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# CD47 AR K AR

AR B b S AT 0 40 £ B 61 (IAP), (4R CDA7) 937 Bl 3k Aok A
DL RATA A& AR R R 864 . KK IR i A S B AT i AR R AR a4
B LA AR B, AR R, Sedh, KK U IR S AR R AR A 8036
Fa il i

HRBEA

TSRS T T R AR R A M FAR E LR, AT T @ty CTLA4 ik, PD-1
FAR. PD-L1 #AREF 69 #5465 5474 %) 77 ik F= CAR-T. TCR-T $mfys ik L F &
K f i sy ik, RBEL—PINEE A TRE T e kAT, #8FH, TE2HE
Yo TR BRAF AR ARG ). 2R A L84 & & (checkpoint) A ¥ek, & T M)
B, MR ZRIMFELAERARARILBEEX—EBNALH M. REH RELAE
P8 % b T P e, RIRAFINLIE. FERLEEENRZERK, EXmE
PR & 50%, BEEMNAEESmILYK TR ITRNTUE MR AR, Xit—Fit
O] B v tm AL AT 8 F A AR E SR

E v 0 R AR SR E F M T RIBARAER: — /R G mitk@e LR 15
FHE, AR BARRE “RIPLR” 1EF 9 RE ., AR —AME T 698 AR R
FIEBEM L A . ARME GiEE LR, CD4T 2—E “Flstk” 125, BdithE
" 4m o R E 0915 5 F & & o (Signal regulatory protein o, SIRPo) A8 Z 45 &7 4| B v 40 2,
AR, MPEmpb T B it CD4A7 R AR B mib A gt A (fl4e A2
EP2242512 A fL 9 5] A 6448 % L #K ).

CD47 AR A LKL E O M AEE (IAP), RABAREOREHERIN. CDAT J 28
REFmiesi £ &@m, T4 SIRPa. @R F %A (thrombospondin-1, TSP1) VAR A
EANEAER, N, M. SEEF AR, TSPl Hmffey3gii, A Kkfanmib
Ak, CD47 5 TSPl #9446 EAYF tafit4s, @38 fa B = A B4R o & R An K JE
R P KAZEEER ., it CDAT Zmfe k& —NEE A KRAFNRIT. CD4T TA5E
"m0 &k @ SIRPo 454, BEBRALHE 208 T RBER BT HI LA (ITIM) /5483 SHP-1 &
B, A —F P G BBER I B o ey AR R (e AL US9382320 A AL 5] A 49
H8 K LEK ),

KRB BGAR5 R B, JUTRTA ¢ PG m e fn L AR & R A CDAT, MG @it A @ & %A
49 CD47 813 5 B e R @ SIRPa 44, B “RELR” W15, FRMBALIZE
X &4 B v 4m 0 AR B BF 95 tm o Fm s AR 4L, dn B 238 st b A e 384, 430 T
IO E AN R, ARUEIPIE ey Ak K

CDA47 AL St em o35 58 P 9 VE ) AR KAZ B EBOR T o kR, B A CD47 ¢97&An
& KT S EIE R AIG A, 1EH TSP-1 805E CD47 138 n A UST = U373 2 ta iy 4m et
I, A2 TIE IR B SF tafe. skgl, CDAT7 LGRS &) K] s 6y 2 m oG mie
GGIE A, BRI H EF G EH B MR, RARFGHE S R, CD47 T4 i PI3K
/ Akt AR IE MR 7E, B R Ae 1R Ut OE iR 6938 74 ( Sick E, Boukhari A, Deramaudt T,
Rondé P, Bucher B, André P, Gies JP, Takeda K., Activation of CD47 receptors causes
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proliferation of human astrocytoma but not normal astrocytes via an Akt-dependent pathway,
Glia. 2011 Feb, 59(2): 308-19: 308-19) .

CD47 ##FHF % EF Al mi @ AR Ay mioit. CD47 e8E 5
T T mieagbeiz A, )ﬂ B AR Ad22 % F 49 Jurkat fmfeFesh B fo A% a8 (PBMC )
E3DEAFRAT. K, AL CD47 Fukiz e ALK @It A=, CD47 49A
T ) AL AR T dm IR A 4 M 3R B4 b R 1569 7F 1L ( Pettersen RD, Hestdal K,
Olafsen MK, Lie SO, Lindberg FP (June 1999), CD47 signals T cell death, J. Immunol. 162 (12):
7031-40. PMID 10358145 ) .

B AT L23RE T % AN CDAT Lk, #l4e £ 1E £ 4] US2015/0183874 A1 4RiE T 474 A
B6HI12 #9 A 1gG1 Rk A% 14 FuikF=id id CDR #4477> & 69 AR BOH12 Hiudk, LAakk
BT CsmF AR B EARE S RbE. £ B F 5] US 9045541 458 T —A R R F 5| e it R
K9 CDA4T Ak, Bz S Sondniifart, EMFBAER b B EA K, HleiR HE%
4m LA I S 4m R 04 B8

A HARF Chatg2e K % 3 I CD4T 5 SIRPo 45449 TR EEAL 8t B v 4m i 69 Bk
B GG I, FlAdsrimitag st e, A IEIFAE B SR 6908 97 SR K AT H 4=,

B b, EATST&F T Fa/ KB AGE T P, HREEFREA RGO EFFME. 7
BT (Blhoik & EEmi e Brgte M, WwHIFBAEX. LE2FFMFRBTANL), Ha
VBRI 2200 69470 CDAT ik, RABHRE T X F @meg&K.

K ARE
KE R CDAT Fidk. 530 CDA7 kA £ 6940504, KA &, Fikfaf ik,

AR KPS AT T REIL, KK TF KA BH QIR E I, YR
IR R AR, LRI TSN KA.

e TR, KA RS CDAT A K B4k A CDAT &8 Jf )84 CD47
FURRIR R BB (IR R ).

B—REHFEY, KREPHIR CDAT AR EIREE SR EOASLAULTH—NE
EZANEHE B AMNEZ X HCDR Sl Frid 2048 (i) HCDR1, # #4434 f SEQID NO:1.
2. 3. 4. 5. 6. 7. 8. 984299 4RI B S5, (ii) HCDR2, H&.4i% f SEQID NO:9.
10. 11. 12. 13. 14. 15. 16 1007’ru 101 #9 &8 KB 5 %), (iii) HCDR3, H #4534 f SEQ
ID NO:17. 18. 19. 20. 21. 102 #= 103 89 8 ILEF 5], F=(v)yeH 2V — M AR
5 AN ZILER 6 ZIRBRBAR, () izuf%n‘ PEBAX, ). é}&%&%{a)\éﬁ(l) (ii)#=(iii)# HCDR, ¢4
P& 4545 CDR #43% CDA7 HuikA% 5K B4 454 CD47 49 48

T FTEFY, KAWL CDAT FURR LB LE SR RO L AU TH—NE
=N T ANEZ X LCDR S # PTiE 5 7488 (1) LCDR1, # @4 SEQ ID NO:23 X 24
W RELEF 5, (ii) LCDR2, &4 SEQID NO:25 X 26 49 &84 7), (iii) LCDR3,
H 6.4 SEQ ID NO:27. 28. 29 X 30 Fi ey R8ILBF 5], Fa(ivyeh £V — N AT AL S
AN BIRBRAG BIR BRI, (HdofRF IR ), SRk 2 )X%E’E)\éﬁ(l) (ii)F=(iii)#9 LCDR, &.4-Ff
R A54F CDR 4940 CD47 FuikAh 2K B A 454 CD47 #948

B RHFTEF, KL CDAT AR BR LS HE A4 AL AL TH—A
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Z=ANEH A AMNRZ X HCDR: (i) HCDR1, @434 SEQID NO:1. 2. 3. 4. 5. 6.
7. 8. 98 #= 99 49 BB T 7], (ii) HCDR2, He.4%%& f SEQID NO:9. 10. 11. 12. 13.
14. 15. 16. 100 #= 101 49 & LB F ], (iii) HCDR3, A #4534 f SEQID NO:17. 18.
19. 20. 21. 22. 102 #= 103 98B F 7], (iv)yeh £ —ANEREIE 5 NRILBR A
HEBRBK (Fl R IR ) « SRR RIEAE(G). (1)F=(iii)#9 HCDR; F= B)it £ vA T &9 —
F ZA824k B A4MRZ K LCDR: (1)LCDRI, £ &4 SEQ ID NO:23 X 24 #9 R LB 571,
(ii) LCDR2, #&.4- SEQID NO:25 & 26 #5988 % 7], (iii) LCDR3, &4 SEQID
NO:27. 28. 29 & 30 Fr a9 8ILBRF 71, Fo(iv)eH 20 — AN HT#8iE 5 MR FIL
BRECK, (B R HIUR ). & 2 ’x%e‘@)\éﬁ(l) (ii)#=(iii)49 LCDR, ¢eL4-Fi&154% CDR 49
L CDAT #UARAT R ELA 4546~ CD4T 8948

FE—REHaFTEF, KEPHIH CDAT FhRERBLELSREOLAS TR EANEZR
HCDR1. HCDR2 #= HCDR3, ¥ HCDRI1 .44 SEQID NO:1. 2. 3. 4. 5. 6. 7.
8. 98 F= 99 g BRI BT 5], Rk RABF 520, HCDR2 €434 £ SEQ ID NO:9.
10. 11, 12, 13, 14, 15, 16, 100 F= 101 89 8ILER 57, Kby Prik KR 5 7] 20 % ; HCDR3
@43 g SEQIDNO: 17. 18. 19. 20. 21. 22. 102 #= 103 44 R B F 71 R by PTik 2
BR P 5 2L AR,

FE—REHaFTEF, KEPHIH CDAT A RERBLELSREOS 24 EANERE R
LCDR1. LCDR2 # LCDR3, # ¥ LCDRI1 @44 § SEQ ID NO:23 X 24 Ff 7 69 B ILBR
7| b AT ik BIRBR A 940 A; LCDR2 @.4-i% B SEQ ID NO:25 #= 26 B 69 RILBF 7] 2K,
By P iR BB 71 28 8%; LCDR3 .44 f SEQ ID NO:27. 28. 29 #= 30 Ff 49 BRI B 5
7 R by BT iR B BR 9] ZE AR

BT FEP, KEPMHIR CDYT FARRXRERBRLE SR EOAS T TANETR
HCDR1. HCDR2 #= HCDR3 #=%24% & %)% % [X LCDR1. LCDR2 #= LCDR3, # ¥ HCDRI
4%/ SEQIDNO:1. 2. 3. 4. 5. 6. 7. 8. 98 #2990 ¢4 A LB F 7], Rk AL
548 m%; HCDR2 @44 f SEQ IDNO:9. 10. 11. 12. 13. 14. 15. 16. 100 #= 101 #9
REBAFT), RbPFARAERA 7 MR, HCDR3 @434 § SEQ IDNO: 17. 18. 19. 20.
21.22.102 F= 103 49 BB 5 7 X b Prid RABR A 2 48 %; LCDR1 €44 A SEQ ID NO:23
F= 24 B 69 BRI T 5 b TR 8L BR A 9 4L %; LCDR2 @44 @ SEQ ID NO:25 #= 26
P 69 B BEF 7 X B iR B BR 50 20 %; LCDR3 #2434 f SEQ ID NO:27. 28. 29 #=
30 P 69 BB T 7] 2R iy AT iR R AR BR T 7 4R

FEAME G EHH R, KL IRAER CDAT A S B B &, L asF4 54k
# % X HCDR1. HCDR2 #= HCDR3 Fu#24& & 4 % X LCDR1. LCDR2 #2 LCDR3, A
HCDRI1 .4~ SEQ ID NO: 98 2 99 Ff 7 49 R L BT 7] X vy A28 %, HCDR2 .4 SEQ ID NO:
100 2 101 P 89 RILEL S 7] S H 40 A%, E HCDR3 .4~ SEQ ID NO:102 3 103 Ff =49
RABAF 7 R HER; EF LCDRI €454 f SEQ ID NO:23 #2 24 P = 69 B2 AL BR 5 5] 3%,
W PR 5 720, LCDR2 .44 £ SEQ ID NO:25 #= 26 P = 69 8 LB & 7 X & FT ik 5 7]
48 7%, LCDR3 @44 B SEQ ID NO:27. 28. 29 F= 30 Fi 84 2 I 8% 7)) X, o BT ik 5 51 40
Ao

FEAE G EHH R, KA PRI CDAT kR B4 K B, £+ HCDRI1 &,
4~ SEQ ID NO:1 Fif w49 8B A 7 X b 48 A&; HCDR2 €4 SEQ ID NO:9 Ff 7 49 R AR
JF %) X i 248 2%,; HCDR3 €4 SEQ ID NO:17 B =89 8 AL 88 5 7 K b 2L 48 &%, LCDR1 &4
SEQ ID NO:23 Ff =89 8 A8 5 7 R 248 %,; LCDR2 &4 SEQ ID NO:25 Ff = e B L L
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Ao Rk, B LCDR3 &4 SEQ ID NO:27 Ff =t R AL B8 5 7] 2, o FL 28 Ak,

ARG T EY, KK PRI CDAT kS LB 44 B %, L+ HCDRI &
4~ SEQ ID NO:2 Fi = 89 8B 5 ) S by F 28 5%; HCDR2 €4 SEQ ID NO:10 A= ¢4 & 2
B8 % 71 X 248 2%,; HCDR3 €4 SEQ ID NO: 18 Fi w49 8 AL 8 5 71 X 2L 48 &%, LCDR1 &
4~ SEQ ID NO:23 Fi 7= 49 BB 5] S by 20 A% ; LCDR2 €4 SEQ ID NO:25 Ff =89 &k
B 7| R b L4 %, H LCDR3 .4 SEQ ID NO:27 Ff 7~ 4 BILBR 5 7)) 3 o H 40 ..

ARG T EY, KK PRI CDAT kS LB 44 B %, L+ HCDRI &
4~ SEQ ID NO:3 P78 8 BF 5] R by 20 5 ; HCDR2 .4 SEQ ID NO:11 Ff 4R 2
B2 % 71 X 248 A%,; HCDR3 €4 SEQ ID NO:17 Fi w69 8 AL 88 5 7 S 2L 48 &%, LCDR1 &
4 SEQ ID NO:23 A 89 BB 5 7 Rt 28 8%; LCDR2 €4 SEQ ID NO:25 Ff 7 49 &k
B 7| R b L4 %, H LCDR3 .4 SEQ ID NO:27 Ff 7~ 4 BILBR 5 7)) 3 o H 40 ..

FEAREG EHFEY, KEPRER CDAT R ILIB L4 F ¥, FF HCDRI éz

4~ SEQ ID NO:1 Fr = 8 8L BF 7 St 248 5%; HCDR2 .4 SEQ ID NO:9 Ff 7 9 R L B

/%@Jiswb;@ﬂﬁk, HCDR3 .4 SEQ ID NO:19 Ff =49 54 88 5 7 X, b 248 A%, LCDR1 @4.\

SEQ ID NO:23 Fﬁ%éﬁai%ﬁé&/% 7] R w48 5%; LCDR2 €4 SEQ ID NO:25 Ff 7+ dg 2L 84
B 7 R H2H; H LCDR3 .4 SEQ ID NO:28 ﬁfrﬂﬁ%tkﬁm% 7 3Ry HL LR AR

FEAREG EHFEY, KEPRER CDAT R ILIB L4 F ¥, FF HCDRI
4~ SEQ ID NO:4 Fif 7 69 8B 5 7 S b 48 A&; HCDR2 €4 SEQ ID NO: 9 B 7 64 B B
%) 3 @ 220 A%, ; HCDR3 €4 SEQ ID NO:19 ﬁﬁféﬁaw&ﬁx/% 7] 2 iy H 28 5%, LCDR1 @4.\
SEQ ID NO:23 Fi =8 R8I BF 2 Rt 20 5%,; LCDR2 &4 SEQ ID NO:25 Ff =49 B BL
R H2ak; H LCDR3 &4 SEQ ID NO:28 P 09 BIL B 7] X o H 20 K.

