202408584

?93 (1Y FERBEFEMER
/J F (2% BA3RNAZ NMA  AD2H%G% : TW 202408584 A

Intellectual

Proper!
OFfE:::e Y

43) B @ FPERE113(2024) %03 A 01 8

Qh®E £ - 112117155 (22)® %8 ¢ FPERE 112(2023) %05 409 8
(5D)Int. CL. : AGIK47/68 (2017.01) AG6IK39/395 (2006.01)
AG6IP35/00 (2006.01)

(30)48 A : 2022/05/10 BA 2022-077725
(TH®EA: BR % — Z 84 A5 (B &) DAIICHI SANKYO COMPANY, LIMITED

(JP)

B A
(72)4BA A S48 A KAWASAKI, NORIHITO (JP) ; & w4% 3 2 ISHIDA, SAORI (JP) ; 48:x

(TAREA

# 1 £ SUE, MAYUMI (JP) ; % A% F ISHIMOTO, YOKO (JP) ; JI| #2d £
KAWASE, YUMI (JP)
I RBRER

PHERELE & VPHIEMEEEHK 213 BELHK:12 +76 8

(54) % 4%

M- 5 dih SIRPu L 2 4 &

(5%

REATEREARREER T BEEOBEE R ~ 5B F ik~ RIUSIRPo hLid - — 58 &4
R BERF ik 0 B EE A b i Stk B v 48 4% B (Sacituzumab govitecan) ~ fR&AZk B L ST
(Polatuzumab vedotin) ~ & db % 2k 3 37 8. b 37 (Trastuzumab emtansine)f 48 i, 89 B 40 T 4F — H 2 41 B2 -

Bipts ot ~ RIUSIRPa Higtk a4 MmiX T 5 A A —#41 SIRPa 4088 » R ARIi-EHmE b

i ae mIx T



20240 =45k 0 112117155
202@@ AN

E LAY

[ F 03 H %)
ME-EZYEayB i SIRPa LR 24 &

[ 3% 03 H &% )
COMBINATION OF ANTIBODY-DRUG CONJUGATE
AND ANTI-SIRP ALPHA ANTIBODY

[ 1]

RENRDEBXUNRELAZ 2T EHE RN E 5 HK

Y~ 6 BHE - kYL SIRPa i 8 - —MEEEHKY K E
WA HEB & A ZE B ME Z 5 HELN&ERE
(Sacituzumab govitecan) ~ fr 49 ¥k E 1 4 % )T
(Polatuzumab vedotin) ~ & Hf % ¥ B I A i
(Trastuzumab emtansine)FT4H ¢ AV B4 T (F — F 2 i & -
EY ey - RULSIRPa LB #HEAGME T @ MUKk —1E
i SIRPa $186 » HEFHE AHEE-EZYVE W HEAEM
& 7 -

[ 5 & % E ]

[ RFRE 275 E A ]

Mt o

[ % &b 8 3]

AR

PD1237956(7)
112117155 FERYE A0202 1123218589-0



202408584

[ SRR EHE )
[ o % 8H % ]
M-yl SIRPaIE 2HAE
[ 3 & 0F % i ]
COMBINATION OF ANTIBODY-DRUG CONJUGATE
AND ANTI-SIRP ALPHA ANTIBODY
[ F% g <5 5 ]

[0001])] AREHGRN —TEREBEAFEZLIE-2Y
GoYE Pl SIRPa B am&E TINESEHEKY - —
EREBAFEZLHBE-Z2YE P 5t SIRPa i i # 4
amE&TEaEEEBENERE T E - /N —HEFELLESE
JUE-ZYE e HE S & TH I SIRPa $1 i -

[ 7& A7 3% o ]

[ 0002] SIRPa(SHPS-1){% 7 4£ 7* E Ux 4l A -~ faf AR 4
- SER R EFHEANE  KRHEBHABEN IgBREZ
— REFEE > FFEFERMCR D) - @A 1 IgV B
B2 fE TgCHL PR > BN & Bl CD4T HY &5 & &0 fir & 1gV
W M ABEEARAHZS 10 EEE E A (variant) (JE H
R 2) B5—JmE HAEANEEEERREZER KR
i) #1 %) % 8 (immunoreceptor tyrosine-based inhibition
motifs(ITIM)) » # [ Bl CD47 Y 4 & M 55 & ¥ & i b
Wk B B8 HY SHP-1 & SHP-2 2 &5 & » [ 8 Z fl & M 89 3
IS

[ 0003] %t SIRPa-CD47 fH & {F M Fr B Ay 4 B | i
S CETEBELMEEY CD4T E &2 EWHWAE £~

1
PD1237956(7)

112117155 FEHESE A0202 1123218589-0



202408584

SIRPa » f3E " R 07 & (Don’t eat me) ; =f B - [ i &
SLMBEZIELFENERGEEMNCR 3) 55— H B
R BM/IDNER T AAEDBEBEN S E F KLY
CD47 Bl E Ux 4H i =¢ & AR 4 B E By SIRPa & & - 1 #1 &
HERBMAWEG E® R - A EW%EE D& HEE 2
R E THRSG ~cEBIE MG ~ EmEEE 2R K
fE i HERE - Hi > i BEMHENER 2 %%
ZHABHEHENRNHEPERBILE 28 A (E A & & -

