & AT  minosine | T PUARYE | B
R 5 JEUR R IE L PR A | 2 P AT R ER AR KRR KT S TA M B SR YA
WKABA T & VIR epothilone i 4EAS = WA 2 4155 25 L JE R 25 DK FC B &2y
WE\ 2R IE RF W EBPIALA,

[0034]  E—ANSil 7 S, BT I (PR RE VA 7 LS I Rs RO IR o

[0035]  FE—ANSEHt 7 0, BTl e N He R o AR NS T B TR iR T
AL FEID I B Je 40 ML AR 28

[0036] M ASCHRHE L HEIR , AL FEAS [RS8, A I BH 00 F A Ry fE AR AN A50Ks 2 2 1T )
DLERY o BT A iRy ST 28 4 i BH A S e AR o BH Al I AS R 28 73 BT 3250 SEETAG) A PR I
KR AR o FET AR FF A, ARSI AN G mT LS e FER A T 55 B As % A H
[ At 28 53 R0 7 75

[0037]  PH AT IA

[0038] & 1. Balb/c # Ry 5 4x10° eg 40 B s ST ysiE A, B 3 R R HR Ik 45 25—
W, X4 (n = 10) Pk 16 bmg/kg, Trastuzumab HLALH (n = 10) 5mg/kg, R848 40 (n =
10) 30ug, Trastuzumab fHEE R848 HiikZ (n = 10) 5mg/kg, SLH0 A 50 KR w2 frivfeg AR 4
g H 22—

[0030] R H]PEIR

[0040] PRGN MAE —SRAE B N 55 S B 52 R 45 B B E FH I e Pz 4 e, e B S Hh 1)
DhRERr R AE BRI T P AR R B T BT P05, R SRR 2 AR T B A4
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Jo

[0041] B SOIREH L S22 4 P K0 ) Th e de s B L S 4 SR 4 . AR FR T 70 74w, AR
DR M ] LU 7 1 — A AR, SR A MO R4l (plasmacytoid DC, pDC) Al E fEAEAH R4
Ml (myeloid DC, mDC) » M K&/ ™4 | RFHLE AR+ E L H 7 DL S5 e 4l
[F) (R AH EAE A3 A%, SR A0 AL A S84t ) V2 2 5 BINLAR IR [ A7 S 2 R0 P f e 2
AR, e R LR NKL T B S840 i 25 55 G i SN R i 2 L P 2 I ) DA R N 5 7 2, AT 78
I 9Rg IR B e PR R R 2 R T B DR (Liu Y], IPC :professional
type linterferon—producing cells and plasmacytoid dendritic cell precursors.
Annu Rev Immunol. 2005 ;23 :275-306. Gilliet M,Caoc W,Liu YJ.Plasmacytoid dendritic
cells ;sensing nucleic acids in viral infection and autoimmune diseases.Nat Rev
Immunol2008Aug ;8 (8) :594-606) ,

[0042] W} 53 & B VF 2 S K bk g L IR e A0 Sk, BT 0RE, B SRR TP A pDC Y AR VE

(Treilleux I,Blay JY,Bendriss—Vermare N et al.Dendritic cell infiltration and

prognosis of early stage breast cancer.Clin Cancer Res 2004 ;10 :7466-7474,
Hartmann E, Wollenberg B, Rothenfusser S et al.ldentification and functional
analysis of tumor—infiltrating plasmacytoid dendritic cells in head and neck
cancer. Cancer Res 2003 ;63 :6478-6487. Zou WP, Machelon V, Coulomb-L’ Hermin A, et
al. Stromal—derived factor—1 in human tumors recruits and alters the function
of plasmacytoid precursor dendritic cells.Nat Med 2001 ;7 :1339-1346) 1 Jf
J57 40 o3 vl D BRL 1~ 0 41 1T DC 48 i 18] e # (Gabrilovich DI, Corak J, Ciernik IF et
al.Decreased antigen presentation by dendritic cells in patients with breast
cancer. Clin Cancer Res 1997 ;3 :483-490.Bell D, Chomarat P, Broyles D et al. In
breast carcinoma tissue, immature dendritic cells reside within the tumor,
whereas mature dendritic cells are located in peritumoral areas.] Exp Med
1999 ;190 :1417-1425. Menetrier—Caux C, Montmain G, Dieu MC et al. Inhibition of
the differentiation of dendritic cells from CD34 (+)progenitors by tumor cells:
role of interleukin—-6 and macrophage colony-stimulating factor.Blood1998 ;92 .
ATT8-4791) o IXLER Al # ) DC A0 MU REAC BT 5 S e DhRe IVE A o A IR R W] Toll #52
T PN Imiquimod, Ml Toll #5214 9 a7 CoG 28 25 REW Rl W6 J4 32 1) pDC 74 1
T TEN 3 i H0 ) 8 1) &% & » (Dummer R, Urosevic M,Kempf W et al. Imiquimod in basal
cell carcinoma :how does it work ? Br J Dermatol 2003 ;149 :57-58.Miller RL,
Gerster JF, Owens ML et al Imiquimod applied topically :a novel immune response
modifier and new class of drug. Int J Immunopharmacol 1999 ;21 :1-14. Hofmann
MA, Kors C, Audring H et al Phase 1 evaluation of intralesionally injected
TLR9-agonist PF-3512676 in patients with basal cell carcinoma or metastatic
melanoma. ] Tmmunother2008 ;31 :520-527).

[0043] AU B Ke—> FI T30 7 JIes B9 B LS 1) 40 D 2% A B 4 i e 2 3 71 T e 1 4
PEIRTY 3 1, WA BRI T o> 1R AL I AR ] - e 7y 1 - W S R ERE 5. Bt
GaBEVRTT 73 T AEAR N B 1K RO 88 S e A A0 b e 4 e g VR A
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[0044] AU BSRBE— AL ) S B YT 0, SRR A N S5k AR AR, R AR T, R A
FEA ), e rp B0 1) £ A S0 e 1T R R i R S A i R A — 2

[0045] 1. HEpj4EH]