ARG T EY, KK PRI CDAT kS LB 44 B %, L+ HCDRI &
4~ SEQ ID NO:5 Fi = 89 888 5 ) S by E 28 5%; HCDR2 €4 SEQ ID NO:12 Ff ¢4 & 2
B2 % 71 X 248 A%,; HCDR3 .4 SEQ ID NO: 19 Fi w49 8 AL 82 5 71 X 2L 48 &%, LCDR1 &
4~ SEQ ID NO:23 Fi = 4 B A B 7 R b HE 20 %; LCDR2 &4 SEQ ID NO:25 Fi ¢4 &k
B 7 X b 4B %, E LCDR3 .4 SEQ ID NO: 28 P~ 49 BB 7] R by H2H %,

ARG T EY, KK PRI CDAT kS LB 44 B %, L+ HCDRI &
4~ SEQ ID NO:6 Fi = 89 8B 5 ) S b E 28 5%; HCDR2 €4 SEQ ID NO:13 Ff g R 2
B8 % 71 X 248 A%,; HCDR3 .4 SEQ ID NO:20 Ff w49 8 AL 82 5 71 X 2L 48 &%, LCDR1 &
4~ SEQ ID NO: 24 Fi = 84 8 B85 5] 3 by 220 a%; LCDR2 €4 SEQ ID NO: 26 Ff 84 & 2k
B 7 X b 4B %, E LCDR3 .4 SEQ ID NO:29 i = 09 BIL BT 7] 2R, by HL 20 %,

ARG T EY, KK PRI CDAT kS LB 44 B %, L+ HCDRI &
4~ SEQ ID NO:7 Fi = 89 888 5 ) S by F 28 5%; HCDR2 €4 SEQ ID NO:14 Ff ¢ & 2k
B8 % 71 X 248 A%,; HCDR3 .4 SEQ ID NO:20 Ff w49 8 AL 82 5 71 X 2L 48 &%, LCDR1 &
4~ SEQ ID NO: 24 Fi = 84 8 B85 5] 3 by 220 a%; LCDR2 €4 SEQ ID NO: 26 Ff 84 & 2k
B 7 R A4k, H LCDR3 .4 SEQ ID NO: 29 Fi = 69 2L B 7 9] 2K, oy AL 20 %,

ARG T EY, KK PRI CDAT kS LB 44 B %, L+ HCDRI &
4~ SEQ ID NO:8 Ff = 49 8L B8/ 5 S by F 28 5%; HCDR2 €4 SEQ ID NO:15 Ff g & 2
B8 % 71 X 248 A%,; HCDR3 €4 SEQ ID NO:21 Fi w49 8 AL 82 5 7 X 2L 48 &%, LCDR1 &
4~ SEQ ID NO: 24 P 7+ 49 8IL BT 5] 3 w3 L 20 5% ; LCDR2 .4~ SEQ ID NO: 26 Ff = 69 & 3k

> &

i

8 @

)

i
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B 5 iy 48 %; H LCDR3 ¢4 SEQ ID NO: 30 Ff 7 &) 2L B 5 7] 3 o 220 A%,

ARG T EY, KK PRI CDAT kS LB 44 B %, L+ HCDRI &
4~ SEQ ID NO:7 Fi = ¢4 BB A 71 Rty 28 8%; HCDR2 .4 SEQ ID NO:16 P w ¢ &4k
B8 % 71 X 248 A%,; HCDR3 .4 SEQ ID NO:22 Fi w69 8 AL 88 5 71 Sk 2L 48 &%, LCDR1 &
4~ SEQ ID NO: 24 B = 89 8L BR /- 7] 3% by H 28 5%, ; LCDR2 .4~ SEQ ID NO: 26 Ff 69 &L
B2 R A4 %, H LCDR3 .4 SEQ ID NO: 30 i 69 2L BT 7)) 2, oy HL 20 %,

T EF, KA 69 CDAT TR R LR 46 F K64 F 4 £ X HCVR,

4 5% g SEQIDNO:44. 45. 46. 47. 48. 49. 50. 51. 52 F= 53 49 R LB/ 7 B
E0 90%. 91%. 92%. 93%. 94%. 95%. 96%. 97%. 98%3K 99%[F] — K E 100%F]
— R RARF IR BT R IER, E—RREHFEF, L CDAT ARG ETHTER
HCVR &4 5% ) SEQID NO:44. 45. 46. 47. 48. 49. 50. 51. 52 #= 53 84 R LB 5 7)
AP EA — AR S NI (P2 fRF I ). AR KA BRI F 7], 122 LA PTE
HCVR #94t CD47 #uk B A 454 CD47 4948

3L FEF, KE P CDAT AR R LB E S F B 424 TE X LCVR,

2,45 SEQ ID NO:54. 55. 57 A2 58 Fi = 6 BB 5] BAH £V 90%. 91%. 92%. 93%.
94%. 95%. 96%. 97%. 98%:2K 99%[F] — IR A 100%F] — M 69 RILE T 7 K & AT ik 5 7
AR, E—EREFTETF, FLCDAT Huikegi24£ T £ X LCVR €4-5 SEQ ID NO:54. 55.
57 Fa 58 A 69 BILBR T FIAR L B — AR B AN B (Bl de R HIX ). A SRR £ 69 2
HEBF7), 122 4P LCVR 493t CD47 3Lk B4 44 CD47 4548

BE—RTHRFTEP, REPHIR CDIT RARERBRE SR BROASEHTER
(HCVR) #=#24TE R (LCVR), £+ E4 %R HCVR &4 5% f SEQ ID NO:44.
45. 46. 47. 48. 49. 50. 51. 5242 53 ¢4 RLAEF 7 LA £V 90%. 91%. 92%. 93%.
94%. 95%. 96%. 97%. 98%3K 99%F] —H K H 100%E] — I b9 R BL 7 7)) 3 b P ik 7 7))
A%, BT ER LCVR &4 %5 SEQ ID NO:54. 55. 57 #2 58 Fi e R A BT 7| LA £
b 90%. 91%. 92%. 93%. 94%. 95%. 96%. 97%. 98%K 99%F] —I K HE 100%F —
6 BABR 5 S d TR B S 4R,

BRI EFTEF, KREPRAIR CDAT AR E B LSRR, P EaTER
HCVR .4 SEQ ID NO:44 P =4 BB 5 7 Sy 20 %, 32427 % X LCVR €4 SEQ ID
NO:54 ﬁﬁféﬁzzu%ﬁm%@ ] 2%y 4 AR,

AR BT, KL CDAT SRS LB LSO KB, AP ST %X
HCVR &4 SEQ ID NO:45 P = 89 8L BR /7] 3 by 28 % ; #2449 £ X LCVR @4 SEQ ID
NO:54 B = 69 BILBR T 51 2 oy E 20 %,

BRI EFTEF, KREPRAIR CDAT AR E B LSRR, P EaTER
HCVR .4 SEQ ID NO:46 P = 49 2 B8 5 5] Rty HL 48 % #2845 9T & X LCVR &4 SEQ ID
NO:54 B 69 BB 71 2 by H2H K,

BRI EFTEF, KREPRAIR CDAT AR E B LSRR, P EaTER
HCVR .4 SEQ ID NO:47 P 49 2 B8 5 5] Xty HL 48 ks #2845 9T & X LCVR &4 SEQ ID
NO: 55 i = 89 BB F 7) R by H2H %

BRI EFTEF, KREPRAIR CDAT AR E B LSRR, P EaTER
HCVR .4 SEQ ID NO:48 P = 49 2 A B8 5 5] 2ty HL 48 % #2445 9T % X LCVR &4 SEQ ID
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NO: 55 Ff = 89 BIL BT 7] 3 oy AL 28 A%,

BRI EFTEF, KREPRAIR CDAT AR E B LSRR, P EaTER
HCVR .4 SEQ ID NO:49 P = 49 2 B8 5 5] oty HL 48 % #2845 9T % X LCVR &4 SEQ ID
NO: 55 i = 89 BB F 7) R by H2H %

BRI EFTEF, KREPRAIR CDAT AR E B LSRR, P EaTER
HCVR &4 SEQ ID NO:50 Ff = 89 8L BR /7] 3 by 28 ks #2449 L X LCVR @4 SEQ ID
NO:57 B 09 8 B BR 5 7 2, by HE 20 Ak,

BRI EFTEF, KREPRAIR CDAT AR E B LSRR, P EaTER
HCVR &4 SEQ ID NO:51 F)‘r%éﬁai%ﬁi/% 7 Rody L a; 824557 £ X LCVR .4 SEQ ID
NO: 57 ﬁﬁféﬁzzu%ﬁm%@ H2E R,

AR BT, KL CDAT SRS LB LSO KB, AP ST %X
HCVR &4 SEQ ID NO:52 ﬁﬁféﬁfw&ﬁx& 7 Rody L a; 824557 £ X LCVR .4 SEQ ID
NO: 58 ﬁﬁféﬁzzu%ﬁm%@ H2E R,

BRI EFTEF, KREPRAIR CDAT AR E B LSRR, P EaTER
HCVR &4~ SEQ ID NO:53 ﬁﬁﬂﬁ%&%ﬁiﬁ 7 Rody L a; 824557 £ X LCVR .4 SEQ ID
NO: 58 ﬁﬁféﬁzzu%ﬁm%@ H2E R,

R REFTEF, KRELWGIR CDAT kKA RS h ko 4E4#, Ly E#e
A5 f SEQIDNO:74. 76. 77. 78. 80. 81. 82. 84. 85. 87. 88. 89. 90. 91. 92.
93. 94. 95. 96 F= 97 YR KERF 5] LA £V 90%. 91%. 92%. 93%. 94%. 95%. 96%.
97%. 98%3K 99%F] — R A 100%F] — 69 BB T 7 R by PPk 5 2 4k, JE—3 5256
FEF, HCDAT ke T4 04514 f SEQIDNO:74. 76. 77. 78. 80. 81. 82. 84.
85. 87. 88. 89. 90. 91. 92. 93. 94. 95. 96 F= 97 &4 AL B F 5| ML LA — AR % A
B (Flheth g B ). AR EGRARF 7], 2204 T4 CD4T K
BA 44 CD47 #948

T EY, KA CDAT AR E IR LS R K452, Lyiaua
45 SEQ ID NO:75. 79. 83 3 86 Ai ¢ 8B F 5] LA £V 90%. 91%. 92%. 93%.
94%. 95%. 96%. 97%. 98%:2K 99%[F] — IR A 100%F] — M 69 RILE T 7 K & AT ik 5 7
AR, BT FTEFR, W CDAT ka4 e4 5% g SEQID NO:75. 79. 83 #= 86
B 69 RINBR B 2 AR B B A — A3 S NI (B4R s IR, ). AR AR K 09 RILER 5

5], 122 04 FFiE 5245 0950 CDAT Sk LA 454 CDAT 89 4%

FE—RREFEF, KRELWGIR CDAT FIRR LR LS R KOs T fiait, L
T4 04 5% 4 SEQ ID NO:74. 76. 77. 78. 80. 81. 82. 84. 85. 87. 88. 89. 90.
91. 92. 93. 94. 95. 96 #= 97 W BB F 7 B A £V 90%. 91%-. 92%- 93%. 94%. 95%.
96%. 97%. 98%3K 99%F] — i R F 100%F) — I 49 BIE BT 7 Kb Fr ik 5 5 40k, 42456
45 SEQ ID NO:75. 79. 83. 86 i ¢ RILEF 71 -BA £V 90%. 91%. 92%. 93%. 94%.
95%. 96%-. 97%. 98%2X 99%F] — MR A 100% ) — It 9 BILBRF 7)) 2 b T £ 5 7)) 20 %,

B T F P, KRE PRI CDAT TR R E IR LA F I, L+ T4 6.4 SEQ
ID NO:74 Fi =69 BB 5 ) S b HL 20 R, 3244 614 SEQ ID NO:75 P ¢ R B8 55 5] R
F28 AR,
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B T F P, KRE PRI CDAT TR R E IR LA F I, L+ T4 6.4 SEQ
ID NO:76 Ff = &9 B AL B8 5 5] R b B 2B A% 224 .4 SEQ ID NO:75 Ff T 69 B B 7 5] A b
F28 AR,

B T F P, KRE PRI CDAT TR R E IR LA F I, L+ T4 6.4 SEQ
ID NO:77 Fi = 89 B AL B8 5 ) R B2 A%, 224 .4 SEQ ID NO:75 Ff T 69 BB 7 5] S by
F28 AR,

B T F P, KRE PRI CDAT TR R E IR LA F I, L+ T4 6.4 SEQ
ID NO:78 Fif = 69 B AL B8 5 5] X by B 2B %, 424% 6.4 SEQ ID NO: 79 Ff T 6 BB 7 5] A b
F28 AR,

B T F P, KRE PRI CDAT TR R E IR LA F I, L+ T4 6.4 SEQ
ID NO:80 Ff = 69 B AL B8 5 5] R by B2 A%, 224 .4 SEQ ID NO:79 Ff T 64 BB 7 5] A b
F28 AR,

B T F P, KRE PRI CDAT TR R E IR LA F I, L+ T4 6.4 SEQ
ID NO:81 Ff = &g B AL B8 5 5] R by B2 A% 224 .4 SEQ ID NO:79 Ff T 6 BB 7 5] A b
F28 AR,

B T F P, KRE PRI CDAT TR R E IR LA F I, L+ T4 6.4 SEQ
ID NO:82 Ff =t B AL B8 5 5] R b F 2B A%, 224 .4 SEQ ID NO:83 Ff T 6 BB F 5] A b
F28 AR,

B T F P, KRE PRI CDAT TR R E IR LA F I, L+ T4 6.4 SEQ
ID NO:84 Ff =69 B AL B8 5 ) R b B2 A%, 224 .4 SEQ ID NO:83 P T 89 BB F 5] A by
F28 AR,

B T F P, KRE PRI CDAT TR R E IR LA F I, L+ T4 6.4 SEQ
ID NO:85 Ff 69 B AL B8 5 ) R by B2 A%, 244 .4 SEQ ID NO:86 Ff T 69 BB 7 5] A by
F28 AR,

B T F P, KRE PRI CDAT TR R E IR LA F I, L+ T4 6.4 SEQ
ID NO:87 Fif 69 B AL B8 5 5] Ry B2 A%, 24 .4 SEQ ID NO:86 Ff T 6 BB F 5] S by
F28 AR,

B T F P, KRE R CDAT TR R E R4 H X, L+ 42 0.4 SEQ
ID NO:88 Ff &g B AL B8 5 5] R by B2 A%, 224 .4 SEQ ID NO:75 Ff T 64 BB F 5] A b
F28 AR,

B T F P, KRE R CDAT TR R E R4 H X, L+ 42 0.4 SEQ
ID NO:89 Ff = &9 B AL B8 5 5] R by F 2B A%, 224 .4 SEQ ID NO:75 Ff T ¢4 BB 7 5] S b
F20 A%,

B T F P, KRE R CDAT TR R E R4 H X, L+ 42 0.4 SEQ
ID NO:90 Ff =~ &9 B AL B8 5 5] R by B2 A%, 24 .4 SEQ ID NO:75 Ff T 6 BB 7 5] A b
F28 AR,

B T F P, KRE R CDAT TR R E R4 H X, L+ 42 0.4 SEQ
ID NO:91 Ff = &9 B AL B8 5 5] X by B 2B %, 424% 6.4 SEQ ID NO: 79 Ff T 6 BB 7 5] A b
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F28 AR,

B T F P, KRE R CDAT TR R E R4 H X, L+ 42 0.4 SEQ
ID NO:92 Ff = 69 B AL B8 5 ) R b B2 A%, 224 .4 SEQ ID NO:79 Ff T 6 BB F 5] S b
F28 AR,

B T F P, KRE R CDAT TR R E R4 H X, L+ 42 0.4 SEQ
ID NO:93 Ff 69 B AL B8 5 5] R by B2 A%, 224 .4 SEQ ID NO:79 Ff T 64 BB 7 5] A b
F28 AR,

B T F P, KRE R CDAT TR R E R4 H X, L+ 42 0.4 SEQ
ID NO:94 Ff = &9 B AL B8 5 ) R B2 A% 224 .4 SEQ ID NO:83 Ff T 6 BB F 5] A b
F28 AR,

B T F P, KRE R CDAT TR R E R4 H X, L+ 42 0.4 SEQ
ID NO:95 Ff 69 B AL B8 5 5] R by B2 A%, 224 .4 SEQ ID NO:83 Ff T 69 BB F 5] A b
F28 AR,

B T F P, KRE R CDAT TR R E R4 H X, L+ 42 0.4 SEQ
ID NO:96 Ff = &9 B AL B8 5 5] R by B2 A%, 244 .4 SEQ ID NO:86 Ff T 69 BB 7 5] S b
F28 AR,

B T F P, KRE R CDAT TR R E R4 H X, L+ 42 0.4 SEQ
ID NO:97 Fif = 69 B AL B8 5 5] R by B2 A%, 24 .4 SEQ ID NO:86 Ff T 64 BB 7 5] A by
F28 AR,

TG EY, KL GFARL R L CDAT FAR M REBRF 7 0 BR, B L
B ik BT AR S 45 A CDAT $94uik . VAR S | LBk 694 Hudk 4 4 CD47 A8 F) £ 4%
HFK.,

T E T, L CDAT IR R F TR, BT EF, L CD4T R
AR, AR EZEFTEF, FCDAT FARRAFIR, E—RTHRFIEF, £ VHH
B3 CDAT ARIIER F 5 RALHAERF 5. E—ANFahFET, KALHHI CDIT
WL ik 2 H SRR B, kit A T e93uik 5 X Fab. Fab’-SH. Fv. scFv 2k (Fab’),
K E.