[0004]) 25 R ik ERAmEHEBOUR S SIRPo Z
fcie Yy CD47 Z e KMl &) SIRPa-CD47 M G fE R - 1M
WM HERBARANEmE TGEFEMN R 4 BIFEEH
i SIRPo LA HYIB L - L AE 0 B A K & Al M fir 40 R %
WA E F S oo ARG T BB
B GEREMXE S R 6) X » fE{EMH L CD47 i 88 Y [
ARG EAEEF BRAEAERBSRE  mHES
BEBREGEEMNCR 7)) B H SIRPa Hife - I8 H
M EmELEHFHNRETABEERAN DR -

[0005) S —JE FERERERMNHEE - CH
Pl PD-1/PD-L1 % T i A8 £ 2 % &l &1 4 0 F &89
e CERETFCHEEHLNRCGEFENCE 8 & 9)-
SIRPa-CD47 J ¥ & & %% &8 5 2 M — 8y & W il &l 3 F -
Mt oIS GEHEIAERS N T4 LAY
EHN 2o SR E T  BH—-—FAEAFAHENYH
PLAE Y 2 9 e & BE A0 &0 B A 3K ot 6y B B R B OR B 2 W
BBy BT AE M e

PD1237956(7)
112117155 FERYE A0202 1123218589-0



202408584

[0006] %25 & ik - & i LLE M HL/NE SIRPa #i #8
(MY-DIy N B & KM E & (Burkitt’s lymphoma) iz T %
ARy H 5 > B A 2 E B ST (Rituximab)#Y §f F + &
I EB MR o X MNBRKREBEEBEAE S - AR E PD-1
MR AT EERNRCGEREMNCR 5 kit
S o A A JE PR BV 5T mSIRPa BT A2 (P84)HY BF 58 7 > Al
FE /N BRT B R IR A R B 4t PD-L1 U Ae B PT 4-1BB P A
AT RERESRKLE RS o WR - R A
AEREAEREEEERA S EES ARG /NE T E > IR
HEGE - FPHREBEBRBESR  LEZRFao®R MBS
i 0 A [ e fe A OEL I A] 55 E SR fE R R R S JE HY AT ORE
MEFEMXE H BFEL2ER  AERAEHERREKHE
W EARE SR EREN 6 HEE - M HE & # D
T M /Ay 2 & e &R & A8 O0F B B oR fF
R B N5 AN SIRPo i B& - 75 o] #Y 5 f8 [F 8y %%
H o

[0007] L F 2K - HEB S L FHHKE R SIRPa
M AREMNERNCER 12 & 3) - RNE M F G
o ERE N SZEERE - XK T (SIRPB1 ~ SIRPy
FONEEM 2 ER - il lgCu M 2= HF - fla
OSE-172 & 1gG4Pro ®! Z I #8 - # ¥ SIRPa 2 VI B K
SIRPBI @A m&E & M > H ¥ SIRPa £ V2 A & SIRPy ff £
Blona o - KWAR23 & IgGIN279A A 7 i #8 » ¥ 10
fi M 2 2 & SIRPa 2 B8 DL K 50k 77 7+ SIRPB1 K SIRPy
Biona ot - ADU-1805 & IgG2 # Z fife » Bon ¥ 10

3
PD1237956(7)

112117155 FEHESE A0202 1123218589-0



202408584

2 2 &8 SIRPa B R @G K SIRPY (V& & MF - W RN
I —FEiE R BELRESE  EFHREZSTNEERDN
b g -

[0008) & » MEMIL CD4TH AT TR F - Fr T
WoET A EY LR B 2N s ERBEEKRER
SOC(fZ 4 % 75  Standard of Care)ifi & JZ £ A 89 & 2 &
EE - BN GEEZNGGHR > TNERTT o B BB SR
ERFmMAR - LH > PEAEEBEEZR CHFREZNF
HMMEBEARTLEEREER HEFHRLTH CD4T Hid 1
HRLE A& TALEE AR BT CD47 Hi e E i uy i &
BAUR -ZEREFGURGEEMNCR 7) AWM
MBALEEREB 2 ERETRERRE B AEBIEDN
B o oA B il SIRPa-CD47 8 4 {F A < #ll #1 At £ 89 5t
F8 AR (REIELE DR 2 st -

[0009]) /i LA R Pyl - ®f # Hl Hii SIRPa #i B & #5
HEENBERERNNFHAMNMESFEERNERRERIEN

[o0010] f B Mg M Ay &y Bl & B R 8 Al g %
mEHEATANLEPREABEFTFORESE &G 2B E sl
S -2 ) 45 & % (Antibody-Drug Conjugate ; ADC) > {4 Hf
MEEmFEYEENEE2RAKR  WHEEYWIER
B RE A AT A o AL fE R A A S0 T (OF R SCRR 10~ 14) -