[0046] 1. 1. fJRg4E A5

[0047]  fiheg B8 2 JH e 40 O3 TR AFGS R S 1) 52 PR 80 B ik TR R 3 i 1 DA R SR I T
W, AIVETE R A5 EPRNZ AR AR BT AR B 250 S M T 00U T bR A i AR A AT R
15 5 10 % TR LI 5 8 B R ol b e 4 P AR R Bl e A T2, 1e 4 ik, A LR
Tt 5~ I 5 24 D AR A v T S 4 b 98 e L VR R e I R 1R I PR AT 93 U 9T, S BURR Oy F
BRI 25 TV R G I oRE o A SR TR ot v ek R 0 DL RE S0k CD19, CD20,
CD22, CD30, CD33, CD37, CD40, CD52, CDT0, CD79 ; Ifi £F 5Z /& I 98 =P Syndecan—1, Lewis,
MUCL, EpCAM, Herl, Her2, Her3, MUC16, PSMA, Cripto, EphB2, EphA2, EphA3, Av integrin,
Mesothelin, TAG-72, CAIX,5T4, folate receptor 1, BT-062, SLC44A4, Nectin—4, GD2,
ED-B, FAP, GPNMB, gpA33, VEGF, VEGFR, MET, IGF1R, TNFR, TRAILR1, TRAILR2, RANKL, FAP,
Tenascin. (Scott AM, Wolchok JD, O1d LJ.Antibody therapy of cancer.Nat Rev
Cancer. 2012 Mar22 ;12(4) :278-87.)

[0048]  1.2. ¥ayF ML

[0049]  Ifi K b s Bh (122 40 <Ri tuxan (Rituximab, R 28 551 ) , & A R EIUA, HkK
1697 BAMARE e . EIEHTERE T B 4R I CD20 FtJ5i, 90 % UL L B 41
AR AT B DR A R IL . Rituxan &5 CD20 4G 1L CDC F1 ADCC 51 % B 4 Ml i, [w] i
AIAE 25T N AR EL A0 i XS — R4k 24 ) 40 e Pk UK

[0050]  Herceptin (Trastuzumab, -2 ERPAT) 2 AIRALII BP0, 1FHAENRBERK AT
SR HER2 (R L AR X 4K, 2596 -30 %6 [ FLIREEAT KA. Herceptin HTAEAEAIA N2 1) 4
HER2 52 AR 25 1, # i) HER2 F L N 15 5 F Bl i, 5 SR T2, 2) 5 il e,
A AHPTARIR ADCC FI CDC 5% P88 41 e

[0051]  Erbitux(Cetuximab, P44 & $.470) & N BIKGHUMA, 15 1ER A KR 732 4
(EGFR) o Erbitux 55 EGFR &5 R i) HA% 5 4% T G I, 3572 o 40 O S5 0 42 28 4 4% L S i 8 A
B F EGFR 15 5 4% 1 18 % w] W5 s AL ST 25 RSN VR T T T 2K

[0052]  Avastin (Bevacizumab, WU ERHT ) J& A JEAL B SR T, FOAE AT AR U I R A A
¥ (VEGF) . &5 VEGF 55| VEGFR 15 ‘54 T, 45 AL 3 Z0 il b8 i) 37 1L A2 R
[0053]  1.3. H'Edilk

[0054]  H A LEAIF A B AT XS b g B0 = Va7 MR BT 25 WA 1R & S 5 3 i 8 7 T L
CD19, CD20, CD22, CD33, CD37, CD40, CD52, CD70, CD79 B yulEHiik A H T8I L s
HJPL Syndecan—1, Lewis, MUC1, MUC16, PSMA, Cripto, EphA2, EphA3, EphB2, Av integrin,
Mesothelin, TAG-72, CAIX,5T4, Folate Receptor 1, BT-062, SLC44A4, Nectin—4, GD2,
ED-B, FAP, GPNMB, gpA33, MET, IGF1R, TRAILR1, TRAILR2, RANKL, FAP, Tenascin Fi{fx%s,
(Scott AM, Wolchok JD, 01d LJ.Antibody therapy of cancer.Nat Rev Cancer. 2012
Mar22 ;12 (4) :278-87)

[0055] "R HIZS T LAMRT PR 73 IS BB AR R BT MDA -

[0056]  1.4. HifkF B AR 1A
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[0057]  FER A2 T n] H PR DR DU AR G5 15 19 25 Bl e AR T 3C LA K LE AR BIF S 1 Jh 98 4
R

[0058]
Pk gt BRI
scFv CC49, ERBB2, Ley
Diabody Ley and TAG-72
Affibody ERBB2
Minibody CEA, ERBB2
Protein-Fc Angiopoietin 1, angiopoietin 2, VEGFR1, VEGFR2
Intact IgG CD20, (D33, EGFR, ERBB2, VEGF
IgE and IgM GM2
Drug conjugates CD30, (CD33 and ERBB2