R THFEP, KREFHILCDAT IR ZFLEr M IuiR, FLEF CD47 5 SIRPa 494
A

@ o

E—F i, AEARET %L LAETH CDAT Fuhk R LK 9B, E—/ %k
£, RECAFTEEBOBAR, E—ANFaFET, BAERABIK, E—ANFkFE
¥, RECSPERRGE LmE., E—ANFhFEY, BL@RALEG. £ —NFE
FER, FEmitik Emit. HIlsiaio R E R THERARREIERE L H Y
Hemp., Eh—AFkrETY, 5Em2 R840,

B ANEHFTEY, KREPRES LI CDAT TR F B (i dgIB A B )
ik, APRFEOASEETREABATAEAIIARE T X (REGIBRLESFIE) B
MBROGAF TIEFRPT LIS T80, VARAF M5B TR AR R B (R In ek
), BEAZEFEY, AT ELOIENE Z@ILE LI CD4T Flh R R & (4hik
WAL EE R,
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B— A AT R, AZ PR LI 0 7 R &0 3 CDAT FURRIE A B

FE—ERFETEFT, KPR QS RIPTEGETI CDAT AR A& (it
EFREES R M, Kk bWhBhmbd., E—ANFwRTEF, Frims
MR AT A BIR.

E—F@Y, KLPTBAELIRE T4 CDAT 5 SIRPo 464697 ik, Frid ikt
18] 2 IRNE AR A F 0 R I EFTHL CD4AT AR R B B KR BA L 35 B SNTT b4 424
. CDAT FARRE K B 414 A T AL RE T34 CDA7 5 SIRPa 254644864 3. 25 4 64 )

7.

E—F@m, KEPFBRALHE S RFE 0 E S mip R EAENER 7k, ks ke
18] 2 IR A A A E 6 AR AEAT 6 I CDAT FAR R R B, KK AL BRI T 69424
. CDAT AR R A R B4 & T8 21X 3 69 B o8 fm 0 K AE S5 AE B 69206 R 25 W 69 )
w, EAERFTETR, KA CDAT FARARE TR, TR E EEmitey A
YER Z 7 10%. 20%. 30%. 40%. 50%. 60%. 70%. 80%. 90%. 100%3% 100%1A L,

EH—F@F, REPTRETFZIREWE CDAT R mBE 7 ik, PTiRFkeds
%) 2 IR e A AT 0 KL GAEFTIL CD4T7 FARR A R B, KK L 3 B KL AG/EfT I
CD47 FMRR AR A &R T EZIRE P67 5 CDAT MK 6 RE ey A iR,

FE—,FEhFET, 5 CDAT A0 K8 M 4E 2 BAP d iRk 9o o ARG, QI RRT St

TR Gsm (AML), [ZHEFHEE oz, 2EREEgfm (ALL), EEF4KE
# (NHL), %2 &MH58E (MM). #HeEE. JURE. B, Wi, %%, Wi, g

B BIHE. BR. BRRE. BIE. WERSEE. RERAILEIARSE.

E—gr@¥, REPPBRA CDAT A3 BT E RFBETT 7 ik, Pk ik adsd ik
FH AT T 0 RSP RAGIEATH0 CDAT Foh B I B B, ARK 8% 35 B AN 6915147
CDA7 FAh KA F B & T 97 I g e Shdh o o9 A &,

BE—F P, REHFRIEST T AR R, 746 IEK CD4T &Mk s &, 4.
Fp 4] 3 TR GG AEAT Sk R SR IR IR 69 k.

BEF—F @, KL T RE S BB IRA T G I Tk, TAFkaiEa %
RXE A KT 0 R I TR AT IL CDAT R RE R B —F R S AL C Sl A—uk
EHT T, RInF 675 kL 8 T RFIREGEAA R ENFH 254, L+ KL
893 CDAT AR R BRF — ., E—ANFEHRFET, F_BMEM T4 AR
TR BT RNRFE LGRS THY. E—NFEHRFET, ZEAMKS T HHHdeLid
i T AR K I A ey BT RS T, Blle PR A, BRH RIS W%k
B R, e RIFER REE B REREE R — B — . Ek,
% R R —F Ty, mIT A RMRREA S T AL,

F— ZRF R, ZIRERMRRILFY, RikHA,

T FEF, KL R I CDAT TRk R B A B TR BT Ev
tm b BB R

ARk FkTEF, SRR ia, KPR CDAT AR R4
bR BANIRIT RS A AR T e £ K.
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B— PR LT E P, KEPRBGI CDAT FARRE IR 46 1 Bl 74
HARRPE, XA DA E-FER, LEIA AR PMERIRE T,

B—F @, REHTBRANEDF CDAT EG ¥k, ks kais@iFdiss kK
LT AGAEATHL CDAT FLAR B 7 Brdfik; Fa(b)yol it CD47 Fuih XAk B A= CD4T &8
WA B oM aR. EER TR FEY, CD4T A CD4AT, E—ANEHFEF, H5AENF
ETTARARINRARA ik, E—ANRHEFETF, L CDAT AR A T ik 451E &-F)F 4L CD47
FRGE ST T RE . E—ANREFTEF, L CDAT FURZH TN RATITH .

EF—Frd, RNEBH B IRIEST RA B Tk, AENZESETNERA T
RE ST AR IR CDAT7 8995 Eaflt b 40 B 695 3R, 7497 /B &k CD4T 4955 & a i, ) &
B %7 2 2K

AR BT ik BRI AT L 56 2 OE B 404, RSP R 694F4] 2 565 6 R 1E
AT 404038 B T AP ik 649 & BR 644E AT Fa BT A 40 CDA7 FAR SR AL B ¥, Fikfaf &,

B B LR

B 1. AR @AM B F 69 1gG1 % K a9 4L CD4AT Fudk 69 4a e K-F & Fn 1 4
.

B 2. AX e AR Z e A BE i AR 1gGl T X 49 KL 9 83kt SIRPo 5
CHO #mfie, £ & A 69 CDA7 694544y LI,

B 3. AX@RANZE CHO ¥ & & 69 1gG4 7 X 89 R &L B ag Futkst SIRPa 5
CHO #mfie, £ & A 69 CDA7 694544y LI,

B 4. BEEmie b = & 6 1gG1 7 R 69 AL B g SRR B v dm JO B I 98 4m 0.0 RE
Kml, Qs min Ty ~ A6 IgGl T X b ik Fa ) R AUE FL4k ADI-29336. ADI-29340.
ADI-29341 F2 ADI-29349.

B 5. BrEmiet A0 IgGl 0 KL 6 FURATLL B vK am IO B T 98 tm fle 4 4E ) 1

;.

B 6. CHO 2. F /= & 44 1gG4 7 Kot A& U 6 SRRt B 4 dm ie B I 98 4 it 49 e

A,

B 7. CHO @mfe ¥ = 4 44 1gG4 T X b9 AL 9 69 LT 2t B v 4w IO Bl AP 8 4 i 4 BE
HAEM, .3 ADI-29336. ADI-29340. ADI-29341 #= ADI-29349 #= ADI-29371.

Al 8: CHO fmfe ¥ = & 69 IgG4 % K89 A& HLik ADI-26630 £ s RAE% (NOD/SCID
Raji APBARR ) a9 Uit & AT, ¥ B 8B A K 8A 49 B A KA,

B 9: CHO @i /4 64 1gG4 7 X 49 A&l Lk ADI-26624 42+ AL ( NOD/SCID
Raji IF/BAER ) P ag 3PP & AT A

A 10: CHO mfit. ¥ 7 £ 44 1gG4 o X 49 K& B Ak ADI-26630, ADI29340 F= ADI29341
A BAEA! (NOD/SCID Raji IFBARA ) ¥ 49 40hP /8 & A5, ) & A 0.5mg/kg.

B 11: CHO fZmfie = & 4 1gG4 % K, 84 A& 9l 44k ADI-26630, ADI29340 #= ADI29341
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JE AR (NOD/SCID Raji AFFBALA! ) F 69398 F A 50, 7 & 4 Smg/kg.
B 12: A& B CDAT7 FARPEHE 21 dm gt 42 7 AR 2 3K,

Lk
L1 &

BT LR KL R, MILBAL P RRET AL FRRGFR T iEFE. FEMX
F, B AXETATA, EHEBATPREAGRIERA T HEBKRERFE, BHFRE
B PRI AL B0 E, AR d AT ARA B R BRG]l BRAEFH N E L, KRR QPR
FARFatt 3 Ri% 5 KL B PTBARR P S8 HARA R 187 09 2 B AR R 498,

HTREBAVIE S, BEAUTEL, FHERZEY, BB G RELT L

QIESA SPRRZTRR, BB, ALARGRBLRA T LSRG TATE, L
REARAILA,

RiE “4y” EHHFBAEIREAER 0T T A i 2 LA 8 TR FHAL S 5% T IR Fa bk
AR FHIAK 5%09 LIROGTLE A 93T 38

AR “RFBAR” A —ANRIEBRZAAF LA A 895 — 2B, Flde— A B R
KB E R — BRI, — BRI E B — ik BRI, AN PRI
B 5 —FHEKBRIR, THEGIR e T R
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B R AL TS L E R
Ala{A) Val: Lews e al
Arg (R} Las: Glns Asa Lws
Asn (M) Gl Hise Aspy Lvss Arp (iin
Asp il Glus Asn Gilu
Cws () Ser: Ala Ser
Gl (O Asm Glu Asn
Gile (B Aspe Liin Asp
Lilw (G} Ala Alda
Hig (M Asn: Glos Lvss Arg Ay
he (1} Beus Wals Met: Alas Phes (295 | Leu
Few{l) IESERE R Hes Valy Met: Alm | He
Phe
Lyl Argr Olne Asa Arg
Wiet (M) Beme Phey He Leu
Phe (1) Trpr Lewr Valo Her A By (v
Pro (17 Aldy Aln
Ser S} Thr Thr
Thity YWaly Ser Ser
Trp Wy Ty Phe Tyr
Tari¥ T Phey Thre Ser Pl
Val (V3 fle: Leun: Met: Phe: Alas B35 { Leu

RIBGAR LR T AR ESAER I s 2 SR FUR S MY, SR RT2 5%
PR, ZEBFIR. SHFRIKRGIL, S4FFEIR AR R, RECNEFEH
FHFRESTERE T, REFARBTHOAE VALK TR AL L KB, (25X
Bl JUT T QLAEE Y 094, Bl et Bt R R A FRTIN G4 E4,

o KPR B RIB“ TR A 8 S el R4 i o093 a. BARELIERS S
PR A M L A G TR A R A R Ko F (Bl AR, BeR )R A 4T (F) 4=, DARPin).
=Rk FFETF, REPFARG IR 4550 IR K I,

ARFFERIUR” . “TIFFAR T TGRS P T P R IE—AF R, T
FUREA AR LB R RGN A AN LA KB SR 4o RS L8 Fe R E 4k,

o RSP, AEE L EFAR R A TURE S Y 18 LA £ — LB AR 49 FLik
ST eghlGd, mARRME AT R, FHALETURREFURE S R BT AP doid i 2
BAR FHREAR, HARETER, SERBEAHI4 CDR ¥k, RLE R AT 4
QA EE R,

Yo R TFT, RIE“#E A7 Ao g ol eE A7 F5 AR RIUR 4 A3 - RS ik, 45
P fE R AL B B B LB 4 A ) T M (ForteBio) ¥ 53R ffnts 4. ik
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EHFEY, EFARRIE LA Kik IR B G Fifa/ R KT og B b+ e
JRET, BIRARRILBRESH S MEFFHELSTR.

Bk THAETHBETRGEALRG ], FRKRAE R 5 IgA. IgD. IgE. IgG #= IgM,
FrHIX B K B og AP T At —F X R E K, d=, IgGl. IgG2. IgG3 #= IgG4. IgAl vA
B IgA2, SR FIREFAREG EEBERSHNHRE a. 5. & v F2 n. TAELSHEZANR
REF R GEEETRCLMME AL E2KkBuE®N, 7T LR ETR g
HI2ANAREZANEABRY <) RiEdE, BEFHTEL 10 ML LR “D” K. &
I 4 +4= Fundamental Immunology, Ch.7(Paul, W.444%, % —#R, Raven Press, N.Y.(1989))(&
HETA B 6 SRR | A, B —akt /B et T B KR E TR R A S

Rig “TRR” R “TREMIR RIELAETIARE R LS 0TA T R B G LMK,
RIRFR G A2 09 7] RS MIRB F LA MG A, b AR m AR
WAER X (FR)Fr A E AN Z R, (A, ¥4, Kindt ¥ Kuby Immunology, 6" ed.,
W.H Freeman and Co.91 7 (2007)). £/~ VH & VL & M3 T AR AL T IR 4645 1.
sedh, FTRME R R B B 45 R TR LS 9L EG VH S VL 24380k 5 3 454 Prid HLR 6940
R, A H kit ZAN VL 3 VH £ 403R%69 5% . &0, #l4=, Portolano %, J.Immunol.150:
880-887(1993); Clarkson %, Nature 352: 624-628(1991).

TE KB FEAIE G EA ST R iEIEe 40 R T 69 22 X (FR) GG A ) 69 — AR 24, PT
R HEREARARA EANRZ KK CDR, #5814 R K& 15 (align)k B Ext 69 3 F4£49
CDR, F7it CDR AT 04 A, M5B EER T4 T KA N-R5E] C-Riwid ¥
#4453 FR1. CDR1. FR2. CDR2. FR3. CDR3 #= FR4,

“EANAEIR” R “CDR R” & “CDR” & “HAR” (EALFTERLEXR “HVR
TVABLRAER ), RAARTERY T E R T EHR AL S GRILRR R, Tfi2a0
CDR & ## M4 CDR1. CDR2 #= CDR3, A N-32F 405 %5 . 15 FHiA T4 T 4MH
¥ A 69 CDR #4k% HCDR1. HCDR2 #2 HCDR3, fi-FHiiks245+] & £ #4384 49 CDR
W AR LCDR1. LCDR2 #= LCDR3.

RARIR K % B T AE—ANA 69 VH 3 VL 2IER 5 5] F # 2 3L CDR 57695 %
Kabat Z#M#& & X (CDR ) 2T 5 7 & 5 h 54 2 69 I B2 3 A 69 (Kabat 5 A, Sequences
of Proteins of Immunological Interest, 5 5 #&, Public Health Service, National Institutes of
Health, Bethesda, Md. (1991)), # Chothia % 4% & 45 # 2R 494% E (Chothia A, (1987) J. Mol.
Biol. 196:901-917; Chothia 51—?/\(1989) Nature 342: 877-883), AbM HVR & Kabat HVR #=
Chothia £ # R[] 844 % , 5 B i Oxford Molecular 44 AbM FARZE ALK AFAE ) , “HEfidbt”
(Contact)HVR 2 T 2 =] 3R 45 69 5 4% i IR 45 My 4G 5047 . ARSE R ) 49 CDR #4527 %, iX 4 HVR
¥ 4445 — A~ HVR/CDR #4 3% 2k 4o T ik,

CDR Kabat 52 AbM 5% Chothia % Contact &

LCDR1  L24-L34 L24-L34 L26-L32 L30-L36
LCDR2  L50-L56 L50-L56 L50-L52 L46-L55
LCDR3  L89-L97 L89-L97 L91-L96 L89-L96
HCDR1 H31-H35B H26-H35B  H26-H32 H30-H35B

(Kabat %= 2 4t)
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HCDR1 H31-H35 H26-H35 H26-H32 H30-H35

(Chothia %5 % 5t)

HCDR2 H50-H65 H50-H58 H53-H55 H47-H58
HCDR3  H95-H102  H95-H102 H96-H101 H93-H101

(Kabat %= 2 4t)

F—NFEFEP, REPFARG CDR ZARIE Kabat 445 2 442 T4 T Kabat #Z54%
F 49 CDR /7 7:

VL ¥ 4942 & 24-34 (LCDR1). 4% & 50-56 (LCDR2). #={% % 89-97 (LCDR3), ¥AA VH
W 449452 F 27-35 (HCDR1). f% % 50-65 (HCDR2). #={% % 93-102 ( HCDR3).