[ o011 1 §E % Bk H i 0 & % B (Sacituzumab
govitecan)fs DL & 3 TROP2HYE A AL /IR AT Z /8 - D)
EEY o SN-38 fEREY M E 1gGl A 2 Hi & & GF &

4
PD1237956(7)

112117155 FEHESE A0202 1123218589-0



202408584

AR 15) o fr&F 2k B 41 4 £ )T (Polatuzumab vedotin) {4k
LLZF&RE CD79% Wy M AEN LB -EYEaY B
B EL ] B fi ;)T E(Monomethylauristatin E){E & 22 %) iy Bl
IgGl A 2 P e & & (3F B I SCRL 16) ol 22 2k B #1 B th B
(Trastuzumab emtansine)fsh DL 7% 38 HER2 #y & 40 B8 & 1Z Y
ZHEE-EYE Y DMI{EREY mME IgGl &~ #i 48
A (JE B F R 15) - Wt - B i 4 £ 0T (Enfortumab
vedotin)f4 DA & B NECTIN-4 B9 & 4 B & 12 69 2 1 88 - 8¢
ey BHEEMRKMIT EFAEYIMB 1gGl &~
HiAE & & (JE A LR 15) -

AT AE R Rl 2 GRS -EE Y S & W Bl SIRPa f1
RHHAAEE  AMABRETERNHH R BE
RECMEE o~ B & R AR 2R &

[ Yo A £ fiF 52 RR ]
[ F] SC R ]

[ 0012]

HF Rl EEARE 2017/178653 5

HF R 2 AT 2018/026600 %

AR 3 B FE BT 2018/190719 5F

AR 4 BFE QBT 2020/013170 5%

[FE & A SRR ]

[ 0013]

JE % F| S Bt 1 : Matozaki et al. Trends in cell biol.
2009(19) 2, 72-80

JE B F| 2 Bt 2 @ Takenaka et al. Nat Immunol.

PD1237956(7)
112117155 FERYE A0202 1123218589-0



202408584

2007(8)12, 1313-1323

JE 5 F| 2 Bt 3 : Matozaki et al. Trends in cell biol.
2009(19) 2, 72-80

JE H F] X Bk 4 Liu et al. Plos One, 2015 (10) 9

JE B F| SZ Bk 5 Yanagita et al. JCI Insight, 2017 (2)
I, 1-15

JEE | B 6 Ring et al. PNAS, 2017 (114) 49,
E10578-E10585

JEE F|I B 7 : Liu et al, Nat Med. 2015 (21) 10,

1209-1215
JE B F| X Bt 8 : Lee et al. The Oncologist,

2017(22)11, 1392-1399
JE = FI] > Bt 9 : Weinstock et al. Clin Can Res.

2017(23)16, 4534-4539

JE & F] sz B 10 @ Ducry, L., et al., Bioconjugate
Chem. (2010) 21, 5-13.

JEE K] X BE 11 Alley, S. C., et al., Current Opinion

in Chemical Biology (2010) 14, 529-537.
JE 5 F] S Bt 12 : Damle N. K. Expert Opin. Biol.

Ther. (2004) 4, 1445-1452.
JE B F|] x Bt 13 : Senter P. D., et al., Nature

Biotechnology (2012) 30, 631-637.
JEE M| X Bt 14 : Howard A. et al., J Clin Oncol 29:

398-405.
JE B F] X Bt 15 Khongorzul P. et al., Mol. Cancer

PD1237956(7)
112117155 FERYE A0202 1123218589-0



202408584

es. (2020) 18, 3-19.

JE % F] Bt 16 : Burke JM. et al., Expert Rev. Clin.
Pharmacol. (2020) 13, 1073-1083.

[#BHANE]
[2% B 8K fig 8k 2 3R ]

[0014]) E R AT MERNIIE-EYE YA
fERE—® JTETSERNVNERBXERE - AN > H1ZE
SFRHEMBEERESH AEHMGEBEEENNE S
M oeE R B TE W W] B E B R A DL E R RN IEE
D

[0015] KEBHGLUREE T/ KRB - — 1 8 4@
Y EFEAFELHBEB-ZYWHE YW HE L SIRPa i
BEkEam&Ey  —EEETE  HEBLBEFEZHE
-EYIGE S BL L SIRPoa PLEMRECMBETEME 5 K/
2 — ML SIRPa e r EF B AEBBFEZINE-#Y 4
e & m T e
(AL AR E 2 F B

[0016)] AW AF R 7 ER EMLRHEIDEZOED
HEITHE ERFVEAHEDRFREZNRB-B2EVE Y H R
SIRPo Jife il & i f& T » B/n (B EZ A O H R > I 58
PN