Loaded nanoparticles A33, EGFR and transferrin

Bispecifics CD19 - CD3, EPCAM - (D3, gpl00 -CD3
[0059] W] &5 & PLIR PR B W BT 44 :a Fab, Fab’, F(ab’' )2, single domain
antibody, T and Abs dimer, Fv, scFv, dsFv, ds—scFv, Fd, B.38$1{& (1inear antibody),
N TP (minibody) , XURF AHTAA (diabody) , XUFF S+ 9114 B (bispecific antibody
fragment) , bibody, tribody, sc—diabody, kappa(lamda)body, BiTE, DVD-Ig, SIP, SMIP,
DART, 80 & — P EZ A CDR WIFLAEAIA) (a small antibodymi metic comprising one
or more CDRs),
[o060]  1.5. H'EwHr g & M 7> 1
[0061]  BFFTURIRVE 2 2 IR 73 1 % e 14 1A 4R FH A0 I e L7 77 T RV 40 i 38 T I 3R 52 1
o R I 5 TS VEGER ) ATWLPPR 2 ik A BE, 8 FI4E CD36 ) Thrombospondin—1
mimetics, & Integrins avb 3and avb 5 [ ACDCRGDCFCG (cyclic) % Jik A1 SCH 221153
F B, /E H {E Aminopeptidase I ) NCNGRC (cyclic) £ ik ; /E I 7F MMP—2and MMP-9 ff)
CTTHWGFTLC AT Lymphatic vessels () CGNKRTRGC £ Jik (LyP-1) ;7 40 i 2 1 i & 2 14 -
H omatostatin receptors HJ Octreotide, Vapreotide F1 Lanreotide ;Bombesin/GRP
receptor HJ C-3940 £ ik, HRH 524A 1] Decapeptyl, Lupron, Zoladex, Cetrorelix,
[0062]  JE4FK,Folic acid MAFFRERESIATE H, MRS — M/ FYEA R, L4 i 2
T o IR A0 7y R, AR TR AR R RIS M RS2 K (FR, Folatereceptor) LA
{5747 1 A2 8 PR B R SCHF 40 i 702
[0063] % ¥ 7% BH FR 7 [ eg 40 Jfa 1) 3 08 LU 1E 65 40 e =y 20-200 1% LA b, & ol v i s
FR FRIEZ77 Jl 2 U 595 82 %, AE /N4l il 66 %, B 64 %, 4517 34 %, FLIIE 29 %,
(Xia W, Low PS.Late—targeted therapies for cancer.] Med Chem. 2010 ;14 ;53(19) :
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6811-24) H 5 b RZHIR HZNRIE MR R R B AR 28 PR R B2 IEAH SR o FA W] LU 1 41 o & 1
) FR /3N AFVE TR FA R AN, 10 FA S FOREE 5 258 B FA 55 WHEAN 41 AT
INDREF iR BESRAN ), HAERR T 25 (pHAEA 5)FR 5 FA Jli &, FA JF4F 25 MR e 40 i i
Mo
[0064] 1Pk W] LLA X AMEEE 259 R ekl Bl PEMEBGh I an il . MR 7 1 B/,
%%T%‘T&F Fa e Ve, & A AR, BN 5 24 B TR  TR) PR A 2 B B T 28 2
T, LA FA 8B 1] 73 F 1 i) A% 3 R G i o v yT s M A i 2 — . B RTAE IR PRI 5
E‘B’J EC145 (FA LT 25 WMB IR AW ) e A B4l e (Pribble P and Edelman
MJ. EC145 :a novel targeted agent for adenocarcinoma of the lung.Expert Opin.
Investig. Drugs (2012) 21 :755-761)
[0065] 2. FHEif I
[0066] 2. 1. TLR EcfA
[0067]  Toll like receptor (Toll 5244, TLR) bt 5 40 i 5 2 fAsE = HU 52 A4 AR L
IR Dy e i A 4 B AR, TLR Al I RO 40 B L RO LR R 5 S TR ST B9 R A S
Iy TR (PAMP) T4 3R S A, SRR 5 40 B 7 AL AN Tl e R4 o
[oo68]  FPLAEN 1k, —HLA 10 A AJRT 13 A B8 TLR ZKBEARGEA A I e AT AE 40
W 70 TLRI\2.4.5.6 RI& T4 i R 1, TLR3.7.8.9 {7 {E T4 Mg (¥ fg N 14
(endosome) » ‘EATIYJE T BUESIREE H, HMIAR X (550-980 D2 5K ) S IREBNI N X (&Y
130 PN AR ) 3 > 4R MUANX E &R @R E L7 (LRR) , BEPUn o A B 73 s L X
A Toll/IL-1R(TIR) PXIE, 42y B PR ST W 8 H BUAR 7R X, i B e 7 UM L
TEM# 3159, 15 95 Lot
[0060] T 4F K LA TLR 4y 48 i) 2590 A 9 A7 S B 1) k&, it 1k TLR7MYDSS {5 5 ik
125 S TFN a | TL6 A TNF a fR A R S e i 25  FUIET 25 W0 1) TLR7/8 B [l S50 771
Imiquimod A1 018 o 1l R — B8 56 1) Resiquimod (R848) (Hemmi H, Kaisho T, Takeuchi
0, et al.Small antiviral compounds activate immune cells via the TLR7 Myd88
dependent signaling pathway.Nat Immunol, 2002 ;3 :196-200 ;Panter G, Kuznik A,
Jerala R. Therapeutic applications of nucleic acids as ligands for Toll like
receptors. Curr Opin Mol Ther, 2009 ;11 :133-145. Kronenberger B, Zeuzem S. Current
and future treatment option for HCV, Ann Hepatol, 2009 ;8 :103-112). & Xf TLR9 #[
A IMO2134, IM0205, MGN=1703, MGN-1704, CpG-ODN 254 Agatolimod, SD-101, QAX-935,
DIMSO150 %5 ;TLR4 tH & AT B FE fi 2 — AL [ KB 93 25 ) 5 B IR 158 5T A R 1)
Pollinex Quattro, OM-174, Eritoran, TAK-242, NI-0101 £:%&
[0070] R4 2E T CLARIE R I PR AT 2R ARAIE 53 BB I 25 Al 42380 TLR 173 BL R
AR F I TLR A RIS RRE

11
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TLREC & TLR 1857 H Y.

BCG TLR-2 Bladder cancer

Zymosan A TLR-2 Glioma

Ampligen TLR-3 Chronic fatigue syndrome, HIV
[0071] Poly I:C TLR-3 Mesothelioma

LPS TLR-4 Glioma

MPL TLR-4 HPV vaccine

Non-small-cell lung cancer vaccine

Resiquimod TLR-7/8 Hepatitis C, Herpes simplex virus 2

[0072]

ANA975 TLR-7 Hepatitis C

Imiquimod TLR-7 Basal cell carcinoma,
Squamous cell carcinoma, Melanoma, Vulvar
intraepithelial neoplasia, Cutaneous lymphoma, HPV
vaccine, vaccine for melanoma

852A TLR-7 Melanoma, Chronic lymphocytic leukemia

CpG 7909 TLR-9 Non-Hodgkin 1ymphoma,
Non-small-cell lung cancer, Metastatic melanoma,
Melan-A peptide vaccine for melanoma

CpG 1018 ISS TLR-9 Lymphoma

CpG TLR-9 Lymphoma, Glioblastoma

[0073]  {EIHRZBR I TLR ZX M i 7, TLR7/8 HA IR iy R AHALRR 2, 5T 45 SR LMY ssRNA
FidiAy5E4k (Diebold SS,Kaisho T,Hemmi H,et al. Innate antiviral responses by means
of TLR7 mediated recognition of single stranded RNA. Science. 2004 ;303 (5663) :
1529-1531) o TLRT HRBE /N BRI FTAIE S, TLRT M TLRS #8975 YU P 3E 2, %52 44T )L
A BURE RNA S B I O 2 0 75 1, WA, i 55 (influenza A virus) KIS FIE 2 s
(vesicular stomatitis virus,VSV) . Bt #b TLR7/TLRS 3E 1] TR 5 K Mgtk / K s By |
WK I BETEE /R-848 WK MEWERRK /S-27610 Y& & 3L 72 \Bropirimine 258 . R848 J&—Fl /111
G P50, e AT LAl I TLR7-MyD88 46 115 7 52 Gk B0 Ho 5 40 015 3 40 it BT -1 ) 7
A, HAT I AN SR DR SRR 20 JHO T 3 40 i 1 440 i A FH A B R 008 ROTR A 7 A TRN- L
fih G 2 H 440 CD40, CD8O, CD86, 0X40— {4, 4-1BB- EifA, GITR- ik, CD70 1EH] .