CDR L] VA T 5 A% CDR & 7| (1) 4o A & 8 =49 £ CDR ZAE—)ELH A8 F] 44 Kabat %
FTIREBE WA,

“PARR B RB AR TRERAG ST, LT 8RRy, RARSUER
HIREE S IR,

“FEANT RIS TF (Bl o ditk) o B — sk b4 B 5 45 A BBk (5] dodi B ) Z 1] 431
A LA EA GG IRE, RAEFS AN, AR TR, “G&6FN7 HRBRES
SHEG R (Pl AR BB 101 AR ANELEEFR. 5T X A ERBK Y
893k Fa J 3BT AR B (K RRE . Fh T8 AR Al 09 F R kR E, &
FERA FEAR CFnh BRI P P e AR 3k,

LRE “HE” AT EEMERLGRBRES TG Bl b iR &S FG R T it
WGP AT, BRERRLELSEOZINES, L@ A TREERMNE: EPFENZE
B, ARG R A F G (Ble R R TR F A A BB b S 4] (Bl de TEK) A
PR LG (PR RAE FR) 5 3B FLR (Flde CDA7 AL H B 6945 Frhk sk b, A %
KA FEMEoNETRH THE M RESGEORTE R M ESE, ZENE Fl40:
) A8 B 45 R A 4RSS 0 Z(RIA). B AG B 8 R I7 4288 %, 5 2 (BIA). %854 7 (5
JL44e Stahli %, 1983, Methods in Enzymology 9: 242-253). i ik & ik i B AL 4
B TR AAFILEGE MR LS Z A BRI AL R RESTAE—FE S AT R MBI
AL FUR . BT AT IR ESEOHET 446 B SR TR@IAIFILEZ RN
EEFRH., BFNARELCEZALETAE. BEFUNT(EFARELEA)LE
HRBUESEAO LR 4055 RRELCRAR—ALNRARLEES; FMESANE
AR E TR ELZ O A FALARE RS TR EA0EG, PTERAERILAE TR L B4R
WRFE A L. ERL KA FRELTA TRUEZFRESG T AN L CHFmTH. &
FEEFORBESETOITEFAEN, LHFIH (Bl E1K) £V 40-45%. 45-50%. 50-55%-
55-60%. 60-65%. 65-70%. 70-75%K T5%X £ % AHE B EZO 5 ERRENFEF 1L
shA, AXBERLT, SAHI4E 2V 80-85%. 85-90%. 90-95%. 95-97%3K, 97%RF % .

“CAFURY 15 B ZAG RN BT 7 09 FUIK, TR RN BT 7 3 B T XA HUR 09 2k
BF 7], PR SR B ARA I A SRR TAEAKRR, AR AT ERLE AT
P T NGRS A U A HER AR ASLR 46 R IL G NRALFUR,
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“NEFER” RIBRAMIER, WAELFALRIREES VL X VH EREFF T, £
REZET BB REBREL, — AT, ALAKRES VL 3 VH F 5] 494452 AT E
MBRAINNEAFEE., BT, ZAIG LA R Kabat ¥,
Sequences of Proteins of Immunological Interest , 4% % #& , NIH Publication 91-3242 ,
Bethesda MD(1991), 1-3 AF LA, E—AFL#kFEF, #F VL, ZLE T4 Kabat
FOLLELOFHEA 1, E—ANFEHFEF, AT VH, ZEA 2 4 Kabat FF (L LX) F 49
I A I,

CARAL FARRIE AR B IEA HVR 69 8B Aok B A FR 69 8L BRI 49
TR, BT EF, ARURAFOSEREAGEY —A BFRANTE
MR, FEF PTA IR L PTA 49 HVR(#l4e, CDR)X AL T IEASLARGAR L, S+ B ATA &K
AR EPTA 69 FR 5T R FAFURGIR L, ARMIARERT AL Z ) —H otk BT A
FARGFARBAE K . FAR(HdodEAFAR) G AR X R 38 LR HAT T ARMH IR,

Ri& “B Ik (diabodies)” F5EA M AILR L AL S FAR K &, Frid A BAEAER 69
% PREE(VH-VL) ¥ &85 8245 5T R 4 M3R(VL0) 43 69 T 45T R 2 M 3 (VH). @M B A
KIE Ay TG AEAR ) B L 04 P A2 MY IR ZIA) Bt 448 5k, 10 TR s R s 5 — 4 hk0g Z AN
LEAIRELIT AT A A LR AL B RFURTT VAR M8 RGF G, IR A
S HoFb 8 T 4= EP 404,097; WO 1993/01161; Hudson %, NatMed.9: 129-134 (2003);
F= Hollinger %, % B B KA 5 K F 4k (Proc Natl. Acad.Sci.USA) 90: 6444-6448(1993)%F . =
FURFa w9 FUR ] 482 T Hudson 37, NatMed. 9: 129-134(2003)F .

“BEL-T e F6ARLT A T3k Fe R A FARBI AR o AL A FE K. Fuk
T I A E B 035 Clq EAFAMRRBUE @0 A4 (CDC); Fo RS A FURRH
A0 R (ADCC); AEAER; @itk @ k(P4 B @i 4R) T, 4= B
sl iEAL,

RifF “ARE”. BRAANE BALPOIERRIARE S BRAFGERNZ,
AE—RZRF TR ERE, LEFOTRE T FATRPAER, XEIETRERIEHKL
& (P, —ARENMERGKE) Fo/3ERIEAIERF, “FHE”. EGHRARXE
AT A48 RS TR CD47 43 5 69 & (4 L #) 4= Yamauchi %, 2013 Blood, Jan
4. ;Soto-Pantoja %, 2013 Expert Opin Ther Targets , 17: 89-103 ; Irandoust %, 2013 PLoS
One, Epub Jan 8 ;Chao 4%, 2012 Curr Opin Immunol , 24:225-32 ;Theocharides %, 2012 ]
Exp Med, 209 (1 0) : 1883-99 ), #ildeh R4 EAKE# @m0+ & CD47/SIRP o 12 5 4h L4y
CDA47/SIRP o A8 ZAE A A R 4G Bri tm e dr 145 5 095K &, BF AL FURELE T Erism
JEA-F 6954 £ 38 CD4A7 49 e Bos Ve A

A5 R, AP T a8, A F 89 ALY CDAT Futh T AL /4R & B 2 41
JEBEMETR 10%. 20%. 30%. 40%. 50%. 60%. 70%. 80%. 90%3% 100%.

H A E T A A AR ARAR 69 26 BB T H BT SA R E R R Hs 7
B FLE) A et AR FEb R, R EIRERR;, RRGEEXRTE
M AR EE R AR BRI, AR, AR SR 60 A AR B AR, A
th g, FARATARIA ST ka9 .

do b BTIR, AEEEEILT, FURAL YR XA 6 B R AT hteired i, 2
P e Z it —FFOR TR AR IRR O E S F ), TR TEEZLHNGZRE T
ST O FURIF IR AR, A AERAIE T B, ARG TR BRI R A6 T A 2R Z Y
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LGB A 0lmg/kg A E £4) 100mgkg K€, — 25 X P, v. 0lmgkg.
0.5mg/kg. Img/ kg. 2mg/kg. Smg/kg. 10mg/kg. 15mg/kg. 20mg/kg. 25mg/kg. 30mg/kg.
50mg/kg. 75mg/kg. 100mg/kg £ & eH EH AL P GIIRL T XA . FILGH EM
EEBE R B RARELER K. HERR—K, BZF—K, #—A—Kk. H_A—K.
H=ZA—k. BFF—K,

AKILFTRAARE “TA¥T” R TAEREFGIIRET RV 49 CD47 1253, CD47 /~F
4945 S A5 TR 48 R K A 49 CD47 FuR B AR BT CDA47 15 545 8 K -F-1&F CD47 #9T BBAKF
(B RALFARIT 89 CDAT 12 54 K ), BARMAMEEX TRET 5%. 10%. 20%. 25%.
30%. 40%. 50%. 60%. 70%. 75%. 80%. 90%. 95%. 99%3K 100%. *1%F % A+
HARMF CDAT 12 F ik K-P, otk h AE PRI 53640, W& T ik 2 B & F=/ R of 5L CDAT
BE B R R BEIRE R, AATIRIELARA R P E R4 F % AR5 CD47 12 4538 K
F, OLFFEH e E T IR F) &

Kig “BEmR . “BELemRR” f= 95 L@y T e s A B2 452 F 7]
NI RAZER G mie, QFEXMmReg K. BEMIROIE SR o A e min”,
HaiEmBibibeymip ik R T HGBENR, dARE EERNGIE, BEREHBRESET LT
5ERMBARZEME, MmATUOLARE, KT L ARG @R T iRt
B EAAR AEERE M FE G RERENX,

K& “omfo PR AL R P 4547 4) 2R 1k 48 0 A e/ 2R, 5 | AL 28 050 T RAR IR A
M.

Kig “BAR” HERLFIER T ZIG B8 I0 5 L A& 69 7 — N BRGEEBRY>T. &
RiBOLIEVEH QR AL BBRENGBRRAB LB LB ALY E T mbeg L B Py
BAR, —EBAREDIFEATHREMEMERG AL, IEGBERERLFHRMARA “&

“RBBEMH REH—ANRENF RS T(LIFARRIET Mo 47 ) RE 9k,

IR RZIRFET ARSI, AN LB ERRT, RASH(F, F,
¥, M, Fded), RKRESHYWAe, AFRIEARRKRESHYR), K, ARSEE KD
Yo, PEFKR). E-BREFTEF, MRRTEFAA.

“OB Y AL IAR, RLESARATTGAs 5B, E—REETET,
PR b ZABIE 05 % 3 99 % b JF, 4eiB i flde ik (H4=, SDS-PAGE, % w7k & (IEF),
24mE IR R EM (Fl4e, BT ZIeRRA HPLC)AH 49, T T -6 HuiRsh Z 64 7 ik
#94%i&, A, #l4e, Flatman %, J ChromatogrB848: 79-87(2007).

BT BRI EBRST, RO 5L RARIRIEGE ST E. BN
LIELA BT OABMEBRy- T mioy BT, BRZEBRs T HETE EMRIIR
ERE TFTHARALERLE G F EMRZE L.

“O-B S ARIL CDAT FARRILTR 46 H AR RIS MRH,T, £
RN E e R (R AR LS R K), QAL —BARRS T 69 BIR T 493X A 9B 5
T UBGETREEZ@MEFTH—ANRE AL B X AR T

AT A S IRFFI 6 B (%) RABRF T Bl —” & LA ENRITE B 5 AT
St (S F 0T FNEALWARIER KB 5 F 7 E — i, B RFAESFTIRF BARAL A & 7 B
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—HE I G, MRILF T F e EURBR R S Ak % Ik F 5] 6940 R R BR SR K 609 E 4
o, TR AARIREAY 7 iR AT B 5] BT AR M B F 4t BB T 5 B — 1, lde, AR
T 45 B 843t ALK 4w BLAST. BLAST-2. ALIGN 3 MEGALIGN(DNASTAR )4k 4.
AATIRIARA T T VA M F pest 6938 & A%, Q385 AT Hbdi 69 5 5] & KR AT 5 K st B
& OIET Bk

BAERKPIFPRE T E — G E AT, FRAIFANIE L, KT oAt T
¥ e KT R, s TFREKAE e KT EER THER G5 S IKF 5 R,

Ri&E “dgrmpa” Fa “Lrimie” 2B U8 LA .

KRB “BE” AFmibsk, mARE WBREE” AT — k@I i )
thdk, BEb, SRR R R E N —H R,

1.2 A& 88930 CD47 Fuik

RAE S SN, RiE “BBKREGHAEAJAP) . “CD47” A F AL P25 KA
AEATT A-HE B M IR (L A5 FLEh Mo R KK Sh (Bl 4o A)Favth ok K S #(Fl4e, ) BA2KR))
GEIT R IR CDAT7, TRIAEZHHA., ZARKERE “K” RInI 8y CDAT VAR & afit i n
I & AT R 89 CD4A7 S AAEAT B . i R1EE L35 R R A 1E49 CDAT 69 AR, Hlde,
WHEEARXFALEAR,

Ri& “4L CDAT HAR”. “3 CD4A7”. “CD4AT AR 3 “454 CDAT d94uiR” R 45X AE
TR, PR AR EE B A R 64 F fm J 456 CD4AT & A A B BOAR AT FR T A A4 $e
6] CDA7 ¥ 6935 BT 7 A/ B8 97 7). E—ANFEHFE T, 41 CDAT ik 5 RABK 49, 3F CD47
O S LM T A EIIRE CD4T 464925 10%, Hof4eid i 300 M %75 N (RIA)
MB 4G, — L F E P, KA LIRALGHCDAT $9 FARE IR 3 % (Kd) < 1 u M, <100nM,
<10nM, < 1nM, <0.1nM, <€0.01nM, & <0.001nM(#l4= 10°*°M 2L T, #4e 10°M £ 10°M,
#l4= 10°M £ 10°M).

FE—%EEFEF, KL I CDAT FARR L TR 26 F B OATRK. BARE K.
BRI Fa s EF, AL AR KK A E CDR MG R 3% (#l4efe FR F ), 1FikH,
KK H CDAT Ik L igstipsdsT TR, 4+ TR, 2248 R E 4 9515 1540,

KA BIRAEG CD47 FARRILE IR 7E M, Pldedrs] CD4AT7 4R A (Ledih) it & &
CD47 #g&3k). EMAa/SAZ 5458, KT CD4T F= SIRP o Z A 49A0 EAE M . KA FA4R
B89 CD47 FARELE A CD47(de A CDAT)R 5 LA ZAE A B T AR K IEKIA T
CD47 & A RE M. ERAREA CD4T % KA/ R B4 ZE R G, CDAT A MFIhte
HIERRPT ATE. BEXIAS,. 55 RAEER RKLATE G IR LA (doss 48
CDA47 #) &K R EWKF A, FAEFARET CDAT 49 R K S EWAKPEAKT £ 95% (Hl4n
BT 96%. 97%. 98%. 99% 3K 100% )BT, AT FARAKIA A 4845 50 247 6] CD47 & &k
RE M. 5 RAR RLATE G CDAT R4 A0 CDA7 69 A X R E K- FAR L, A /£ CD47
FURET CD47 89 R AR FMAKFEIRT £V 50% (Fl4e$1KT 55%. 60%. 75%- 80%. 85%
K 90% ), SLETFTIE CDAT FAARMIN A 86495 B E 4] CDAT MR ERF M. 5 RFER A
PR G AR AR EAE A (Fm 2k )T CD47 89 & AR EMR-F AL, AEFRIT CDAT 94
K REEKFEART VT 95% (B4elE4KT 10%. 20%-. 25%. 30%. 40%. 50%. 60%-
75%. 80%. 85% 2 90% ), LB AT FUARMIA A GE% 3R 5037 4) CDAT 49 RIERE I,
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FEEETRFTER, TERTHFHFRERIREY Fo R P IIA—ANRE AN REBRISAH,
PAsk & Fe R EAK Fo R AR @4 —R % 2B B 4k 4 2R BASA5 (5] 4o IR AX)
89 A Fe R F 5] (Fl4 A IgGl. 1gG2. IgG3 & IgG4Fc ).

FFe ey, TR E A 2R TREIGEG IR, Flde “FX MAbL”?,
H b HRe)— R Z AR 2 F PR iR E IR,

X TG, R TR SR T B —F 24546 4 S KA T L4 Bz G
FARG IR G RN, EETARITEAER G35 35, BRRT, KEHEe4. K
BT A AR R KA 045, ARRT, R ZBPEG). LoB/ABERY. R
VHAL L., FRE. ROWEE. ROUMWEIREE. R-13-2%. R-13,6-=. TH/E
REABF LR . RAELBRCHIRD AL RY). BAHRAERR (- T Ab i) R =
Bf. AZBEXRY. RIAARR/ BN THERY . RATHENS LB b)), R
B2, AALREY.

F—ske Ty, KL iHER CDAT Fiked BB, Fuik B By 24 46 2 RIRT

Fv. Fab. Fab’ . Fab’-SH, F(ab’),» MILiR. ZMIuik, BEEFARSYTF (H4w scFv); A=

PR R B AR 6G % 45 R . RNE GBI ALIUR = A AR AR &0 F B, A

“Fab” H¥, & BABARE—FBRLESLE, KRG “F” A&, RE4ARBRTESHT

thahtie . B RGBS A Fab W2 AE, EEAAANBRE L EFBEMARRS R
BRILR .

B THFEF, REPGI CDAT FARRARALIR, A TAEIIRARACE R E]
FiEREARAAN Oy, 4od) Almagro&Fransson 47449, H A i8R A T ARL
(Almagro JC #= Fransson J(2008)Frontiers inBioscience13:1619-1633). Almagro&Fransson X
IR kA R Ak . B RIR A AR T A R BT ARLFUR BRIP4 L4 6 1T
T HE BSR4, R e BAR R = AT R, AL BFHFT—R 69T s 4
WPAE . MR 6,45 CDR #53:. & @ % #(Resurfacing). A JRL(Superhumanization) F=
ANF 5% N B AL(Human StringContent Optimization)., #BHZ T, 2 A kA T4 R K
ABRWEREF NG EHAXGZRE R LA B RMELE, AR, 2RFRMT BT
KERARERIATI R GG T 05/ RIF L 2%, RIPRTER, ok HIK R T A4
RETFHRXEERFARRRAR Aoty ¥ hik03E FR A, & %45 (Guided
selection). #EZR # 40 (Framework-shuffling) #= Humaneering.

FE—ERFET LT, KL EI CDAT TR ZATR, T RAR T ke b BAT
REHZAFAIR, AFUR—RF#5E T van Dijk #= van de Winkel, Curr.Opin Pharmacol 5 :
368-74(2001) ¥AZ Lonberg, Curr.Opin.Immunol 20 : 450-459(2008).