[0017] B > ABHE MU T 211~ [21]-

[II—EEREAKY  GRFEAIE-ZVEcY A
fii SIRPa fife #esH & 1 & T HY B &2l ok W) > &% DL i - 8¢
VS HESME X RERIMERSE - &I K E %

7
PD1237956(7)

112117155 FEHESE A0202 1123218589-0



202408584

%07 - R ZHRERBEMHAAEAKNEEFE—F 2N
B-EYESY -

I &H 2 EBEHHEAKLY  HPFRB-EZEVECY
Fy TE 2 B B BI04 R B -

Bl &H 2 EBEHHEAKY  HPFRB-EZEVESY
By @l Bk B fL 4 20T -«

(41 &H 2 BEHEAKY  HPFPRBEB-EZEVESY
Fooih 2 Bk B f0 B A -

ST [NNEM4IFFE—HaHR 2B EZHAKY > L P60
SIRPa fiide B UL T Z(HEG)FE —HI&H Z i i -

(LB & m A A5t 1 F e A B %S5 20 £ 466 ¢
#HoOBMEBRFIABRNEHER OB FIHENRE 4 b FE
Bz 4% 5% 21 2 234 L& 2 B BB P 70 FT f8 p By S 8 ifn Kk
GO

)BEHFIHENE | FEERKET 20 £ 466 i
#HoOBMEBRFIABARNEERHBFIHENE 5 b FE
Bz 4% 5% 21 2 234 L& 2 B BB P 70 FT f8 p By S 8 ifn Kk
GO

GHaEam Al &A 5t 2 f AR 20 £ 466 5
#HoBMEBRFIABARNEERHBFIHENRE 3 FE
Bz 4% 5% 21 2 234 L& 2 B BB P 70 FT f8 p By S 8 ifn Kk
GO

(HEa h A& 5t 2 AR5 20 £ 466 5
#HoOBMEBRFIABRNEHER OB FIHENRE 4 b FE
Bz 4% 5% 21 2 234 L& 2 B BB P 70 FT f8 p By S 8 ifn Kk

PD1237956(7)
112117155 FERYE A0202 1123218589-0



202408584

N PiAe - &

(5)(H)ZE (DO e L B # F& B K U By 8 B B 72 & &k
KEIPLAE -

(6170 [T [S1F E —HPrac & Z B 2EH k¥ - H %
BRELE-Z2MEEY - ki SIRPa il ZEEHE KA X
R oy & A B BCE oo B [F By ER [F] B R R T e

(7120 (112 [6]1F F —HATRC & Z B ZEH ok #) - H H

liemEam Tk iEdEZEb—2  3LE - H
KRB E MME ®‘ERE HEIRE BFerEHZGW
BR¥fE - BB ~ (M= Fr KW (Paget’s disease) ~ B fisl & -

UM L - SRR - AIAI R - FERRE - BEEHE
AFdihe - FESHE  KER HEBEE  RERE -
Rk E - iR E -EEE - MKEE  BmK - KFHE
#®BE N~ BE R

BI—HHEERE LT EZ  GEEAEIE-EZEYEEY H N
SIRPa fi Bl MTE TEFZAKNEBRB Z AR
Ao HbZB-EYWE G EE M EZ B E G4
B R - PROVER B B4 20T - KoHh 2 Bk HE U R A B B 4H Rk
MEBHFE—F 2B -EVESY -

D18 E < EFEHEZ > HFnB-EZEYWESYH
EEZEBREDINERE -

(101 Bl & < EHE T & HF M BE-EYWEESY
R R R B DL 2T o

[T BlE&H 2 AR T E > HFBE-EZEYEESY
Ry o 2 Bk B gL B R -

PD1237956(7)

112117155 FEHESE A0202 1123218589-0



202408584

(12140 [81 & [11]F E —TH L & 2 /A ® 7 % » H
i SIRPa B HEU T Z2(MHEG)FE —HIL&EH 28

(LB & m A A5t 1 F e A B %S5 20 £ 466 ¢
#HoOBMEBRFIABRNEHER OB FIHENRE 4 b FE
Bz 4% 5% 21 2 234 L& 2 B BB P 70 FT f8 p By S 8 ifn Kk
GO

B EHFIHEAE 1 FEERGIE 20 £ 466 i
#HoOBMEBRFIABARNEERHBFIHENE 5 b FE
Bz 4% 5% 21 2 234 L& 2 B BB P 70 FT f8 p By S 8 ifn Kk
GO

GHBEEmFIHEE 22 BFEERGEIE 20 £ 466 i
#HoBMEBRFIABARNEERHBFIHENRE 3 FE
Bz 4% 5% 21 2 234 L& 2 B BB P 70 FT f8 p By S 8 ifn Kk
GO

(HEa h A& 5t 2 AR5 20 £ 466 5
#HoOBMEBRFIABRNEHER OB FIHENRE 4 b FE
Bz 4% 5% 21 2 234 L& 2 B BB P 70 FT f8 p By S 8 ifn Kk
Wil B K