[0074]  Eid TLRS W] LA B R 40 Mo kr A2 mDC 7= A2 TL-12 A1 1T 8405, i —
PAL-7- AT LAARAE mDC LN BE, {82 NSRBI 52 / RAE Th2 e N BIPUIHRE T Th LA K 4i i 55
SN o A AR, TLRS 0 1 mDC 3R] LKL DRAE I i Jed 40 B Ak BH 52 52 25 rbeg ok e U 1)

12
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CD4 FHYE T 48 0 A1 CD8 BHE T 482, TLRS i&w] LA Bl T 28, TT 28 MHC 43+ LA S IE R+
i CD8O A CD86 X141 LI i mDC FIFEAS piR s v T ML BE Jy . TLRT BEASHEGS pDC JF
LEMMRE A B T = A K T BRIV 2 S e i 1, IR 28 ) 30y IR ml LAk — 2
Wil mDCo TLRT 0 K pDC 3B W] LUE T BT P ML R > 140 GITR FE AR5 1 NK 4
L, 00T B NK 40 B 33— 0 % 05 b 8 40 i O D B SR A0 I A TR R SR BE IR i s 4
Jf, A SR Al i B HRZ H .

[0075] DL TLR AEEAT, 6| S80S TLR RISBAE TLR 15 538 % , AUE R P05 K6
I AN, 1 B AT R 25 vt A W H IR e L E T NSRRI B i) 2w e
A A2 ) R AN [F] PAMP 32 4 DI B A= V) o sl B B AT A . 5 T JATTH TLR Al
WS40 I A ) 27 I B A, FH T P 5 B Ve R 7 Jes i 1) iR BRI 5 | S 4 A% R IR
B EOR TR PR — 2 AR PR .

[0076] 2.2. H'E immune modulators

[0077]  H A5 TLR AH A B — ZR PR U0 32 (R A & B TLR - RNA M2 5E B RIG 452 14
(RLR) F11NOD 521K, 5 TLR AN[E 2 AR E T RLR B2 G4 RE 51 & 1 4 TFN (3R 15, 1f
ANETEHE TL-12 R TL-23,  H A AR BSOS e 554 57 triphosphorylated
RNA, Short dsRNA5’ triphosphate panhandle-like RNA %%, 1fj & BLAEASIHTT NOD FE52 1k
K 5 55)E lipoproteins, PGN, ssRNA, uric acid, ATP, alum, asbestos, flagellin,
[oo78] 3. {HE EERT T (Linkers)

[0079]  H A H BB BERL 70+ HA MLVE P IR MR 48 e PN 1 M B 55 o ) % it
YER WI#%% (Hydrazone) (Carter PJ,Senter PD. Antibody—drug conjugates for cancer
therapy. Cancer J. 2008 ;14 (3) :154-69) . HAGH WS M/ER 14 Ik5E (Peptide) (Carter
PJ, Senter PD. Antibody—drug conjugates for cancer therapy.Cancer J.2008 ;14(3) :
154-69 ;Sanderson R]J, Hering MA, James SF.In vivo drug-linker stability of an

anti—-CD30 dipeptide—-linked auristatin immunoconjugate.Clin Cancer Res. 2005]Jan
15511(2 Pt 1) :843-52) 5 LA 37 2% F0 40 B 40 A0 38 J50IR 2% 30 47 = i A 4 19 — Wl B
(Disulfide) (Carter PJ, Senter PD.Antibody—-drug conjugates for cancer therapy.
Cancer J.2008 ;14(3) :154-69. Chari_RV. Targeted cancer therapy :conferring
specificity to cytotoxic drugs.Acc Chem Res.2008 Jan ;41(1) :98-107) ; it H fig
g B FH M N 2 1 5 A R R BERE (Thioether) (Carter PJ, Senter PD. Antibody-drug
conjugates for cancer therapy.Cancer J.2008 ;14(3) :154-69. 0flazoglu E, Stone

1J, Gordon K et al.Potent anticarcinoma activity of the humanized anti—CD70

antibody hlF6 conjugated to the tubulin inhibitor auristatin via an uncleavable
linker.Clin Cancer Res.2008 Oct 1;14(19) :6171-80.)

[0080] 4. Hi&

[0081] Az BHIE AR AR5 IR N B S e IR N T3 vk o 2TV B AR AP IR At e 4 e 5 4%
Y3 TRk, SR P R A e B R R Y

[0082] 4. 1. ¥A¥7 &

[0083] AR BHIFVGETT 43+ ] LA TE 7 0/ B 05 4t Mo S 5 S B o A8 SEE T &
i, A IR ARARSERE Va7 B T TR JiE o
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[o084]  ASC A fd IR “ XF % ” AT LURATAT— Rl FLsh A, a0 A RACKZ P KB
A 2R 5 R ARSE SRV BR B, B ML T T, BRS8N

[0085] AL A B A FH AR A b R B2 IO ORF 7 kg KR A S S L R 5, BRI i
NEE, B i S TR s R FE B 8 I B % o — J THI, A DG T B O S e T A E . £
PRIE I 7 T, A I 75 B A S A T

[0086] A< H A FH (AT 4t o 7 B DRI 2 HR AR X S8 A8, A AN 52 45 1 Bl
AR (BT EZEH ) vl USRS B AR S5 & A, ForP g vl LU AT DAAS
SEIEAE . AE— 77 THI, 40 i 5 B A o A S R AL

[0087] £ 55— 77 THI, 40 Ma S5 B4 AR B ) e S R B AR o 7B 9 — 5 T, 4R =
RGP AR . 2 PR YT B RE SRS (AN R FL MR Wi 25 W B W i MR
B SLIE AT A BRI B TR e s SR 2 R M S IR S AN e (1 s (chronic
myelogenous leukemia) . IfILV& 987 « DL A bk E0 g , A, 5 70 320 5 Jot 2 i 9 i) G e 2H 2R sl 2%
B R B MR AL RN R T S P R R DR . E— 7 T, “HT A
JE 4L (precancer cell) B“JERTHHIIAIML” (precancerous cell) SAaRILH 4 HHf BE
AU S0 A2 1) S MG TR R A o 5 53— 77 T, ““ e 40 I 1 e T 0 T A SR IR HE SR i A T
W IATE AN . AE— I T T, e 40 MO B T A R AN M d ok ZH 2R AR (49 vl AU A
A) WLy R R E o A6 I3 — 77 1, Ji 40 M e iy 300 1) 40 s i R 6 1
THRICY R E o