T8 A T i B AT E S ey SR R B ARL R . ARGURBL, R4
e B AP T AR R T R I B e SR i R LA T E 4 S A AR A SR Y
7 k. X475 % T 4= Hoogenboom 47 A, Methods in Molecular Biology 178 : 1-37(0’
Brien ¥ A%, A Press, Totowa, NJ, 2001) ¥3Fif, H Hit—F F4l4e McCafferty %
A, Nature348 : 552-554 ; Clackso %F A, Nature 352 : 624-628(1991) ; Marks A,
J Mol Biol.222 : 581-597(1992) ; Marks % Bradbury, Methods in Molecular Biology248 :
161-175(Lo %, Human Press, Totowa, NJ, 2003) ; Sidhu % A, J.Mol Biol.338(2) :
299-310(2004) ; Lee % A , JMolBiol340(5) : 1073-1093(2004) ; Fellouse ,
Proc.Natl. Acad.Sci.USA 101(34) : 12467-12472(2004) ; A A Lee ¥ A ,
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J.Immunol Methods284(1-2) : 119-132(2004) F4%i&,

ERATARERY “FARRERBRESRE QI ERRT S A%, LK. 4. X
M. RO, 4R, B, R, FREE. #E6. ARG AKEA CDR
49). FRE. AR, Fab H . Fab'h K. F(ab'), H . & Fab KX EZ4A AR
FZ. Fd. Fv. Z#fbahif 349 Fv(dsFv). 248 FUR (%4 scFv). AUk R w9 suik (Holliger P,
% (1993)Proc.Natl. Acad.Sci.U.S.A.90(14),6444-6448) . 44 K FL4K (nanobody) (4L AR 4 3 3% #1
1R)s FHAER (F TR (G5 H1 o3t A A SR 49 0 Td Fok) e L iR AE —Fh 84 fi 2 &
h&.

BTG EF, RRAPYGTIRT R LR, VTR ZHFHE. 245
I B BT A XF — A 32 B K 69 TR B R AL R4 7k 6 KT DA S 2 A I — AT e % KA 7
IR AR, A B4, Tutt $(1991). Immunol.147:60-69. 3t CD47 H LT A5 5 —FF
e T (Bl B — A R RE G )R ERE, Fledih R R BT S det 5 — 3
ZALE T, h —AFFARRIUIK f FEFE (P i@ I 2B, AR RRS . dERMEK
ERARLE T RYA T EBH F R LS 587 F RS R RHUR,

e g s EY, KLPGIIKESA CDAT %G,

13 K& BB R A% £ mi0

E—Tr i, AELPRET %L LTI CDAT Fuih R R A9 BR . P AR BR 5T VA
Yol BTN AT R R A/REHT R R EIREBRF T, ROSTIReg 2t/ T4
CEE X VoI

E—NREFTEF, REQLSEBBRG—AXEANIBK., E—NFERTETF, KA

FE—AFEHGEF, RECEPTEBIRGE Tmie, AT U AL BBIR LA
8938 Y15 L mR OB R LE G REREE@IL., e, WARTE@B Y4, 454K
FEAERAT Fe BTN, st TRAFEFZRE@A oL, L, Hlde, 25
% F]5 5,648,237, 5,789,199 #= 5840,523, i£JL Charlton, Methods in Molecular Biology,
% 248(BK.C.Lo, %4%%, Humana Press, Totowa, NJ, 2003), % 245-254 W, HHbiXIUik
KB ERXMGATE P RR), ERZEE, FRTUMNTIEEZ ST @A @R 5 5,
FET A —F ik,

F—NEHFTEF, BEERARGY, B —ANERTEF, BImRLh B
o TR IO BGER T HE TR R AR LSRR emin. Blde, EABMAEYE
Yo 22 KA R AKX T RATURGBARGSELERRERE L, CHEALHFBERHAR,
FAERAMIRAZ OB RAIT AR, FHTEBLAHSRT AN IR G TR, 20
Gerngross, Nat.Biotech.22: 1409-1414(2004), #= Li %, Nat.Biotech.24: 210-215(2006).
iE TR RATARG B L mI0EATE B % mICE MRS WA BMESI ). AT VA
KA A I RS £, Blde, TARABRBENESTEFEKGHISIM @A .
H RIS 8 £l Z 6938 E B R SVA0 #La9 AR CVI1 £ (COS-7); AR % (293
X 293 t@fit, 4ofilde Graham %, J.Gen Virol. 36 : 59(1977) P Fi#4ikay) &. LEH A
Al LB M 7% T b & GLds B A R 9P £(CHO) @fie, .4 DHFR-CHO %@ (Urlaub %,
Proc.Natl. Acad.Sci.USA 77 : 216(1980)) ; VAR E B/ 49l % 4= YO, NSO #= Sp2/0. * T
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EAF ARG ELEFILYIE LML R LR LY 4 Yazaki #= Wu, Methods in
Molecular Biology, %- 248 (B.K.C.Lo, ed., Humana Press, Totowa, NJ), & 255-268 7 (2003).

A EFEF, BT HEICDAT AR 7k, LV Fikass, £E46K
REFR R EHT, BROASBEPTATARGEIRG B 2 mIE, o b XPTRAEY, FFidi
MNP iE 78 A0 (R T8 MBI AR TR ik, AT E4 =44 CD4T #uik, 4B %
AR (B 4o £ X TR E G FAR) AL BR, FTIA—AREANBIR, AT EE L@ it—
F A R R IA, RS TAER w AAAZ 4 B Fo | B () 4ol 348 R B89 5 S5 A0 FUAR
T pE e 20k 04 J B 45 7 M4 00 T BRARAT HLAT).

1.4 b f=2hdEF

AR EREET Qas— R B AP LA CDAT AL LI E M R B e £ ke h4hp
S, ILRE, AR PRI CDAT SRR G WA =T DS Z 5157 F 618 6938 BAK
IRTY 7o) Ao F A X A BRS 2525, MR BRI E 494045, #ak, # 5.

RiE ot AN FA, Lo AFOLSELF TR ENFERA
BT KA, FFETR @AM TR IR 69 X B A AT &Lk ed 5 s ey R,

RAEH A EARIR 5677 7 — A GHBER . LA Bl REN (R AT
&) IR K| AN .

BT AL, 8577 FHMARE. FW. Wik, ZM. 5L, IR, RE4LTHEGE
R FRIE. R ILRIRIR GRS E o, DA BGE RAR K SRR 0 BA

T EY, REVEHE LGS AR, dobmitdri R0 mr 5 %ea
L CDAT # TR B REW), MICHEWR aFEfTatmies A, E6TH
RIS m IR (Bl yg 7)) 896 F R R T 4y, A NH 4
WO005/103081. 4o, ZmitA A GLIEERRT: AHEEILE @I, ALY, 1P, 1'%,
Y, Re'™, Re™, Sm'S, BiZ2, P2, pb?? = Lu 4t FlaE): ALF ) R 54 (#) %,
¥ & % % (methotrexate), T & & (adriamicin), & & & & 49 s (vinca alkaloids)( & & #7 4%
(vincristine), & #&#&(vinblastine), &R+t 783 (etoposide)), % b E (doxorubicin), & &4
(melphalan), #2% E# (mitomycin)C, X T B & J~(chlorambucil), 4% % (daunorubicin)
RECHEAF);, ARIPFF,; BAELAT BB BKER, WAL, o THEER
mE . AH. MRS RGEIE R FE, QLR BR/RTIR, fo Ot AP HIT
T RIIEF

KL BAIE L35 (LA CDAT HUAR e 4064 (L35 25 M 2064 3R 25 4 ) 57 ) e 6L A A 30
CD47 HARtg 5 M F BB, AR LT FEF, Bohast—FrR S s CD4T
G FAR R —AF R, 2 AP 5 B — AP R, L AP 25A CDAT 69 F/kby S A5 38R, XS24 9T VA 8,
AATE R A BAR, e RART L4 et AR A, QIELE AR,

KRR 6 404 T L35 AR K BF e iR A 2 R AR, Xk B a4 A T 6L 45 T K
¥, Wik A e,

ER T AREIAGE R BART AR L F BAR, doKFd, QFREELR 2. 9. 44
M RARARA, doitAih. KEh. 7. ZhuE. LERAER e mT,
TK R GG BAR . 7T VAN K Fa Kl A e 0 vA B B R VEBAR BAK, 47 2 A
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T iEMER., SENBHARTA QL. FHE. JUE. BB VK. £F. K. @

. AE. IR, BIEERA. b EEERE. T6. 4. TIRGBLIEIL. . &
W, —B. K. ZEEF., s TRM A& H B L A&, 7~ A& “Handbook of
Pharmaceutical Excipients”, % E R ) R.C.Rowe,P.J.Seskey Fa
S.C.Owen,PharmaceuticalPress,London,Chicago. & #1# 4975, PrifL oM LT ASH V&
89 IEIE F) R FUH], S pH Lok A, XA AKRARER. BFR. LA RAL A
. REA. R FEBARAF FOH K. R F) T A QAR AERAK, A%
HEBE, U, . RRAGERAE. 4B,

SToA B A B A AT LR A R K A4 CDAT Huk B —HF R 3 A 1Tik o9 25 A Hk
(Remington’s Pharmaceutical Sciences, % 16 k&, Osol, A. #(1980)) AR #l& L4 KL
B ik 6940 CDAT Fuih 69 S5 41 7], ik 3l A T 41 R KoK E R 69T K.

TR E T FARB F RE T EB E A5 6,267,958, KEFARFF LIz £ 8 55
6,171,586 F= WO2006/044908 F P ik 9 AR 8k, J& —FF 4] 7] eLIELL RER- LER B & o .

A KB 4 25 Wy 2R A4 R BT B I VA QLA AR I —FF R S, PR E M R A R AR S T B9
4T IE FAERTE 0, Rk B RA KA MBS it ig BEANE MG AR B R . B, 2
AR TRAMTEMR . PTEE RS VAR T B 69 R IRA K8 EoE MG,

B R . AR R 69618 ) LI AR AR 6 BlRBR K B A b F
BERF, TRERERTEHS, HleoBERmEn K.

1.5 Fulkedib 7 o ik Ao ik

E—F@Y, KREW\HBAZKEFIH . 325 CDAT 5 SIRPo 4607 %, Friks
ik OIEE) T IRE A AT ARLITE T CDAT ik RE R, B —F@P, K
BB BAR L T iR WY Bk bl R g AR E R 6 vk, PR 5 ik L3568 TR E AR A B8
R PTEGERTIL CDAT SRR R . E—F @, KA B RIE57vAh CDAT Kb 77 ¥
B K IR R O Tk, PP 7 ik U486 IR 6 A A 2 69 R IR AG1ET L CD47 Fudk
RERE, E—F @y, KT RITVGEITHB. #74) X &% CD47 5 SIRPa 4944
M. BE. W R ETRBRABEY TR, EF—F @, KEPBTEHE 2
TR AL I CDAT FARRE F B m RS LR E B ERE IR F k. SR
ZIRFE RN IR T k. BT IRE IR R LTk,
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AKEPAIIRGG T4, 240940 KEKLBRF 7
ADI26624-1gG4
HC &4 8/%%] (SEQIDNO:74)

QVQLQESGPGLVKPSETLSLTCTVSGGSISSYYWSWIRQPPGKGLEWIGYIYYSGSTNYNPSLKSRVTISVDTSKNQFSLKLSSVTAAD
TAVYYCARGKSAFDPWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSG
LYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQE
DPEVOQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHODWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPS

QEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQ

KSLSLSLG

LC # %85 %] (SEQIDNO:75)

DIQMTQSPSSVSASVGDRVTITCRASQGISRWLAWYQOKPGKAPKLLIYAASSLOSGVPSRFSGSGSGTDFTLTISSLOPEDFATYYC
QQADLHPPLTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY
SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

ADI29336-IgG4
HC #4 8/% %] (SEQID NO:76)

QVQLQESGPGLVKPSETLSLTCTVSGGSISNYYWSWIRQPPGKGLEWIGTIYYSGSTRYNPSLKSRVTISVDTSKNQFSLKLSSVTAA
DTAVYYCARGKSAFNPWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ

SSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVD

VSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHODWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALH

NHYTQKSLSLSLG

LC # %85 %] (SEQ IDNO:75)

ADI29340-IgG4
HC # 4 8% %] (SEQID NO:77)

QVQLQESGPGLVKPSETLSLTCTVSGGSIDYYYWSWIRQPPGKGLEWIGYIYYSGSTGYNPSLKSRVTISVDTSKNQFSLKLSSVTAA
DTAVYYCARGKSAFDPWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVS
QEDPEVOFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHODWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLP
PSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYT
QKSLSLSLG

LC # %85 %] (SEQIDNO:75)

ADI26630-IgG4
HC #4 8/% %] (SEQID NO:78)

QVQLQESGPGLVKPSETLSLTCTVSGGSISSYYWSWIRQPPGKGLEWIGYIYYSGSTNYNPSLKSRVTISVDTSKNQFSLKLSSVTAAD
TAVYYCARGKTGSAAWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSG
LYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQE
DPEVOQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHODWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPS
QEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQ
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KSLSLSLG

LC # X847 (SEQIDNO: 79)

DIQMTQSPSSVSASVGDRVTITCRASQGISRWLAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQTV
SFPITFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTL
SKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

ADI29341-IgG4
HC # 4 8% %] (SEQID NO:80)

QVQLQESGPGLVKPSETLSLTCTVSGGSIEHYYW SWIRQPPGKGLEWIGYIYYSGSTNYNPSLKSRVTISVDTSKNQFSLKLSSVTAA
DTAVYYCARGKTGSAAWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVS
QEDPEVOFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHODWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLP
PSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYT
QKSLSLSLG

LC # %85 %] (SEQIDNO:79)

ADI 29349-IgG4
HC # 4 #8/% %] (SEQID NO:81)

QVQLQESGPGLVKPSETLSLTCTVSGGSIDHYYWSWIRQPPGKGLEWIGYIYYSGSTEYNPSLKSRVTISVDTSKNQFSLKLSSVTAA
DTAVYYCARGKTGSAAWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVS
QEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLP
PSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYT
QKSLSLSLG

LC # %85 %] (SEQIDNO:79)

ADI 26591-IgG4
HC #4 8/% %] (SEQID NO:82)

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQAPGKGLEWVSAISGSGGSTYYADSVKGRFTISRDNSKNTLYLOMNS
LRAEDTAVYYCAKTPIYYGFDLWGRGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPA
VLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVV
VDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGOPREPQ
VYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEAL
HNHYTQKSLSLSLG

LC # %85 %] (SEQIDNO:83)

DIQLTQSPSSVSASVGDRVTITCRASQGISSWLAWYQQKPGKAPKLLIYGASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQ
QKNPFPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOQWKVDNALQSGNSQESVTEQDSKDSTYSL
SSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

ADI 29371-IgG4
HC # 4 8% %] (SEQID NO:84)
EVQLLESGGGLVQPGGSLRLSCAASGFTFGNYAMSWVRQAPGKGLEWVSMISGGGSTYYADSVKGRFTISRDNSKNTLYLQMNS
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LRAEDTAVYYCAKTPIYYGFDLWGRGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPA
VLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVV
VDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGOQPREPQ
VYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEAL
HNHYTQKSLSLSLG

LC # %85 %] (SEQIDNO:83)

ADI 30793-IgG4

HC #4 8/% %] (SEQID NO:85)

EVQLLESGGGLVQPGGSLRLSCAASGFTFDSYAMTWVRQAPGKGLEWVSVISGSGGKTYYADSVKGRFTISRDNSKNTL
YLQMNSLRAEDTAVYYCAKTHLYYGFDLWGRGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGA
LTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEAAGGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVSQEDPEVOFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVITVLHODWLNGKEYKCKVSNKGLPSSIEKTISK
AKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVF
SCSVMHEALHNHYTQKSLSLSLG

LC # %85 %] (SEQ ID NO:86)

DIQLTQSPSSVSASVGDRVTITCRASQGISSWLAWYQQKPGKAPKLLIYGASSLQSGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQQKNPFPPFFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOQWKVDNALQSGNSQES
VTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

ADI 30794-1gG4

HC #4 8/% %] (SEQID NO:87)

EVQLLESGGGLVQPGGSLRLSCAASGFTFGNYAMSWVRQAPGKGLEWVSATISGSGGKTYYADSVKGRFTISRDNSKNTL
YLQMNSLRAEDTAVYYCAKTAIYYGFDLWGRGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGA
LTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEAAGGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVSQEDPEVOFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVITVLHODWLNGKEYKCKVSNKGLPSSIEKTISK
AKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVF
SCSVMHEALHNHYTQKSLSLSLG

LC # %85 %] (SEQ ID NO:86)

ADI26624-IgG1
HC &4 8/%%] (SEQID NO:88)

QVQLQESGPGLVKPSETLSLTCTVSGGSISSYYWSWIRQPPGKGLEWIGYIYYSGSTNYNPSLKSRVTISVDTSKNQFSLKLSSVTAAD
TAVYYCARGKSAFDPWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVD
VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYT
LPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNH
YTQKSLSLSPG