(SHY(DHZE (HI L 8 2 = # F& & K i 09 B B g 78 & &
K HYILRE o

(131 W [81E [121F (F —H AT sl & 2 /A& )1 & » HFF
BEBRBEB-#YEESY - KL SIRPe B SHMERBRA X
DA N T= 0 N 1 - B = N /A i = A N il S I 2 - i R

[141W 81 131 (F —HFATsl & 2 /aH% 1% > HH
DLEREEBR T MERNEFEH 2 EL—F " I E - FH

10
PD1237956(7)

112117155 FEHESE A0202 1123218589-0



202408584

KRB E MME ®‘ERE HEIRE BFerEHZGW
B - EEE - MEFRE - BERE - WERE - K
RIS E  TERRNE  BEEHE - FALEE - T
EEHE - KER WwEBRER - REE - TIREE -
R REERE MERE B@IKF - KFEFXFE N EEIR
i

[15]1—HE 4 SIRPofiife » BRI B REANE-BVE S
Vil &t THIHL SIRPa e - HE &R -BYE
EVHEENEXKRENNERSE RO RERNES
o kiR EBEREMBATEAKREETE—F R
-EYE B -

(16140 [15]5C &k Z $1 SIRPa Hife » H P i - &
GV R EFRE DI &R E -
(17120 [15]5C &k Z $1 SIRPa Hife » H P Hi i - &

GV RRAREREST -

(18140 [15]5C &k Z $1 SIRPa Hife » H P Hi i - &
ERU N R RSN AT

(19740 [15]1% [18]9 {£ — IH AT 2 5k < PT SIRPa 41 48 >
Hf i SIRPa il AU T Z(HEGS)FE—HEL &K Z T
B

DEam @SN 1| f AR 20 £ 466 i

sk B BB P A AT R AR R BB R R AU ER B0 SR 4 o R A
Bz 4R 5% 21 % 234 L # Z M & B P 21 BT 8 R RY S 8 i R
0 Pl Ae

) am FA s | AR 20 £ 466 i

11
PD1237956(7)

112117155 FEHESE A0202 1123218589-0



202408584

sk B BB PP A BT R AR Ry BB R R AU Rk USRS o R A
Bz 4R 5% 21 % 234 L # Z M & B P 21 BT 8 R RY S 8 i R
0 Pl Ae

HEam FI S 2 T ERKES: 20 £ 466 i
sk B BB P A AT R AR Ry B8 R R AU ER B0 SR 3 o B A
Bz 4R 5% 21 % 234 L # Z M & B P 21 BT 8 R RY S 8 i R
0 Pl Ae

MHEam FPI S 2 T ERKES: 20 £ 466 i
sk B BB P A AT R AR R BB o R R AU ER A SR 4 o B A
Bz 4R 5% 21 % 234 L # Z M & B P 21 BT 8 R RY S 8 i R
N PlAE - &

(5)(H)ZE (DO e L B # F& B K U By 8 B B 72 & &k
KEIPLAE -

(20140 (1512 [19]9 {£ — 34 AT 52 5k < PT SIRPa 41 8 >
Hop@-2maEae? - ki SIRPa il EEHE LA XK
R oy & A B BCE oo B [F By ER [F] B R R T e

(21740 [15]1% [20]9 {£ — 4 AT &0 5k < PT SIRPa 41 48 >
HHEUNeEEED TAMmEARNEHLEZD—F @ H
EBE-KRBE  ME ®"ERE HEIRE - SFRE
oW E  BEE MEFERKR - BREE - WEE -
BE At ~ AUYIBRE - TER AR - BHEEE - A
B TESRE KBERE - WwEBEE  RERE - HIRR
oMl BEEE - MNMESRE BMmMK - kKEFEHEEL
FOE % 8% -

[0018] A& > AEHHEMI T 21221k [23] -

T

T

12
PD1237956(7)

112117155 FEHESE A0202 1123218589-0



202408584

22— ERITZ GEFEFEAAE-EVE D
G T 2 MRS SRR E L B 8 & HY JT SIRPa i
RIERLTE HPZNB-BEVECWHEENREZ
BREIMERE  RAREREZDT - kil Z2HEHRE
¥ AR BFEEATE BN BE-EVESY -

(23— ERLTZ GEFEFEAAR-EVE D
cim#E T ZHNEBHREE L SIRPe i ZEHH A
A Hib k-2 E oy &ERmEZRE DN E
Tr B o~ PRAVER BB P4 20T ~ Kol & 2R B 1 B A B BT 4H Ak
WEEFTE—FZRBE- 2SS a? -

[ B 2 %R ]

[0019) #& iAW > qfifef —EEEEANKY > H
FEBREZLNB-EVES oW U SIRPe iR #KHEE
mE T —HERLTE  HBEAREZNR-EYE
G SIRPo i K c kT 2 M8 - K/ —HE
i SIRPo Pifle » HEF R ABEIE-BYVE W HEAG M
& T e
[ & = 3 &R0 ]