[0088]  ASSC A BT A ) “ I B Al ML S FR AN BR A E A T I TE A 4 . AE— T T,
I 0 /b R4 B R B, B B # /D s R R i Kn] DL B B PR 8K
Pivs o DL, 1E A0 AR IR A B4 M R oG -R s I o

[0089]  ANICH TS A I#) “ 5 4h b fih 7 J2 ¥R — Rk S W L & V) AL G ) S A T L
P, B B S W AE 40 M Py 5 S A SR I AR 3 R M I O

[0090]  ASCH A AR « B v 7 R AR XA TR E A B 28 5 R IE AL B Y BUA T
WEW . P, B 7L ARR G TR T AR — FE AL & o B, 48 FH AR R B
TAIT 1 B 25 2R BRI A2 (K B R BT AR, SR IR I B B S 45 2. R
—ITIEMB A RIT AL, G B 2 ME L S AL & 45 24, IR AL G R RML S N
BT BRI E. £ IRETT T, AR B BETT 2 TSRV S A S AR B R
N_E LB AR IT A 2L

[0091]  ASCH FTAE I “ Y8y 7 Ut AH T oA S AR ST 1) B R IR Ak 2R
HRT, I H AR AR & IR TT 53 145 25 UL SR B30 ROE I i A2, IR BT e
BRI BRI i AR BT

[0092]  7E—TJ7 1M, V77 Jes ik 1 5 SR A2 Ihgd ST K198 0 o Ieg ROST BR8N AR A R A < g Vi
1B AET)—J7 1, V8T FAE IR 45 B2 e AR RR B98N o 53— 7 T, 167 e 1) 45 SR 72 g
BRI o 87, VR IT A R 45 B A2 71 120 B i 2 g Ak ) HL e A Rl dts B A R 5
Bt B b

[0093] £ 5 —J7 1, G R e I 45 R IR T Ja R R AR B S Az I ) 5 Hesz 1
BARKINBFAH A BT ine 78 55— J7 10, Y607 e I 45 29097 Ja N S NREE P2 A2
A [R5 RS2 1677 I ANBEAR LA PR 76 55— J5 T, YA T T il I 25 B2 897 Ja IR &%
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(R NFE R S A A7 I 1) 5 B2 A AR A R I 4L &4, BRI 245 B2 B2 1 3h 2R
BT A B VR AR LU BT IS I

[0004]  7E 5 —J71H, a7 R E I 5 RO IR T Ja A R AR RIPE T2 5 REEZIRIT A
FEAHLLA P N L85 —J7 1, Y87 RE B 45 A2 1097 5 BN R I NEF I 582 A A A
R EINA Y, B 25 2% ERT 2 1 28 R BT AR B S — TP VR I N AHEC A T T
148

[0095]  7E 55— J7 [Hl, Y7 e () &5 SRS e AR AT B A o 78 75— 7 T, YR 97 BRI 40 e
A g T 5 R R 40 R P AR KA I A R S — ARk T D, IR FE AR T SRR R AE TR T
fFikEMEA TR K.

[0096]  7E 55— 7 IHI, Y97 BRI S7 400 358 A s 1) 45 SR 2 4 AR 8 A ) T B I BRI 76
Ty J7 0, Y897 BRI 40 L HG A P 5 (1) 5 S A 1 AR 40 ) LA BT BRI

[0097] £ 55— 710, YA 7 BRI 40 e 5 M PR 25 SR 40 T S i MG TS [ s DX S R T
(RIS o A5 55— J7 10, Y697 BRITRT 40 M S 0E I 45 SR 2 S AR IR TR A I 48 1
e LA P T B

[0098]  ASCH AT AT “ e #e ittt ” i s R Ml TAE R — B b b AE 5 — B A rp L
S R IR R A o A6 — 7 10, A B RV A A 4 O A o A8 — DRI 77 1T, AR BH YR 97 70
B 2GR AT RESZ I Eh SR AT A A ok B bt s A e e i AR AR L T AN
IEF YA ER o A, W R SRR AE AR A rp R AR AR R T AERF AR B ol iy 9 4, )
AL THEAR B iz sp e Bt R 2B THREKR A o SEPLE N, i SR AERF IR A PR A1)
PR T b i, WZ R IE M R A a0 R REAR A T R A2 K T 10 4%, i3
PRIEFE L A s EARIE R, KT 50 £ s SEARIE A, KT 100 i stk by, SRR A
KA R TAEREAR B A= (1) 1000 £ 40, Wi S5 150 40 e AH bL, 40 e sb Tk 2B 7E
e 40 M R IR 2 T A, W40 B AE T AT DA RR A e e et ke AR T dn b

[0099]  FE— 5[, $& e — R A A (Hlan s AREZ IR ) I 77 10 AL B T 1 1
Koo FE— 7 1H, $& T 7T B I — 4 o4l G4 10 BE RS i e A

[0100]  FEDLIEI J5 [, A RCE AR AL G4, BIL 25 B2 E T 452 1 3 2R A Bk
TN IE AR S5 REE. MAEHETASEN—MLEmEdi)E, ABSK
T 10% B IEH 4 BRAET, WA TT A R ZA SV IEF 4R AA B84 it Wil
BITASEN—ML AW 25 )5, 5T RT 10% 1 I 40 MIE T, WR 7 A3 & izt
G B I A S ). AR5 U7, AT S S s,

[o101] 7R HAh Ty 0, A B IKIVETT 73+, B 259002 mT B2 1 3k SR L BT A=) T LA
55 RS IGTT IR A 4 2. R PSR 9T LU R A B O R I
I EPUAER B E 25 3R D e /B E 1R 2 o) R AR O A0 SR (4, e
I ) B E SR 2 . FERIE I [, Frid Ak 267 250 ] DU HANPR T, fih 3 5 55
TV 25 BT w) M AR PE SEHH R M. (imatanib) Co (BRAZER ) IRBEEE AL & AR YT
minosine. [l §E il 7 (araC) b— HIRMERE (5-FU) . 2 MENS MTX) \ R R W (RN ) ik
B (AeEEAR ) IR KRR S A MR e VA T IRFETE g R (P ) |
epothilone. i 4EAX (navelbine) . E-W il 24 % % (daunonibicin) JEZE 1 2 DK FE &
B 220V 2 R (PI& R ) KR E S A 2B E7E www. cancer. org H i 4
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(258 . L6 55— J7 T, Tk 55 Mk 253077 254 mT DLZ 48 M B85, 91 4 G-CSF (R 48 i £ 7%
FIR T ) o £E5—J7 T, AR B BIRTT 00 1, S 2532 FRT 2 (10 3h R BT AR
ALV TR A . (B — T, AR AIIETT /T, s B TR 2R
L) BRAT A T LA BRUE AL 22 T A B B 4R 2, PR 257 A& B (AR
CMF ( FRRA LR « PP ZUE DA T 5— JRUFRWEIE ) CAF ( BRRAREE A B 25 25 A 5— JRURMEIE ) JAC (]
FFZAIABEEENL ) JFEC (5- JRMENE . K R LL B AIABEEENLZ ) JACT B ATC ([ 5 25 B I
FUEAZEE ) « OMFP ( IAREEERZ « FF 20 na: L 5 JRUR M e Rk JEAR ) o