LC # %85 %] (SEQIDNO:75)

ADI29336-IgG1
HC #4 8/% %] (SEQID NO:89)
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QVQLQESGPGLVKPSETLSLTCTVSGGSISNYYWSWIRQPPGKGLEWIGTIYYSGSTRYNPSLKSRVTISVDTSKNQFSLKLSSVTAADTAV
YYCARGKSAFNPWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSL
SSVWTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPS
RDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQK
SLSLSPG

LC # %85 %] (SEQIDNO:75)

ADI29340-IgG1
HC #4 8/% %] (SEQ ID NO:90)

QVQLQESGPGLVKPSETLSLTCTVSGGSIDYYYWSWIRQPPGKGLEWIGYIYYSGSTGYNPSLKSRVTISVDTSKNQFSLKLSSVTAADTAVYYCARGKSAFDPWGQGTLVTVSS
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHK

PSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTK

PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIA
VEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG

LC # %85 %] (SEQIDNO:75)

ADI26630-IgG1
HC &4 8/% %] (SEQID NO:91)

QVQLQESGPGLVKPSETLSLTCTVSGGSISSYYWSWIRQPPGKGLEWIGYIYYSGSTNYNPSLKSRVTISVDTSKNQFSLKLSSVTAADTAVY
YCARGKTGSAAWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLS
SVVTVPSSSLGTOTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHED
PEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSR
DELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKS
LSLSPG

LC # %85 %] (SEQIDNO:79)

ADI29341-IgG1
HC #4 8/% %] (SEQID NO:92)

QVQLQESGPGLVKPSETLSLTCTVSGGSIEHYYWSWIRQPPGKGLEWIGYIYYSGSTNYNPSLKSRVTISVDTSKNQFSLKLSSVTAA
DTAVYYCARGKTGSAAWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQOS
SGLYSLSSVVTVPSSSLGTAOTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVV
DVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPG

LC # %85 %] (SEQIDNO:79)

ADI 29349-IgG1
HC #4 8/% 7] (SEQID NO:93)
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QVQLQESGPGLVKPSETLSLTCTVSGGSIDHYYWSWIRQPPGKGLEWIGYIYYSGSTEYNPSLKSRVTISVDTSKNQFSLKLSSVTAA
DTAVYYCARGKTGSAAWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQOS
SGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVV
DVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPG

LC # %4855 (SEQIDNO:79 )

ADI 26591-IgG1
HC # 4 8% 7] (SEQID NO:9%4)

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQAPGKGLEWVSAISGSGGSTYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAKTPI
YYGFDLWGRGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSS
SLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNW
YVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQV
SLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG

LC # %85 %] (SEQIDNO:83)

ADI 29371-IgG1
HC # 4 8% %] (SEQID NO:95)

EVQLLESGGGLVQPGGSLRLSCAASGFTFGNYAMSWVRQAPGKGLEWVSMISGGGSTYYADSVKGRFTISRDNSKNTLYLOMNS
LRAEDTAVYYCAKTPIYYGFDLWGRGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPA
VLQSSGLYSLSSVVTVPSSSLGTOQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTC
VVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREP
QVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL
HNHYTQKSLSLSPG

LC # %85 %] (SEQIDNO:83)

ADI 30793-IgG1
HC # 4 8% 7] (SEQ ID NO:96)

EVQLLESGGGLVQPGGSLRLSCAASGFTFDSYAMTWVRQAPGKGLEWVSVISGSGGKTYYADSVKGRFTISRDNSKNTLYLQMNSLRA
EDTAVYYCAKTHLYYGFDLWGRGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVV
DVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPG

LC #3854 %] (SEQ ID NO:86)

ADI 30794-IgG1
HC # 4 8/% %] (SEQID NO:97)

EVALLESGGGLVQPGGSLRLSCAASGFTFGNYAMSWVRQAPGKGLEWVSAISGSGGKTYYADSVKGRFTISRDNSKNTLYLQMNSLRA
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EDTAVYYCAKTAIYYGFDLWGRGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVYDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVV
DVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPG

LC # %85 %] (SEQ ID NO:86)

CD47 % & ¢ R8I B A %] (SEQ ID NO:56)

MWPLVAALLLGSACCGSAQLLFNKTKSVEFTFCNDTVVIPCFVTNMEAQNTTEVYVKWKFKGRDIYTFDGALNKSTVPTDFSSAKI
EVSQLLKGDASLKMDKSDAVSHTGNYTCEVTELTREGETHELKYRVVSWEFSPNENILIVIFPIFAILLFWGQFGIKTLKYRSGGMDEK
TIALLVAGLVITVIVIVGAILFVPGEYSLKNATGLGLIVTSTGILILLHYYVFSTAIGLTSFVIAILVIQVIAYILAVVGLSLCIAACIPMHGPLLI
SGLSILALAQLLGLVYMKFVE

T W B b b BLAYG PR AT R Y B B e T
IgG1 HC:

MGWSLILLFLVAVATRVLSEVRLLESGGGLVQPGGSLRLSCAASGFTFSNYAMGWVRQAPGKGLEWVSAISGSGGSTYYADSVKG
RFTTSRDDSKNALYLOMNSLRAEDTAVYYCARGGPGWYAADVWGQGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDY
FPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLG
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQOPENNYKTTPPVLDSDGSFFLYS
KLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG

IgG1 LC

MDFQVQIISFLLISASVIMSRGDIOMTQSPSSLSASVGDRVTITCRASQSISSYLNWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSGS
GTDFTLTISSLOPEDFATYYCQQADLPAFAFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNAL
QSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

IgG4 HC:

MGWSLILLFLVAVATRVLSEVRLLESGGGLVQPGGSLRLSCAASGFTFSNYAMGWVRQAPGKGLEWVSAISGSGGSTYYADSVKG
RFTTSRDDSKNALYLOMNSLRAEDTAVYYCARGGPGWYAADVWGQGTTVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDY
FPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPS

VFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVOFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKV
SNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLT
VDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

IgG4 LC:

MDFQVQIISFLLISASVIMSRGDIOMTQSPSSLSASVGDRVTITCRASQSISSYLNWYQQKPGKAPKLLIYAASSLOSGVPSRFSGSGS
GTDFTLTISSLOPEDFATYYCQQADLPAFAFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNAL
QSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

4RI SURMER 1gG 1 AL aF, FAMATRRRA IgG 1; 4 REFREA 1gG 4 BB, MM
PR 1gG 4.

x4
FHH] 1. F CDA7 FARA BT B ARG & Fadbifl,
AK BT 49 10 Ntk ( ADI-26624. ADI-29336. ADI-29340. ADI-26630. ADI-29341.
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ADI-29349. ADI-26591. ADI-29371. ADI-30793. ADI-30794) ¢j CDR R . #4+ & R fu&
TR R ., BEREHEGRILRSE ), RS FERS P ERT I AR H T
B B, ERAREKETRH IR, F4, BETERAEHTERGF B TR |
BT 1=

FEBEFEL B CHO-S 40t £GK 5 B 4640 KK B 64 Huik
B P 44 A Fath Al

T B 69 Huik & = (yeast-based antibody presentation) X% (Adimab), RILA 675 ik
(W02009036379; WO 2010105256; W02012009568 ) AT 3%, b G4 bh % A0k 3|
1x10°, HEX, AMmibey sk Miltenyi 28] 49 MACS A AU ATREM SUE Mt ok, 4
S, BRI (~1x 10" @fe/3 k) oA FACS Bk b (BRRE% AR,
AH 01%F M iE &G VE B 15 54F, 04 P A4 100 nM £ 4 F 471049 CD47 /& ( Acro
Biosystems, E 3% CD7-H5227-1mg). 48 50 ml #1449 FACS #uiA% A ikse—k, BA 40
ml A RAZE A REZ MR, A 500 wldEFEEMeR (Miltenyi LS) T 4 CHAL 15 4
4. 1000rpm %+ Smin F2 EFA B S ml FACS %A%+ rEEmit, ¥Hmpmiim?)
Miltenyi LS A2 . AT MRJE, A FACS A% R %AH 3 K, BR3ml. AERERIBIT
Miltenyi LS 4%, /A 5ml ARKIZFFRERM, KERDLGGEF @Rt E 37CEIREK,

12 AR IR HEAT T —30 09 50ik: #2238 MACS R4 T £ KT K4 1 x 10° i 4m
JOR FACS &t =k, TAHAAMRKEAMZ (100-1 nM) 47iT4) CD47 LR T £k T3
. FEERER, @I0H FACS WAL iR MmAkZE, H@es LC-FITC (FITC 4/id.0
FHA IR E G F(ab’)kappa 4844k, Southern Biotech) (1: 100 ##)R4A-, J+45 SA-633

(45 & F=%-633, Molecular Probes ) ( 1:500 ## ) X SA-PE (#£F FA=%-% 2% 9, Sigma)
(1:50 #REyRFA A, 4C TR 15 o4F. A TA 8 FACS HiAZFiakbimr, 25T
0.4ml ZAkY, ¥mpssi3|wmikeya &% ¥ . 148 FACS ARIA (BD Biosciences) 4t
sm i,

il i R R AFA R AL CDAT SR B mIeE 30C T EHFF 48 I afi Rk
CD47 #93uAk. HF4 RZ 5, 1300rpm &3 10min X REE4 400, Jk EHF &, 48 Protein
A 3t B P 693 CDAT Skt ATeh ik, pH2.0 BEBR A Be R, MR CDAT Ak, Fkeh g
>95%., 1&HAAKINE G Bt KappaSelect (GE A4 E 57 £ H ) #HATLALT KIFAE L 49
Fab A K.

CHO-S % Jja, b b4 &3k Fasifb:

ARAEH)EF 9L B, 1M Freedom® CHO-S®XF| & (Invitrogen ) & & & & FARg
CHO-S #ft % . A &¥uha T Eifi24509 DNA 574N F|FE —A pCHO1.0 fitad, A
T E AR EH. 2B RAMNFE LR RS ES pCHOL.0 k4 CHO %8
fo %, 353 48 /)NBFZ 5 A ForteBio A Uik /= B vA P BT 45 e & | R B ey min 2L/ 4k
)R R AF R B R ARG @IE (pool ). ZEF Hmit, KEFRAIK, FEmio L
7 A Protein A #i4b L7 &, 1EFAREGLEE > 95%.

A1 ALARFE 10 NrplduRegiast, T4, ST ERPEET R RGEABF
5 %7 .

TR L AR VH VL HC LC
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ADI-26624 44 54 74/88 75
ADI-29336 45 54 76/89 75
ADI-29340 46 54 77/90 75
ADI-26630 47 55 78/91 79
ADI-29341 48 55 80/92 79
ADI-29349 49 55 81/93 79
ADI-26591 50 57 82/94 83
ADI-29371 51 57 84/95 83
ADI-30793 52 58 85/96 86
ADI-30794 53 58 87/97 86
JE 293HEK 40l & 3 5F B 4t 256450 48 H 69 T iR xR Ak

S R ALAR

Hu5F9

AB6.12

Hu5F9 £ /& 293 HEK #mfe By of R A 69 A CD47 ik, R A5 5 £ 8 % 5
US2015/0183874 Al F #93uik “SF9” 95 5148F] . AB6.12 £ £ 293 HEK 8t ¥ By A & ik 49
ABAL CDAT #iuk, 2£E7)5 £ 88 US 9045541 T egFiik “AB6.12” #9435 48F., 28+
F1US 9045541 AT e94uik “AB6.127 ZW R -FE mfio ik IR F 69 5L £ R 49 CDAT ik,

st F 293HEK 48, ¥ Suik 6 B it R ik, R B4R pTTS. & B F ke S faiz ik 5143
$okay pTTS HART . AT LG F R TH RS T EHRE24E60 pTTS HIREAN
293HEK @mfe ¥ . R 6910545 44X 7] 4 PEI(W B Polysciences), %R & = B 424544 7 5 %
B4k g IESREG 203HEK. B REARS TS T AE M4 DNA F48 87, H F17 #5K4

(Gibco ) (ARAR A S5k A85 1/5) &—FFmA 50ml B8 F, — A it ey ik (130
1g/100 ml ), 3 —FAm A Eit & 4 PEI(1g/L, Polysciences)( /& & FL(JR4: PED=1:3 ), 2] 5 min,
B8R4 20K, %% F 15-30 min, RE# L 30min. ¥ DNA/PEI 2645 %2 Z 48] A\ 293HEK
i Rg), £ 37C, 8%CO, &M TITiRtmie 7 X, # 48 I im#rsis gk, 7 X5
ARAELIERE mIRE H <60%BF, 13000rpm # 8 20min. B _E# &, A Protein A #i4b L&
B, AEFAREGERIE > 95%.

L4 2: REAAH CDA7 TR FEF AR
KA A T FNE (ForteBio) M E &M E AL Lk 10 NrB ik (A T HHR Fe
B BT 8e AR 0 R0k, SN SR B T 44 8] Fab ki B )4 A A CD47( hCDA47 )44 -F-#i % & % $(KD ).

ForteBio & #= 77| & 4% R ILA 497 % (Estep, P 4 A, High throughput solution Based
measurement of antibody-antigen affinity and epitope binning. MAbs, 2013.5(2): p. 270-8 ) #A47.
WEX, BRELESWEN R LT FH 30 5%, REX AN 60 25 ek, ALK
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Jo b PR RAF A9 2 4089 AR £ AHQ /£ 2 % (ForteBio ) _E#E4T ForteBio F#4=ll®. BHFE
H BTG ERRZRET 100 0M 6 CD4A7 3B FPAER 5 o4F, 2S5 R B4 E oM
BV BIED SR TRERENE, 128 1.1 5688730 H F 047,

FEAevh MR kBT R B AT R 28, ADI-26624, ADI-26630. ADI-26591. ADI-29336.
ADI-29340. ADI-29341. ADI-29349. ADI-29371. ADI-30793. #= ADI-30794 EA= 4wk 2

B
A2 BEADHATHNE 1gGl B X RL Y FhaiL b
ForteBio # 1% : | ForteBio # 1% : | ForteBio #; 1% | ForteBio % 1%
A CD47-Fc £ |1gGl 7 KX 948 | 1gGl K g4tk | 1gGl 7 KX 49 Fuik
AHQ %35 E, |4 AHQ £35% | £ AHQ £33 E , | &£ AHQ £33 £
Fab % K493k | £, A CD47-Fc | R # CD47-Fc & | +)> R CD47-Fc £
Foik R (100 | £ 2 & F (100 [ Z&RT (100 nM) | & F (100 nM) [
nM) [#E044] | nM) [RA44] [MH49 ] #r#]
ADI-26591 NB. 5 38E-09 3.39E-09 N.B.
ADI-29371 2.18E-07 1.95E-09 1.41E-09 N.B.
ADI-30793 9 34E-09 6.32E-10 5 84E-10 4.57TE-09
ADI-30794 3. 13E-09 5.62E-10 7 84E-10 N.B.
ADI-26624 6.578E-08 1.054E-09 7.827E-10 N.B.
ADI-29336 1.325E-09 4.768E-10 5.43626E-10 N.B.
ADI-29340 5 484E-09 4.885E-10 6.12182E-10 2.12E-08
ADI-26630 3 567E-08 8 37E-10 7.27E-10 N.B.
ADI-29341 4.623E-09 5.006E-10 530363E-10 N.B.
ADI-29349 4.511E-09 5.552E-10 5.67054E-10 1.72E-08
Hu5F9 1.66E-08 420E-10 6.41E-10 1.266E-08

E: NBRTREE,

T, AL B 10 AR FARE) B ARG F AT, AR Lk AR F CDAT

FAR HuSF9 A AR H egFEH= ),

EH#HH) 3: RE P CD47 kB A CD47 24
FER T AR i K6 M E &k Pl F AL A iR 10 AT B3k 5 A CD4T 6944~
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WAL ET EEZE S B LE (MCS) #9A CD47cDNA ( Sino Biological ) 45 pCHO1.0
AR (Invitrogen ), AT R IAA CD47 49 CHO #mfie. (CHO-hCD47 48/ ). 4 CHO-hCD47
i (0.2x10° /A4l ) 5 R RERE & I FAR((RE B 49 £iR 10 A K2R HuSF9) &
BRI A 900nM, ZAFHEEE, BRMXT 11 AMRE)ES 01% FFa%&da (BSA) 4 PBS
¥, ok EREH 30 4P, RER@LRAZ MK, 15 23 (PE fRedgF A IgG Uik,
SouthernBiotech, £K/Z A Sug/ml) 4 0.1%BSA 4 PBS ¥, 7k E (#%) #F 30 24,
Fremposkik E VR B A X e KIAT 947, 4 Accuri C6 2% (BD Biosciences ) _Ei#
AR mie R, FARIEL MFL A GraphPad $i06- 7R EAR 6% W 4%,

ADI-26591. ADI-26624 #= ADI-26630 (1gGl % X, Z8#F ki) 44 CHO mfb Lit
#3545 hCD47 (SEQ ID NO:56), ECS04&a4 %\ 3.77nM. 2.254nM #= 3.895nM, 5%} Bii
R HuSF9 5 CHO 4mfie L id & £ 49 hCDA47 #9456 68 /1 48— 2 ( 3+ B AR HuSF9 &9 EC50 144
3.726nM) (A HE 1)

A E MKk PR AT 6 3, AR AR 49 1gG1 ¥ A 4g ADI-29336. ADI-29340.
ADI-29341. ADI-29349. ADI-29371. ADI-30793. #= ADI-30794 %4 CHO #mfit._Lit & ik 4%
hCD47, EC50{&4 %4 6.725n1M.3.529nM.3.344nM.3.13nM.2.132nM.2.921nM #= 3.697nM,
53t R AR HuSF9 5 CHO 4mft, Lid & K49 CD47 494546 48 /1 R —F(ECS0 154 3.726).