[ 0020]

B 1 &% =2~ A ft SIRPa Ji A% D13 #Y hH1 = §# 2
B & B B 5 (7 5 8 A SR DR E -

& 2% 2" A Pt SIRPa Ji A% D13 #Y hH2 = §# 2
B B B B 5 (7 518 A SR 2Ry [E -

& 3 & =~ A L Pl SIRPa #i 8 D13 AY hL2 K §f 2
B B B B 5 (7 518 A SR 3Ry [E -

w

13
PD1237956(7)

112117155 FEHESE A0202 1123218589-0



202408584

& 4 5% 2 AB L#L SIRPa $ #8 D13 Ay hL3 ¥ #f ~
e B B e A (A1 8k Bl 3R 4) 8y B

SHE 7 AN SIRPa fii #& D13 /Y hL4 ¥ ## ~
e B B R A (A1 8 Bl 3R S)EY B -

6 % E P SIRPa fii & cDI13 2 CDR 74l (FF
H %k B SE 6~ 11)8Y B -

7 KB E2ox 5C12 fi/N @& SIRPo i #8 = ## ~ B A B
Fe Al (Fp 71 8 9% 12) kOB 3 2 B B B Fr 51 (Fp 5108 1l 5% 13)
oy & -

8 B E ¥ TROP2 [ NS i #l fg Y $1 SIRPa
HiEe - R/ECEZEBHREH NGRS ERXAW ADCP FMHHY
.

O BE Y CD79b G ANBEMBERRKMKE &
(Burkitt lymphoma) 4l B §Y $ii SIRPo 1 f8 K /3¢ f& 4 ¥k B
Hide % T HT 80y ADCP JE M 0y B -

10 & 2 /R ¥f HER2 [5 1 A ¥ 2 2 i 2 69 $it SIRPa
bUAS R /EC iR # Bk HE bU B B BT Ay ADCP JE MRV E -

11-1 A B 2B E TROP2 R I /N E K E 4
B HY /N B Ay Hi STIRPa Hi B8 - K /ECIE ¥ R H b0 4 R
EAEWhEEAR - MEWNE - B B EREIE TROP2
TRE/NDNBRBEMEAY/NEFAYH SIRPa JLHE - K/
EXERERMEFTRERMBEWNWERBRRE -

11-2 2 C 5 2% TROP2 LI /N E K E A
B HY /N B Ay Hi STIRPa Hi B8 - K /ECIE ¥ R H b0 4 R
EBENHZEYEE CHERBSENE -

14
PD1237956(7)

112117155 FEHESE A0202 1123218589-0



202408584

B 12-1 9 A% 2 on % 1H HER2 R 3| /N B K B5 & 4 AE
By /N B BT Pt SIRPa fifE ~ K /Bl % BR B TR R P
W EREA R M EAE - B B EEIE HER2 R
NE KRB E AR /NE TR SIRPa i ~ K /ECH #
br B H B BT BLRY BB R R BV E -

12-2 00 C iy 2 on % 15 HER2 R 3 /N & KI5 & A AT
By /N B BT Pt SIRPa fifE ~ K /Bl % BR B TR R P
RS MRS 2 EE SR E -

[ &5 5 5]
[H LLE bE 3% e P & ]

(0021 BLF » & 5 H BLE JE A 38 1 2 & & P & &
fTai¥l - X LTSHBENERPRERRNAZEH Z AR
ME P R L — B - kR RE G T Ak B M AR R A 5% B L E
o

[ 0022]

LIl -BYEay

NMAZHITEROREB-Z2VECYAREXRKRER
MR B - SRV ERE L4 20T ~ i 2 Bk B PR A B - B
AN 18+ B 2T e

[0023] i Z Bx B HU 0 4 457 B (& LL R 3 TROP2 Y JZ
MiEsRENZRR-BEYWEECY - SN-38 (ER %Y m A
IgG1 B 7 fi 8 &5 & (G B Al SCRR 15) » OR &9 Bk B P &4 2 07
HLLFEH CD79b WWREAMIEAEN ZRB-EVE W
HEEM AT EF BEYIMEA [gGl B 2 HiE & a Gk
HOA SCRL 16) o ff % Bk B pT B Bk DL R 3 HER2 HY
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MR EENZZHB-EZYE G - DML {F & E Y m #
IgGl A s iR ECGEHEMCE 15) - R - HL4E LT
HUFH NECTIN-4 W EHAMAEEN 2B -EYE S
Yy B EFE AT EfFREYIME 1gGl B~ i i 4
G (GEHE MR 15) -