[0102] 46— 7 1H, AR IEIT 7 1> B 2538 2% bl 852 11 36 RAUA) L s AT A4 2 D
— Ph A IE NI 25 24, 2R B (1) ) % TR DK —FA T A RGE Y (0, A DI ok 0
I AR R TR G L YT BRI 40 M S A TR S5 SR BT 7 R T AR IO 0K )
KEHREIT 70 1 SR 2522 Pl 2 (0 2h A S A, (AR STy ) b
(IR SRR R I8 (B, i & A R 2SS ) St

S THE

[0103] " ICHRME T SHife] LAk — A 2845 1 B AR i B AN TR RF AIE o 33X 4 SEZ it 451 30 258 481 15
X TSR AR WA 7 X ST RA9) X6) 1 SKORGP A e AN J R i o

[0104] AT B FRAG AREAT T KR SER:, R EER TR B A Trastuzumab 5 TLR7/8
BCARUEAT TARIRAL S, X LR R A G 2530 5 Trastuzumab AHEC HLAA 5 ), 52 9 PP es " 4
[0105]  Sijiffsl] |

[0106]  HT HER2 NEALHLIA Trastuzumab R B AR TS CAS Fkl 180288-69-1
il Carter P Z& 7 Humanization of an anti-pl85HER2 antibody for human cancer
therapy” Proc Natl Acad Sci U S A 1992 ;89 :4285-9 /» Ff I3 A\ HER2 BT % ) K741
BT . ik Trastuzumab ERERAZ X FLR (Her—2VH) SRR A X FE A (Her—2VL) f& 4>
BRI R (B A ] ) o Trastuzumab H A B HE A A2 X 2 5L/ P41 4 :Glu Val Gln Leu
Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala
Ser Gly Phe Asn Ile Lys Asp Thr Tyr Ile His Trp Val Arg Gln Ala Pro Gly Lys Gly
Leu Glu Trp Val Ala Arg Ile Tyr Pro Thr Asn Gly Tyr Thr Arg Tyr Ala Asp Ser Val
Lys Gly Arg Phe Thr Ile Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr Leu Gln Met Asn
Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ser Arg Trp Gly Gly Asp Gly Phe
Tyr Ala Met Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser.Trastuzumab T
KRBT AR X S L P41 K :Asp Tle Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala
Ser Val Gly Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Asp Val Asn Thr Ala Val
Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile Tyr Ser Ala Ser Phe
Leu Tyr Ser Gly Val Pro Ser Arg Phe Ser Gly Ser Arg Ser Gly Thr Asp Phe Thr Leu
Thr Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln His Tyr Thr
Thr Pro Pro Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys

[0107] A Ht Mk, 8 15 52 X 25 P & Bt 1R 95 Hieter PA %% Cloned human and

mouse kappa immunoglobulin constant and J region genes conserve homology in
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functional segments. Cell. 1980 ;22 (1Pt 1) :197-207 HJ 3¢ ®R F1 Ellison JW 2§ The
nucleotide sequence of a human immunoglobulin C gammal gene.Nucleic Acids
Res. 1982 ;10 :4071-9 [ SCHR M IEH ASM R 3 B3 5ol o fE 2 X R PCR 741514 -
HREEZ X HC sense :5 ‘~GCT AGC ACC AAG GGC CCA TCG GTC TTC C-3’;HC antisense :
5 ‘~TTT ACC GGG AGA CAG GGA GAG GCT CTT C-3’ ;¥BEIHEX LC sense :5 ‘~ACT GTG
GCT GCA CCA TCT GTC TTC ATC T-3’ ;LC antisense :5 ‘—ACA CTC TCC CCT GTT GAA GCT
CIT TGT G-3,

[0108] SR RT-PCR X N4 G 14 T RE AR BEIE 52 X FE ] PCR 7™ ) 48 B I bl e I L vk 4
AIRIOF e ) pGEM-T itk (Promega 24w ) ™, MU FFEIE G AR T IEMIR) e, =
WEEEX @IS A :Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser
Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu
Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala
Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser
Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp
Lys Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro
Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu
Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg
Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp
Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro lle
Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro
Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe
Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys. FHEMHEXHEEE
BR e A :Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln
Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln Glu Ser Val Thr
Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala
Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro
Val Thr Lys Ser Phe Asn Arg Gly Glu Cys.

[0109] DA Her2-VH AEEEI AT CH 2R A4 AR 1 B & PCR & i N VEAL LA B BESE ], S .
AR :95°C 15 438 ;94°C 50 F#5,58°C 50 Fb,72°C 50 FF, 30 AME A ;72°C 10 5308, JFAE
I PCR () B FERE A ) 57 3t 2 BRI BEAT 55 Hind ITT FIE 5 PEIER 41, 37 I & A fH iR &
1B TAA AR BIBEAL AL BcoR To A5 5 AREERPHI MY :ATG GAT TTT CAG GTG CAG ATT
TTC AGC TTC CTG CTA ATC AGT GCC TCA GTC ATA ATA TCC AGA GGA. )& 35 Ha bkt ke i
UK PCR 471574, [ 5 455 JF 5a e 31 pGEM-T A, §ifi it BH 14 ve eI P o kit il
JPIEfRE ve A Hind TIT FEcoR T B, 203 g b it s v vk Al Ak [P S N YA B A 8
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Bt Her2-VH-CH, 5/ Hind T1T 1 EcoR T BgVI BTk pcDNA3. 1(+) (3£ Invitrogen 24 H)
P ) AT R, MR VEAL ERE B RIS BAA peDNA3. 1 (+) (Her2-VH-CH) »

[o110] DL Her2-VL ZERIAT CL 44 4 BEARIH i B8 PCR & A IR PUA R RESE A, [ MV 2%
8 :95°C 15 4341 ;94°C 50 #5,58°C 50 #,72°C 50 #, 30 MG ;72°C 10 434h, 133 PCR
P4 Her2-VL-CL, . 57 ¥ BRHIBEA 5 Hind  T1T R E S HKEERI PR, 37 S & A B IR &
1125 B TAA FH PR IBEAL 25 EcoR 1o 15 S IKEEBIFHN :ATG GAT TTT CAG GTG CAG ATT TTC
AGC TTC CTG CTA ATC AGT GCC TCA GTC ATA ATA TCC AGA GGA S RTAHIE . ikl IF #
[f)5efE A Hind TTT M1 EcoR T g, 285 Ta b it I vk Al A [ e AUk B i 42 58 v B VLCL,
5H Hind TIT F1EcoR T BEVIRIFR pcDNAS. 1 A (Invitrogen AN P78y ) BEATIESRE, /4
TN IR R FAZ R IR AR peDNA3. 1 (Her2-VL-CL) .