CHO #mfie ¥ /4 64 1gG4 7 R AagHuik ADI-29336. ADI-29340. ADI-29341. ADI-29349
#= ADI-29371 #:4- CHO #mfie it &iA45 hCD47, ECS0 1E45# A 2.475nM. 2.194nM.
1.892nM. 2.043nM #= 2.31nM, HAE@mI0K-F 5 hCDAT 493 F= 7] 48 71 3 & T xF B4k HuSF9
(EC501&% 3.726).

LA 4. AL CDAT Fidkzt A CD47 Bedk SIRP o &5 CD47 A8 A ] ¢4 BT
BITAX @I AR F AL 69 LR 10 AR FURLETA CD47 5 SIRP o 45449 4t

P 4o BT LS 3 iR 4465 02x10° A& XA CD47 4 CHO @il 523 Fuik
(( ADI-26624. ADI-26630. ADI-29336. ADI-29340. ADI-29341. ADI-29349 #= HuS5F9),
REKE A 900nM, =ZAEFE, BEMXT 11 AKRE) & 200nM #7430 &, Fe 49 SIRP o &
& (AcroBiosystems) f£4- 0.1 %BSA 4 PBS ¥, fE/k L& E 30 a4F. Refmionit 3
K, FEAER LFR 1gG-APC (7% F% 4 ) =4t (Biolegend) £4- 0.1 %BSA 4 PBS ¥
b (R BME 30 04F. kit 3 k. £ Accuri C6 %% (BD Biosciences ) _E#ATIH X,
ML AR, FEHAE C6 3RAF L3t F MFI.

B m e b & A6 1gGl X 69 ADI-26624. ADI-29336. ADI-29340. ADI-29371.
ADI-26630. ADI-29341 #= ADI-29349 [ M A SIRPa-APC 5 CD47 445 6-64 58 71 5 2t BB ik
ABG6.12 8988 48—,

iRk Z, ADI-26624. ADI-29336. ADI-29340 [l AL SIRPa-APC & CD47 4445444 4%
F7184 1C50 4~#1 4 11.2nM. 8.548nM. 5.081nM. ADI-26630. ADI-29341. ADI-29349 FaLEFA
SIRPa-APC 5 CD47 #9454-4945 /149 IC50 A1 4 2.986nM. 2.476nM. 3.097nM. 3f R FHuik
AB6.12 FLEF A SIRPa-APC 5 CD47 494546945 71 69 IC50 4 3.385nM. ( A JLH 2),

CHO #mfit. ¥ = 4 49 1gG4 % X &g #tk ADI-26624. ADI-26630. ADI-29336. ADI-29340.
ADI-29341 #= ADI-29349 [RLEf A SIRPa-APC & CD47 #2546 4t /) ¥)wk 5 T 2 B Huk AB6.12
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#2 HuSF9,

iR Z, ADI-26624. ADI-29336. ADI-29340 Al A SIRPa-APC 5 CDA47 4546448 7
# IC50 4~ 4 1.043nM. 1.389nM. 1223nM. ADI-26630. ADI-29341. ADI-29349 FLETA
SIRPu-APC 5 CD47 #9454-6948 /149 IC50 40%14 1.123nM. 0.6042nM. 0.7355nM. f Rt
1K ABG6.12 #= HuSF9 P AL SIRPa-APC 5 CDA47 44444948 /149 IC50 H- A1 4 1.768nM #=
1.843nM. (AJLHE 3).

RS 5. AL R CDA7 SRR E X dm fOB 4 A 78 4 1084 £E A8

FERE T AR i R eg M 2k P& AR K A 893k (ADI-26624. ADI-29336. ADI-29340.
ADI-26630. ADI-29341. ADI-29349. ADI-29371. ADI-30793 #= ADI-30794 ) 42 E v ¢m
JioL B mi oY G 4m B0, 64 Bk

FEAE B ST WA 7 8 ik, 15391 Bl AL mit (PBMC ). M4 49 PBMC
W 3B IXF] & (EasySep™ Human CD14 Positive Selection Kit, Steam cell ) #{80 F 4445 3
CD14 fatégizmie, s 10ng/mL 45émfie- E % o & % 0% B -+ ( GM-CSF, R&D
Systems ) MhAFIEFRig4: 7 K, ¥ EE 5 R 20 ng/mL F L% -y (IFN-y, AcroBiosystem )
R BT, FAE B 100 ng/mL A8 %45 (LPS, Sigma) R)i#L 48 I B, H3E4 itk S
H EvE e, ¥l e CCRF-CEM (M A ATCC) 3R CellTraceTM CFSE X7 & 493
B, FATRAARIC. BFARCAFIT R mit s iR 2 TR bey EvE it iR 4:1 49k fi)
B, BRI AANTREREG KREFARE ITCHE 3 D iF. RERFmIekEE YV R, AR
##%7%4 (allophycocyanin, APC) #7i244 CD14 #u/k (%) § BD), f£4 0.1%BSA # PBS ¥
kb (BR) BE 30 o4F. HafestiAE ) A B AR @i RKITOM. ALY 8
BAR A& mle ¥ CD14 FabsF B 44t CFSE ( carboxyfluorescein diacetate, succinimidyl
ester, RARKER IR, FIaBLELIES ) 4k PB4 fm IRBRAR .,

Bt A6 IgGl X 89 ADI-29336. ADI-29340. ADI-29341. ADI-29349.
ADI-30793. #= ADI-30794 #FRE AR B GRS EX tmfo AL B mieegteh, 2L P
ADI-29340 &3t B v 4m o, B I 8 4m 0 64 68 77 pu st B FLAR HuSF9 A= ABG6.12 4948 77 3%
ADI-30793 #= ADI-30794 423t B o 4m o A T & mfo 6 8 h 5 4P BB FUAR AB6.12 #9485 48 4

(AILWHE 4408 5).

CHO #m e+ = A 44 1gG4 % K49 ADI-26624 F= ADI-26630 %65 H AL B v 4m L it At
T, ADI-26624 F2 ADI-26630 1%t B v fm LA I am e od 48 77 5 2 BB HUIR HuSF9 4%
A —E (RILHHE 6).

CHO mfie.f = 4 ¢4 1gG4 7 X 49 ADI-29336. ADI-29340. ADI-29341. ADI-29349 #=
ADI-29371 #RE-A 1R 3% 691 8t B o4 dm O BE T IE tm e 48 7. A R P =T vA A ADI-29336.
ADI-29340. ADI-29341 #= ADI-29349 1% it B v am 0 A% PG Mt ed 48 H B3 & T 2 B Fak
HuSF9 #945 71; ADI-29371 4234t E »4 m o A5 I 98 4m L 64 48 5 5 34 R ALK HuSF9 4948 H4a 4

(AILWHE 7).

EZHA 6. AEIAH CDA7 SR FAFHRE &M
42 NOD/SCID ‘s RAER P B 57 A K B8R 44 CD47 ik ( ADI-26624. ADI-26630. ADI-29340
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F2 ADI29341) #9300 55 Sh 3L,
F kAT

Al A K MBS Raji 49/(ATCC# CCL-86)M) ) ATCC, 7/ #4458 ATCC 2R #ATH
MAERIERA T EEARNZH. Bk Emit, £LA PBS &A@ HEmit B ES 107
A/ml, B 0.1ml 885 & 5 Matrigel 27K 1:1 RA3F £ NOD/SCID +)» R (b 7 4238 )4 52
W gh B AR 8 ) B ME T . EEANFR LG RN E AL B AR E, HIPBET %5
BRSO REA > 20 % AR ERERAT, B RERt, HME 10 R, FAEERERG ) AM
Msrtn, B8 A RAHAFFRME D BIPBARR, HHEAX AN e (FLE) 2xKE/
2, N RIPBARAR R KA A 110 mm’.

G, BIEALME T AL ADI-26624. ADI-26630 FuiR7 4] I 9% 64 3h 3.

P Lk g5 ik b AT RN 2BHF20F R R AL 3 PPIEASESY 1mg/kg X Smg/kg 49
PBS. IgG *fR&#utk (1gG4 ). Benchmark (HuSF9). A% B4k ADI-26630 #= ADI-26624,
FRMBEAH AR R, HEIEH 2R, BRG B A 7 X T & 3:

*3:

20 5 M4 BT

1 Raji cells : matrigel (1:1) PBS

2 Raji cells : matrigel (1:1) 1gG X F&(5mg/kg) PR — IR EEE W
3 Raji cells : matrigel (1:1) HuU5F9 (5mg/kg) PR —IRIELE W
4 Raji cells : matrigel (1:1) HU5F9 (1mg/kg) PR — IR EEE W
5 Raji cells : matrigel (1:1) AD126624 (5mg/kg) PR —IKIES T
6 Raji cells : matrigel (1:1) AD126624 (1mg/kg) PR —IKIES T
7 Raji cells : matrigel (1:1) AD126630 (5mg/kg) Wik —IRELLH A
8 Raji cells : matrigel (1:1) AD126630 (1mg/kg) PR —IKIES T

otk REE, R TAKI A K%
TGI%=100% % (( Tvolpps xme-TvOl suussme ) / ( Tvolpps xms-TvOlpps wsmir ) )
H P Tvolpps xme 2 5 @ 5T B PBS 20 525045 R JZ 09 AP B ARAL, Tvol wpseme IR ( IgG.

HuSF9 VAR KK BAIUIR ) S84k RS 9 IF B ARAL, Tvolpps wms 2 5 G X BB PBS 2H 4044 IF 4K
2,

FRERILA 8. B 9 AT R 4, TIUARFIHAE CHO @it &KL 49 1gG4 ¥ Xt CD4AT
¥ % AR ADI-26624 F= ADI-26630 5 IgG % F& (equitech-Bio) AT R 4iL/R HuSF9 Ak,
BEWRIMBEK,

ADI-26630 1 mg/kg. ADI-26630 5 mg/kg. ADI-26624 1 mg/kg. ADI-26624 5 mg/kg 4B
A KITEENFN A 100%. 104%. 79%. 94%. HF ADI-26630 5 mg/kg 2845 8 R/ R F,
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K S AR AWk, ADI-26630 1 mg/kg 4169 8 R A ¥, A 2 RAMBTAM L, MBI
MR REI G TR F 69T BLEHA HuSFO( A1 % Smgkg 282 R, 1 mg/kg 281 RA)(& 4).
AR P PTA A RAEEFE 32 K, PRAEH LA T,

b IL, AR B A SR ARAT O IF S 06 T BOR, B R T AT B4 HuSF9 Hudk.

& 4: f£ CHO %02 & ik 6y 1gG4 5 X AL B 4 FARFLIT I 7& MEAF 50 & s RAP G Ko An
RS ES e

W GE I JRE AR RS G 45 R IS AR K I ) 2\ 52 A 2k R R 52 A T R T
H H (mm®) JEARFR (mm®) | (%) By 5 (%)

PBS (7 XD 111 1711 — 0/8 0

N 1gG (BAPEXIED 110

5 ma/kg 1496 13 0/8 0
110

HuSF9, 1 mg/ke 207 94 1/8 12
111

HuSF9, 5 ma/kg 119 100 2/8 25
110

ADI-26630, 1 mg/kg 113 100 2/8 25
109

ADI-26630, 5 mg/kg 48 104 5/8 63
110

ADI-26624, 1 mg/kg 445 79 0/8 0
110

ADI-26624, 5 mg/kg 215 94 0/8 0

BT R A AL AN T ik ADI-29340 F= ADI29341 3152 4439 4] V8 A .

P Lk g7 ik b AT RIS 2R 45T RE AL 2, BPJE AR 4 0.5mg/kg & Smg/kg 49
PBS. IgG *f B Huik(IgG4). A& BAFik ADI-26630, ADI-29340 #= ADI29341, MR —k, %
x4t 2 Bl Bk Fese il 5 Rde F & St

%5

4 51 EeZuailiol NER BN

1 Raji cells : matrigel (1:1) PBS

2 Raji cells : matrigel (1:1) A 1gG XJHE (5mg/kg) PR — IR IE B
3 Raji cells : matrigel (1:1) AD126630 (5mg/kg) TR R — I 52
4 Raji cells : matrigel (1:1) AD126630 (0.5mg/kg) TR R — I 52
5 Raji cells : matrigel (1:1) AD1269340 (5mg/kg) PR — IR IE B
6 Raji cells : matrigel (1:1) AD129340 (0.5mg/kg) iR — GBS H A
7 Raji cells : matrigel (1:1) AD1269341 (5mg/kg) PR — IR IE B
8 Raji cells : matrigel (1:1) AD129341(0.5mg/kg) iR — GBS H A

KAk RAT, RA LR Kot FAP B A R4 F, FAIAE CHO @mie ¥ £ kg 1gGa
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K AGI CDAT £ % Fuk ADI-26630. ADI-29340 #= ADI-29341 T VA B 34| AP 69 £ K (&
6. B 10 2B 11).

ADI-26630 0.5 mg/kg. ADI-26630 5 mg/kg. ADI-29340 0.5mg/kg. ADI-29340 5 mg/kg-
ADI-29341 0.5mg/kg. ADI-29341 5 mg/kg 2B A 7 £ K37 4] £ 5% 5 99%. 110%. 103%. 109%.
104%. 109%. 2 ADI-29340 0.5 mg/kg 2049 8 R/ INRA P, A S RIFB A 4AH K, ADI-29341
0.5mg/kg 2049 8 R A P, A 4 RAIFBITAH X, ADI-26630 #= ADI-29340 5 mg/kg 2049 8
RPBMBHZEEE (R 6). KR T AL REEMNE 30 X, MRAREHAHEE
1.

WL IL, A G FUARA ARAT 8 I I 76 9T AR

% 6: f£ CHO 0¥ & ik 84 1gG4 5 X AL B 4 FARFLIT I 7& MR 50 F s RAP I Ko An
RS ES e

W Gh i g R R IR 2 RS bR K B SRR e A 2k R | o8 4 T
2H 5] (mm*) R (mm®)| (%) Eil FEe (%)
PBS (¥ AXTHED 101 1047 / 0/8 0
h-IgG, 5 mg/kg 100 1089 / 0/8 0
ADI26630,0.5 mg/kg 99 113 99 1/8 12.5
ADI26630, 5 mg/kg 99 0 110 8/8 100
ADI29340,0.5 mg/kg 98 69 103 5/8 62.5
ADI29340, 5 mg/kg 99 8 109 8/8 100
ADI29341,0.5 mg/kg 99 60 104 4/8 50
ADI29341, 5 mg/kg 99 12 109 7/8 875

4] 7. KRR K I CD47 SRR LT dm 0.t K78 HAS T

MATHA Cdo K § #4930 CDAT bk BA st ar bt E 09 816, Bwibsss Bm %
BIRA]. Ak, KMAGL—FHET AS kT AT IR o amiost RAE R

A T i de

%%%ﬁﬁ/\élﬁl&, J§ PBS /%i/k}é#ﬁ]]%ﬁ 10%A K ¢rom it & 0%, /]%’/\é%?lé&]}]@—% KA
ok (R&KREH 60ug/ml, ZA5HH, 3k 11ANE) E37°C BHF 2-6 I BF, HABEE 96
FLIR RAR T AT, RO 45 RJE RS PIBT 45 R . 45 RPVRAT A A de R T ALK, P4
ERR, MAATampBERE GEAILE 12 F HuSFO 94 %), wRamih L ARE
B, Mgramfedd 2 e KTk GEAILE 12 F e3P R ),
FEAmd L E R A AT KB, ik R 45 R4 B 12 Fr. B 12 T JL, ADI26630,
ADI29340 #= ADI29341 # 41 4m gk S PEARAE, HAR 4 m ik 45 697 ML 90 BAR T T R 4n
HuSF9, 53fR84E AB6.1248%. T, A %A agFiRkEA B3 MK 04 m I8 46,
B L2 s K6 77 F B RETEARG BIER, STOAS 2 BR T S AR 69067 .
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>4 F s 3 R