[ 0024]
2.3 SIRPa i A8

SIRPa(Ef B 35 &7 & 9 a(signal regulatory protein a))
GEANEEM@EE - BIRER  BhERESEERE -
RHEBAE IgBRIEN —REFEY 5+ o 40855
b 1 {# IgV B 2 (f IgC & AT - B i B CD47 2
Gafirey Igv ik L ABECHE VI~ VIO 2 10 fEHE
8 2 #8 - SIRPa EHE 2 48 IgV 3K (4 # ik SIRPa
EHEWN 3 FEMMS IgFEFay 1@ gy - Hdg o
V1 F V2 B FEAEREE - AW 2§ SIRPu §1 8 & B
BEBIFENBEERMN Y VIEK V2 ASERBE S - I
AZFEHF - A " SIRPa, & " SIRPA, Y FF -

[0025] A% SIRPa EHE R ERFICE TN
GenBank % $% %% : NP_001035111 -

[0026] A& P AWM SIRPa i #8 1] #5 i 81 F
P oy B 3 2020/013170 5% 50 & 2 J7 & [ & B9 7 0% i HL

Vi=)
= °

AT

[0027]) AP (£ Y ERHEMGTH SIRPa
HREEFRRERmMAENE - KB -~ % > BB - K=
BB R4 LE GEFEFIHATYR
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Eo AR EE S HEEARM S > BEMRSE M
DG BmEE TR 2N BERS BeBEITHABRMN
&K B AE o

[0028] fF & & & B #Y SIRPa 78 0] B 74 5 %1 & &R if
L2ak XTEREHELEN DNA F ¥l & Him MU
BB ZEZERBEHEAE M ER -

[0029]) #i MRV ER 2 A HEE 2 A ET - HE
B FFEDHEMLSGE SIRPa 5 DNA ##2 2 89 4 i 69
Cell-ELISA Ty # 17 & #& B 0] -

[ 0030) A & 55 F7 £ A 9 b1 SIRPo §ii B8 & Il #] SIRPa
Bl CD47 94 & -

[0031]) ERMMEGEELE CD47T EHIEE AL
Wi ge 1RV B UE 4 fg %k B 2 SIRPa B CD47 45 & H fH & F
Ao mE EvmdfEEZE " R ZEizZ K (Don’t-eat-me) ; &R
B M EWGMBEA W EYR - 5T SIRPa bt #8 4 # M I
#l SIRPa B CD47 By & & - if 1 %) & & & 40 it ¥ E v 41
M EE T REIZ O RE o R E WA AT B E e A
il G EH - HER > THERBEREAR - FHEFA
HTURAe TRV EUR A AR - W] HE# M1 A - M2 BB g 4 i 5
Z BG4 A - imDC (R g 2 i IR 4 i) S 2 B R B -

[0032] L HF - % i SIRPa #i #8 B A X IE T I & -
BgHERMARESE 2 EWMAR - A% FHE - T 4100
S ZETHEN Foy BE Y Fo 2 RBESG > Al
M ADCC(Antibody Dependent Cellular Cytotoxicity : i

Az (X %8 M 4 BE %5 4% fF B ) - ADCP(Antibody Dependent
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Cellular Phagocytosis : Hi G (XK B MMM & W 5 J1) > 1
% PBMCOCRMMBREZAM I XNERHAWE 2 B 5H
WE T A e

[0033])] BT EHE WM XE - K& HFHAT
E HEY 4L SIRPo i BB B AR T % JE 206 - HER » K
F W EAHB S SIRPa fi fe & E A I & SIRPa Bl CD47
JHEEGHER > UAENEFHMEAN Fo Z/ES 0 1
&L E F I AE

[0034]) A3 H P HAYHL SIRPa 188 7 F & X
Yy eWeEME o &oa]mElfE R E R S m T it
(ENEIE

[0035) 1 > KEBHEAMHEHAAH SIRPa Fif8 H 3 JE
FUmBEMR BEBSAEHET>ANERBSR - ®
e o B L At 4 RE R B OF A i E A e

[0036] B T (X ETEREM:  MHFEZEH SIRPa
M FecHl A ERMAMWEK THRA FczlReE S -
Rt - AP A S SIRPo fii f8 2 o8 B & B A B R
H 1gG4 & - — e A 1gG w2 » 1gG4 E XK
ADCC &M -~ CDC &M ~ K /=2 ADCPE M %F 2 X IE + 1
BE (K By 25 A (Bruggemann et al., J.Exp.Med., 1351-1361,
1987) - WEERAMBUL EFRBSBZ LXHANS T A E
N Z1ER - (ER B LR & E B EF s 2 4 i FE &
HEMER 1gG MK 2 —m# A A (frE R (Opdivo)FE ) -
M BESR TgG4 mn BUAY AL JE + Ui ee R - (B th i 3F 58 & 2
H o W REHFMEHBGH SIRPo HL#E % N E#H K E
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B H A W& —FEFERNEFIEYER - RIERK
ADCC -~ K /8, ADCP &M Z (R Ay 1 B A% DL E 2 B
ZHERE o mIbtEEREmWME > 95 EFE MK Kabat H A
<~ EU % 5| (Kabat et.al., Sequences of proteins of
immunologicalinterest, 1991 Fifth edition)fT -k AY 234 fir
AR W KB AU R N K BERY (F234A) & 235 fir 2 H B
HY fC & 79 B% B B9 BL ft (L235A)(Parekh et al., mAbs, 310-
318,2012) - Bt i A8 ~ B M & FALA & %2 -