[o111]1  SZjitifi] 2 AJEAL AR R e R ik H

[0112]  pcDNA3. 1 (Her2-VL—-CL) Ji Ri /2% 4% 40 M 2 76 41 2R 4% 9% I vp 32 Ff 3 X 105CHO-K1
4 g (ATCC CRL-9618), 41l M ¥ 3% 25 90 % —95 % fill & I 3E 47 & Y. WUIR & 5 ks 4t
10 1 g (pcDNA3. 1 (+) (Her2-VH-CH)4 1 g, Jit F¥ pcDNA3. 1 (Her2-VL-CL)6 1 g) F1 201 1 1
Lipofectamine2000 (Invitrogen AT =&k ) 2RIV T 500 1 1 LTS DMEM 3553, i
B 5N KL 2 FRARIE S, IR E 20 28 LIE DNA- iR R A R -S4 R, Hi IR A 3ml
JCIMLTE IF) DMEM 35 72 2555 #0355 7 L () 3 IV 855 75 585 28 5 1 T Ry DNA- JIig iR 2440 i
ANFI R, CO, AR 1527 4 /NINHE AN 2m] £ 10 % ML £ DMEM 545973, & T €0, 48
kel . FEYLIAT 24h M08 600 1 g/ml GA18 LRI FEHL 6 vk i - Bt G418 M5
W o i 12615 B () v 2 va B G UG B 92 554 K35 9%, H Protein A SEAIAE (GE A#] ™ &)
Gy B AP, 5 fa LU AMRIGE E & .

[0113]  SEJfifs] 3BTAcore R MHPLAASER 1

[0114] iz HH Biacore T100(Biacore AB, GE Zv#) ) £l AJEALPLIA Trastuzumab (155 F1
1B B NPEALPUA Trastuzumab B 24N 456 5 M5 LGS A (GE AF)) |,
KPR her2 B ATE PBS/0. 05% TWEEN-20 2575 71 CHR B AN R IRIVR B2 (2 i EL IR FE A
FE), L5010 1/min Bt S BIKKE A 2 f5, H 5u 1 50mM EhER /K LA 31 1/min
(IR DR, TRk B8 (BRI e A I LA BBl k. A BIAevalution 3 A4 (T100
evalution 2.0 Jit, GE Healthcare 22w ), WILAELR P FIHVE /3 45 A i 26

[0115]  SZjif] 4Trastuzumab—R848 {H L 2%

[o116] = A N- 55 55 B8 H e W s A -3-(2- mb 2 AR ) - TN ER R (SPDP) (P3415,
% HE Sigma 2y F ) ; % 7 M B (DTT) (233155, Merck 24 @ ) ; #8 J& B 0 & Amicon
Ultral (UFC901008 15ml, 10K, 2 [E Millipore 2 # ) ; 3% 1 JZ #7 £ Ni-NTA Superflow
Cartvidge (QTAgen /A7) ) ;R848 (Invivogen AT ) o Hi4K Trastuzumab 5 R848 HIE BLFE T
Ab PR N ARSI U

[0117] 4% R848 [¥] SPDP fi74=4 R848-PDP, B & 1 R848 ¥ T 2ml [ 0. 01mol/L &
el (PBS pH = 7.5) H7, % n(R848) /n (SPDP) = 1/10 [FLK}EE/R ELAH, vF & 75 221
SPDP &, SGA4 HVE T K S, X5 T 25 C L2184 T S BEIR) SPDP J3 il i+ A&
R848 [KIT IR ZE Py T, 4k 2L 2218 i HE 30min J5, B0 10000r/min 30s, ¥ R848 [#] SPDP fi7
A0 JE B IS OB IE B OV, N 0. 02mo 1 /L R ZE 7 (5 0. 15mol/LNacl pH =
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7.5),3500g,4°C, B0 16min, B =K, LAEFRF R 1K SPDP, RI4F R848-PDP, ¥ 45 & 2ml.
H DTT ¥E005E 28 (55 SPDP BEJRLE, FF (Rl BEAE A SDS-PAGE Hiyk. R848-PDP iZEATAMIIN
il £ s & R84A8-PDP YLUE 7 B T RIS ER SR 2 Pl b, I DTT, A ) N AR Z h DTT [ 2%
WP A 50mmo1 /L, 25°C 248+ 30min 5 H 0. 02mol /L BEFEZE M (£ 0. 15mol/LNacl pH
= 7.5) BLPERR 3 K, LLEER DTT HHBURESBRZZ M, 1% — 2 1843 31 R848-PDP 3 IEATEY)
R848-SH, —HRABELY) Trastuzumab—R848 1) 4% 724 Trastuzumab JI DTT 45 3 —h% Bt by
24,75 0. 01mol/L ¥ PBS H ) R848—SH 3. R 5 AL B i ¥ Trastuzumab V&4, iR A 4 /M
[0118] st 5Trastuzumab—TLR Bt AA{E EEAA PN i 156

[0119]  BALB/c # 40 H, 8 FIWSHELE &1, (A i 16 2 24 . T b e si i 5))
WA BRTAEA T o ST T 510 22 £ 26°C, W 40 % —60 % K I & 0 JR AR R4
o 43APHE 0. 5ml [y 8x10° (¥ BT-474 Muei 40 fkz i T 8 JESH/N R H B T &% 3d
PRSI TN T N 3t ) NG G = N (R VN T 12 v e AN o e TR !
SN B 40 HMEAES K] BALB/ ¢ #R WUJEIERLBIBEAL 734 4 41, X FE BTk 4 Smg/ ke ;
Trastuzumab HLIA4] bmg/kg ;R84830ug, Fl Trastuzumab P4 —R848 (L2544 Smg/kg. FT
AL N W RFRIKES A 2. B8 IR, RIFERIE, DUs R E Gy febr g7 w22,
B JE R 3 RS — K, A U B R AR mm® = (KB X B8 2) X0. 5.