—AF 4 B 894 CD4T £ AR AR LSRR, Had
(1) 4= SEQ ID NO: 44. 45 & 46 AT 769 £ 4 T X 69 3 A~ EAMAE K HCDR, ¥A & 4= SEQ
ID NO: 54 P 094246 5T X 69 3 N EAMNEZ X LCDR, RA
(i) 4= SEQ ID NO: 47.48 & 49 A w49 &4+ K X 49 3 A~ APk T X HCDR, A & 4= SEQ
ID NO: 55 P 094246 5T T X 69 3 N EAMNEZ X LCDR, RA#
(iii) 4= SEQ ID NO: 50 & 51 A9 E4£+ T X 49 3 A~ A A& Z X HCDR, vA Z 4= SEQ ID
NO: 57 Fr 69 82456 T X 49 3 S EAMNR Z X LCDR, 3%
(iv) 4= SEQ ID NO: 52 & 53 i a9 E 45+ K X 49 3 A~ LAMRZ X HCDR, ¥A B 4= SEQ ID
NO: 58 P 6942457 & X 49 3 /> ZA4MNEZ X LCDR.
2. —H B I CDAT L ERAREABEES R, LaoTHTRREY 3 ANEA4bk
& X HCDR, VAR 2465 K X84 3 /> ZANEFZ X LCDR, AL+ HCDRI1 €4~ SEQID NO:1. 2.
3. 4. 5. 6. 7. 8. 98 & 99 A a9 R IBERF %), HCDR2 &4 SEQ ID NO:9. 10. 11. 12.
13. 14. 15. 16. 100 2 101 Fr w49 &8 ILER %], HCDR3 .4 SEQID NO:17. 18. 19. 20.
21. 22. 102 3 103 Fr w89 8B %), LCDR1 @4 SEQ ID NO:23 X 24 Fif = 69 BILBR 71,
LCDR2 .4 SEQ ID NO:25 2K 26 Ff = 49 R ILEF 7 #= LCDR3 ¢4~ SEQ ID NO:27. 28. 29
K 30 AT e RILBR 7).
3. —AF4 B 6940 CDAT £ AR RE IR LSRR, L0 EHTERf/REHTE
X, £
Frid &6+ R X 48
(i) & B FTE—HUIR g VH F PT84 =/~ L AN Z K 3% (HCDR);
(ii) & A Pr %5 HCDR1. HCDR2 #= HCDR3 #9484~
(iii) HCDR1. HCDR2 #= HCDR3, # ¥ HCDRI €4-SEQIDNO: 1. 2. 3. 4. 5. 6.
7. 8. 98 &K 99 Fr g RIE A F); HCDR2 &4 9. 10. 11. 12. 13. 14. 15. 16. 100 &
101 PT 69 8 ILBRF%); HCDR3 &4 17. 18, 19. 20. 21. 22. 102 & 103 P 69 R BR 5
75 K
(iv) (i)-(iii)# HCDR #9E 4R, FTi& BARAEFTE ZA CDR R L @42 ) — A E &t 54
R B BRI, (Bl R FHIAK ). SRE RIEN;
Faa/ 3K,
Prid s~ R X a4
(i) & B FF#E—HUIRE VL F FT2-09 =/~ AR E K3 (LCDR);
(ii) & A Pr%5 LCDR1. LCDR2 #= LCDR3 #9414,
(iii) LCDRI. LCDR2 #= LCDR3, A ¥ LCDRI1 &4~ SEQ ID NO: 23 2 24 Fi = #5 & &
B2 %); LCDR2 .4 SEQ ID NO: 25 2 26 Ff =41 882 5 7]; LCDR3 &4 SEQ ID NO: 27.
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28. 29 X 30 Ff Rt RL B AT, K
(iv) (i)-(iii)49 LCDR &9 &4k, Frid RIREPTEZA CDR R @42/ — A B RAEL 5
B ER O BRI BRI, (B R FHEBAX ). SR K RIBEA.

4. BAIFR 13 PE—RATE G5B O LRERARLBRESRK, L04

(i) #4545 SEQ ID NO: 44. 45 X 46 FT 7 49 8ILEBF 5] LA £ 1) 90%%F ) Bl — 69 Rk
A EETER, fo/R 645 SEQID NO: 54 Fim# BRI A 5 BA £ 90%/F 5 F —
M ERBRF 5 BT RR, &

(ii) €45 SEQ ID NO: 47. 48 2 49 P 7 49 8IL P 5] LA £ 1) 90%/%F 5| Bl — 69 Rk
A EETER, fo/f 645 SEQID NO: 55 Fim#) BRI A 7 BA £ 90%/F 5 F —
M ERBRF 5 BT RR, &

(iii) 4= SEQ ID NO: 50 2 51 Fi = 49 BILBR 5 7 A £V 90%/F 9 Bl — 69 RIALERF 7] 49
FHTRR, Fo/K 45 SEQID NO: 57 Fi e &I F 7| A £ 10 90%/% 7] Bl —i 69 FUL
B A T R K, RFH

(iv) 4= SEQ ID NO: 52 3 53 Fi 7 69 RILEF 7 B A 210 90%/F 5 Bl — 4 64 RILER 5 7] 49
FHTRR, Fo/K 45 SEQID NO: 58 Fi e &8I F 7| A £ 10 90%/+F 7] Bl —i 69 HUL
B9 e 2T R IX,

5. MAEZR 14 FAE—TTE G5 B L L ERARREIRES A&, L as:

(i) .45 SEQID NO:74. 76. 77. 88. 89 3 90 Ff 9 BIL BT 7| LA £ 1V 90%/F 7]
Bl —i ey BB A 5] 6 E 4, F/RE4 5 SEQ ID NO75 Fi BB 5 7] B A £ 90%/F
7R — A RILER T 7 6 52 bk, A

(ii) &4-5 SEQID NO:78. 80. 81. 91. 92 & 93 A =9 RILBR A ﬁwﬁ;w 90%/% 3]
Fl—M ey BRI A 69 T4k, Fo/RE /\’5 SEQ ID NO:79 Ff = &9 RILERF 71 B A £V 90%/F
7| R — M8 RILER T 7 6 52 bk, RH

(iii) .45 SEQ ID NO:82. 84. 94 = 95 Ff Tt R BR & EUE;J 90%5 5| B — &
Y RIBF I 09 E4E, F2/R 45 SEQ ID NO:83 AT 89 RABRF 5| LA £V 90%/F 7| B —
MBI 7 69524k, RA

(iv) &4 5 SEQ ID NO:85. 87. 96 X 97 i =t BRI B 5 EUE;J 90%5 5| B — &
Y RIBF I 0 E4E, F2/R 45 SEQ ID NO:86 AT T 89 RABRF 5 LA £V 90%/F 7| B] —
4G 2B 7 09 £ 4k

6. BAIEK 1 25 PE—RYG,BHELEBEIARLRBRESRE, £PHERAREA
RACFUR SAFUIR,

7. BAEKRK1 26 PE—RG,BHLEBRRARERRESRE, Pk s
K Bk B Fab. Fab’-SH. Fv. scFv X(Fab’), H .

8. RAIEKR 1 27 PE—AN BN LEBIRAREIRLESRE, L04IERRT,
AFERFFGE Y —HGRALHIERF T,

3
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9. 3L CD47 # 5 BRARLRBRESRE, L5V AEK 1 £ 8 PIE—AATEGIIRE
Frek 4 CD4A7, XA, MEERFIEZR 1 £ 8 ARG IAIRE CDAT 44,

10. 5 BOIHEE, EHABANER 1 £ 9 PE—RG 5B I CDAT £ LBERARR LR
seh K.

11. @8R ER 10 9B BN, Rk TR AR Z FABAK,

12. ABF)ER 11 698K 16 Zmin, HRikd, PriksE L miot R mie R A4 mie;
BAREPT R I £ meik f B, B M RER TH &R L IRBR LS R BN E
© e, ikt CHO @mitf= 293 mfe.

13. #1&#0 CD4A7 £ L ERA XL B E SRR T, B EETRABBAZR |
£ 9 PAE—T4G4L CDAT £ A FEFUR R R 46 R RO A TRAAZR 12675
Emie, 1Eikdo B ATEE S IR IR LS R K, R PTE 5 EiL LEMFTE R £
4 R E LT iR L CD4T 3 AR AR R &4 F K.

14. B AIE R 13 ATk 69 5 R4 &-09 40 CDAT £ LR R L H R 46 F K.

15. S ody, LOA4RAER 1 E 9 F 14 AT CDAT SRR LR LA R
B, VABRAEZ MG R AR,

16. —FF L8 XA B e vt B 6977 ik, 3@ PTiE 29X 4 760 A 2 F e A&
K1 E9F 14 PE—RE I CDAT LA EARILIRLE S R ERA R ZHRFEK 154
Haptn .

17. —AV & T B RH I 677 ik, QIO ELRFEAALTORFEZR | £ 9 F=
14 FAE—I 4930 CDAT 3 5 AR LR 6 F BAH LR AEK 15 692544804,

18, —AFZ R 2 RF P 01K 7 ik, LaE A 209 LTIXF A A A E AR R
1 £ 94 14 FAE—TN 8940 CDAT LA XL IR LS A RBA X ZHRFER 15654
e,

19. BAIEK 16-18 FHE—T4G5 %, ¥ FixE LA

20. MAIER 17 K 18 697 ik, 3P Prid Sk A I 2 BT BT 98 Fo LR SG , lde &
WEHMEG DR (AML). RHEFHEE LR(CML) « EHHREMIEG % (ALL). MM
am%ﬁém%@u)\#é%éﬁa@(Nmﬂ\yﬁi%%w(%ﬂ%%&%\%%ﬁ‘
KERE. B, WM&, RER. MR, PEE. THE. R, BB, BRIRE. BIE. 4
HMRE . WERRF . BERAIA TR,

21. BAIER 16 £ 18 PAE—TREY 77 ik, iE LIEE FTE XA A H L F 0 —Fr R4 A
ﬁ%%‘%% it o, FfT WAl 2E M 5] o & 38 3L T m AR5 2Kk I tm i 64 BAr 3 e duik 2h
BldeF)ZH . BEHFERE BRI,

22ﬁwﬁw¢cmwﬁéﬁﬁ%ﬁ% .45

(@) P i A d AR F K 19 Ao 14 PAE—T TR R AU R LA R BARE AR, o

(b)) P i FUR R AL LR 256 R B P ik CDAT & & XAl & 6970 ..
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23 —FHE RS R AR TR, QREMNBELTRER A T REAS T LEL
CD47 ¢ JE mineh 35 B, 3697 & £38 CD4T 645 s e, v £ B0 77 ik 4 2.
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CDATHLAE CHOS—hCDA74H g /K
FeF 3
8.0x 10+
- ADI26591
0 -t ADI2B624
o 8010 —~ ADI26630
< 4.0x164 - Hu5F9
[t
e
2.0x 16
B“' L L ¥
-4 -2 0 2 4
Log Con {niM)
ADDB5ST  ADI26624  ADIZ6B30 | HUSF9
EC50 3770 2.254 3.895 3.726

1 KRR RGBT P A 4G 1861 T K 940 CDAT Hithed
TR T Fo F 4.

CoATH A 411K PH BTRR
CHTES RN M
250000 -
2 o - ADIZEE24
FOOG00 4 -4 ADZUEE6
= E & -~ ADIZTN
= 150000 5 - ADI2EE30
3 - ADIZOE
o 100000 4 - ATI2G349
p— A A ABE.12
o W
0 ' v '
2 0 2 4
Log Con (nM})
ADIPEE00 | ADNC0536 | ADIZOGA0 | ADIZEEED | ADIZ054T | ADIZOS4D | ABE 12
TE0 120 e Boe 7058 TATE E007 X

A 2: AR AR A B R R A 6 1eG1 T K Ag AL B 69 3%
A% SIRPo 5 CHO 4afe b &3k 49 CD47 #4945 4-49 [,
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CMT%@?JI&;% @f*ﬁ@’rﬁﬁ?ﬁ
COATn R X
128004
& ADIZEGZ4
. ADIZ9736
T & ADI29540
= . ADIZERZD
i e ADIZE341
T 6088 - ADI29343
g AHB1Z
& Husb o
# 4 At
o4
Eifli_f‘fi':i -1”_E‘E e éi‘ﬁ“?.?’-: ’-',3&3?32‘3 i’:tii%-i-‘i ] é-:L’lﬂ_,E-’E | -’E_f‘: | HueD
A R ] N ORoaE | | DooabE | | Lomm | lewi |

A 3: AR @EAR 4 CHO @+ & 4 4 1gG4 1 K69 AL )i
Azt SIRPo &5 CHO gt b &R by CDAT & &5 A4 Loy

CDA7 HriR e WEae Ji kil
Al

Lgiml

@50
1566666067
W5 555505556
B1851851850
10617283951
0205761317
0063587106
0022862304

B 4 BFEamie T 5 A 1gG1 5 X o) AL ) AR Ut Evi dm o Al
BB g R L DA, S AERE IR R A 8 1861 B X AR e
J FAk ADI-29336. ADI-29340. ADI-29341 #n ADI-29349,
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CDA7 A £ Withe J Rl
%%}i %‘ 2 ug/mb

G0 00%
50,005 .o
40,005 145

e
0009

mo7sie
0 fe : 501955125
10009 aadERiRion

G0l 07asl
0.00%

ATI30703 ALIZ0794

A 5: B A A 6 TgGl # Ka AL A 4 ST E v dn Jo A
fb 6 fm et 6 /AR, LR el e 1gGl % A4Y ADI-30793 #=
ADI-30794.

CD47 HLIAEAE BN AE ST

h00%

20000 3338334038

LIt
15.00%
B2 03705704

18.090% 81235507501
g411577634

0045724737
.00

HUSED  ADI2REI0 ADIZERIY BMMR £

A 6: CHO @it ¥ /4 &) IgGd 7 K e A% 0 oy kA8 B4 e
"HAT el fE A A,
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CDA7 iR fe R GE J1 A

BOL25

20 13645
0.0390645

2 0009785625
Q002243400

B 7: CHO fgjiey /4 44 1eG4 5 K694 K 98 &Y SUAR L 2 B v 2m IO 5
B ARG B2 A AE . EL4F ADI-29336. ADI-29340. ADI-29341 =
ADI-29349 #= ADI-29371.

A BAEAD (NOD/SCID Raji P #8424 ) F ADI26630 42 #HF 5,

2000
-»- PBS

7 1500+ -m hlgG

= = Hu5F9-1 mg/kg

B 10004 -+ Hub5F9-5 mg/kg

§ —— ADI26630-1 mg/kg

& 500 -+ ADI26630-5 mg/kg

0

9 11 13 15 17 19 21 25 29 32
R R

A 8A: CHO #mfie s = 4 49 1gG4 T X 89 KA B4R ADI-26630 ) &,
A (NOD/SCID Raji A9 ARAL ) & 6y 400 7 & HAT R
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280 -
52.;210 -
= = Hu5F9-1 mg/kg
5140 - =+ Hu5F9-5 mg/kg
g —— ADI26630-1 mg/kg
& 70 - -+ ADI26630-5 mg/kg
=y

0 A

L 1'1 1.3 1.5 1‘? ‘il'Q 2'1 2‘5 2‘9 3.2
AR
A 8B: CHO @mfe = £ 44 1gG4 1 K49 R A 4k ADI-26630 -8 &
A (NOD/SCID Raji At 78425 ) b 494 & AT, A B 8A 49 B3Rk
XH.

e BARA (NOD/SCID Raji AP 424 ) F ADI26624 & S 25

2000 -
-e- PBS
& 1500+ -=- higG
E - Hu5F9-1 mg/kg
5 1000- -+ HubF9-5 my/kg
¥ - ADI26624-1 mg/kg
& - ADI26624-5 mg/kg
& 500+
) e —————
g 11 13 15 17 19 21 25 29 3

EUNEE PN i

B 9: CHO @i = A 0 1gG4 7 XA KL B 4/A ADI-26624 f2 &,
#2710 (NOD/SCID Raji AP B 4270 ) 9 44 30AF 9 7 AT R
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A BAEARL (NOD/SCID Raji Y9342 4 ) & 4T CD47 4k ey 2 3 AT R

1500

_ 12501 -~ PBS
z

_£1000- -m- higG

| ADI26630-0.5mg/kg
-9~ ADI29340-0.5mg/kg
-8 ADI29341-0.5mg/kg

= 750

&
8 500+

=
250+

0 ) 3 3 H
8 10 12 14 16 18 20 23 27 30

LONEPN

B 10: CHO #mie ¥ & 445 1gG4 H X #9 KL 3k ADI-26630,
ADI29340 F= ADI29341 £/ BAEA! (NOD/SCID Raji M B ALA ) F 69 40h¥
Jo & AR, A 0.5mg/kg.

A BAEAD (NOD/SCID Raji AP/ AEA! ) & 41 CD47 Jiik4d 2h AT 7

1500-
~ 1250- e PBS
£ 1000+ -m- higG
K 750+ -8~ ADI26630-5mg/kg
% 200- -9~ ADI29340-5mg/kg
& -0~ ADI29341-5mg/kg

250

0 1] H L)
8 10 12 14 16 18 20 23 27 30
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