[0120]  HAthSZil 7 SRAE NI E Ry, RV O B8 Hd 7L 7 %, (HEHRH
AR BH [RORS A RN 9 ] R AT 1EAT 25 P
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[0001]

[0002]

SEQUENCE LISTING

110> Z=3r ¥
SR ERA R

120> FAE BRI G iR TT
<130>  123879CNO1

<140> 201210248481.9
<141> 2012-07-18

<160> 9
<170> PatentIn version 3.5
210> 1

211> 120
<212> PRT

213> ALF%I

<220>
<223> TrastuzumabPi{k BT AKX

400> 1
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Asn Ile Lys Asp Thr
20 25 30

Tyr Ile His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ala Arg Ile Tyr Pro Thr Asn Gly Tyr Thr Arg Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ser Arg Trp Gly Gly Asp Gly Phe Tyr Ala Met Asp Tyr Trp Gly Gln
100 105 110

Gly Thr Leu Val Thr Val Ser Ser
115 120

210> 2
211> 107
<212> PRT
213> ATRF

220>
<223> TrastuzumabPiiEBRE AT X
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[0003]

<400> 2

Asp Ile GIn Met Thr Gln Ser Pro Ser
1 5

Asp Arg Val Thr Ile Thr Cys Arg Ala
20 25

Val Ala Trp Tyr GIn Gln Lys Pro Gly
35 40

Tyr Ser Ala Ser Phe Leu Tyr Ser Gly
50 55

Ser Arg Ser Gly Thr Asp Phe Thr Leu
65 70

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln
85

Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys

100 105

210> 3

211> 28

<212> DNA
213> ATFF

<220>
223> E|¥

<400> 3
gctageacca agggeccate ggtettee

210> 4

211> 28
<212> DNA
213> ANILFF%)

220>
223> E|¥

<400> 4
tttaccggga gacagggaga ggctctte

210> 5
211> 28

<212> DNA
213> ANIR%)

<220>
<223> Bl

<400> b5
actgtggetg caccatetgt cttcatet

Ser Leu Ser Ala Ser Val Gly

10

15

Ser Gln Asp Val Asn Thr Ala
30

Lys Ala Pro Lys Leu Leu Ile

45

Val Pro Ser Arg Phe Ser Gly
60

Thr Ile Ser Ser Leu Gln ggo

Gln His Tyr Thr Thr Pro Pro

90

21

95

28

28
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<210>
<211
212>
213>

<220>
<223>

<400>
acactctceec ctgttgaage tectttgtg

<210>
<211
212>
213>

<220>
<223>

<400>

6
2
D

8
NA

ANLF3

514

6

7
3
P

30
RT

ANLF%)

EfEEKX

7

Ala Ser Thr Lys Gly

1

Ser

Phe

Gly

Leu

65

Tyr

Lys

Pro

Lys

Val
145

Thr

Pro

Val

50

Ser

Ile

Val

Ala

Pro

130

Val

5

Ser Gly Gly
20

Glu Pro Val
35

His Thr Phe
Ser Val Val
Cys Asn Val
85
Glu Pro Lys

100

Pro Glu Leu
115

Lys Asp Thr

Val Asp Val

Pro Ser Val Phe Pro Leu Ala Pro
10

Thr Ala Ala Leu Gly Cys Leu Val
25

Thr Val Ser Trp Asn Ser Gly Ala
40 45

Pro Ala Val Leu Gln Ser Ser Gly
55 60

Thr Val Pro Ser Ser Ser Leu Gly
70 75

Asn His Lys Pro Ser Asn Thr Lys
90

Ser Cys Asp Lys Thr His Thr Cys
105

Leu Gly Gly Pro Ser Val Phe Leu
120 125

Leu Met Ile Ser Arg Thr Pro Glu
135 140

Ser His Glu Asp Pro Glu Val Lys
150 155

Ser

Lys

30

Leu

Leu

Thr

Val

Pro

110

Phe

Val

Phe

Ser Lys
15

Asp Tyr

Thr Ser

Tyr Ser

Gln Thr
80

Asp Lys

95

Pro Cys

Pro Pro

Thr Cys

Asn Trp
160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu

[0004]

22
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[0005]

165

170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val

180

His Gln Asp Trp Leu
195

Lys Ala Leu Pro Ala
210

Gln Pro Arg Glu Pro
225

Leu Thr Lys Asn Gln
245

Pro Ser Asp Ile Ala
260

Asn Tyr Lys Thr Thr
275

Leu Tyr Ser Lys Leu
290

Val Phe Ser Cys Ser
305

Gln Lys Ser Leu Ser
325

<210> 8
211> 107
<212> PRT
213> ANLRFF)

<220>

223> BEETERX

<400> 8

Asn Gly

Pro Ile
215

Gln Val
230

Val Ser

Val Glu

Pro Pro

Thr Val
295

Val Met
310

Leu Ser

185 190

Lys Glu Tyr Lys Cys Lys Val Ser
200 205

Glu Lys Thr Ile Ser Lys Ala Lys
220

Tyr Thr Leu Pro Pro Ser Arg Asp
235

Leu Thr Cys Leu Val Lys Gly Phe
250 255

Trp Glu Ser Asn Gly Gln Pro Glu
265 270

Val Leu Asp Ser Asp Gly Ser Phe
280 285

Asp Lys Ser Arg Trp Gln Gln Gly
300

His Glu Ala Leu His Asn His Tyr
315

Pro Gly Lys
330

Leu

Asn

Gly

Glu

240

Tyr

Asn

Phe

Asn

Thr

- 320

Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5

10 15

Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn
20 25

30

Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu
35 40

45

23
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Ser Gly Asn Ser GIln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
50 55 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75 80

Lys His Lys Val Tyr Ala Cys Glu Val Thr His GIn Gly Leu Ser Ser
85 . 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

210> 9
<211> 66
<212> DNA

Q13> AIFF

<220>
<223> [ESEER

<400> 9
atggattttc aggtgcagat tttcagcttc ctgctaatca gtgcctcagt cataatatcce 60

agagga 66
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60
07 —&— Control 1gG

1—®— Trastuzumab
500 —4— R848 30ug
—w¥— Trastuzumab-R848

Tumor Volume (mm?)

25