[0037)] X - 1gG4 R B EHEHM 2 SSENIE K &
E oM B TRSZEE  MEAGRERENBEHREMZ
SS WPk B8R - FREILEZER - 95 8 bR
Kabat & A\ 2 EU & 5] fT /- BY 228 fif 2 % B Be AU A & B %
% (S228P)(ANGAL et.al., Molecular Immunology, 105-
108 - 1993) - K L4 e ~ & 2 &/ PRO & & -

[0038) - AT HAIL SIRPa i f8 2 B E &
Foo JR O [E R A Rt 2 FALA # 2 Kk PRO # H (Vafa
et.al., Methods, 65, 114-126 2014) - A ¥ E 75 FALA &
2 Rk Pro B R W EF L B R A 1gG4 =H HE K
" 1gG4proFALA | %l & ¢ - " IgG4PFALA | %I & ## =
" IgG4pf, A= # -

[0039) A ¥ 1gG1 (5 A% 1gG mn & 2 o > 7 8 1l
a2 CDC EM - ik EM A E&EESEN
fE F 3 82 JF B 78 (Bruggemann et al., J.Exp.Med., 1351-
1361, 1987) MEFEMAMBUEY S ERE 29 F 5 IE
MZER ERFERIEESE B NIEFIE ZM@EERMR
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B A A AV A BB SE TS E i B on BB RUIR £ TG A
MO (i % Bk B §i (Trastuzumab) ~ M Z HEHTF) - £ H
IgGlfE B RKEHMER I SIRPafn B 2 FH 2 HFF -
GEMmEDNARER 2 B EKBEEN—&0 7 i 38 &2
F I BE (% B WO0S88/007089 - W094/28027
W094/29351) - Bt X HE F L) A8 MK 55 8y 1gGl 2 2 2 §3 M
= > O 5] % 1gGl LALA(IgG1-L234A - L235A) -~ IgGl
LAGA(IgG1-L235A ~ G237A)% - (F B A& H T W
i SIRPo i LW EE » NEFEHAERLEERE AN
IgGl H#E R E&E -

[0040] AN A 1gG2 %4 ANJA 1gG ap B 2 dr » /& i
a2 CDC EM - ik EM A E&EESEN
W€ F 3 82 JF B 95 (Bruggemann et al., J.Exp.Med., 1351-
1361, 1987) WEFEHIMBUAEEE WS ZHWY T+ 5
2B o fE & DLE & E B E T )6 2 4 i & &
Fr 2 & M ey 1gG H =X 2 — i # M K (#h 35 B 1
(Denosumab) ~ K )& J& B #i (Evolocumab) ~ #1 & F] T B
Hit (Brodalumab) %) - {F By A & O Fr i A 69 §it SIRPa #i #8
ZHER > JREHHEN [gG2 B RNE & -

[0041]) A HPT{EHA I SIRPa 188 F 788 & 5L
e EHife - ZEBEiRGRERYELRZEHMREMNHN
SIRPo fife it TILE R A E N E & - (L2 8y &6 &
THEEAFHEEBE R CLEN T ES - B N-#4
B O-#E &Sk KL ## 2 (LB o 2 848y 1k 2 E 8 &
Z-APVENEEHBETESEZEREH 0 NE &SR

R

20
PD1237956(7)

112117155 FEHESE A0202 1123218589-0



202408584

O JE&E M B sf ~ IfF 0 ~ N Riwet C R mI -~ B BE Rk
B~ REKER 2EBLE HEER Z2ELHFE)E - B H
fEREZEYSE @M EHERE MR N K & & mH 6
B EERE - X KT #ETAREHAEMHAI SIRPa
LS B R & f HD G OBE EE M OB E > Bl o B EE R
BB ESE FHAIMESRETEEAEZEH R 2 E
ZH c LMEBEBAZHMMEMGH SIRPeoIE ZEBHIEGA
AN HBEBZZEE KM P RFEENXZ - JULEMEBE
S i B == O -3 = = A e
[0042])] X > HAEEBEHHEMEENDEF > 2
HOH H OB 2k B ORI < B B B B A Gt & (Journal of
Chromatography A, 705 : 129-134(1995)): ¥ > B %I 4
b B g R A R Um ey H ke lE - BEREBE ~ 2 B A BB A Gk
g H o ®rofii B OE K in 8y B OB B B OE ¢ BE B G
(Analytical Biochemistry, 360 : 75-83(2007)) « #Aifi
HECE#HFPIHINGBGEREBEHANIIEZNES &8 K
WHE FU R (HEMNELIEBRELHEBE HMFERF)
W AEkeE - FHE > KREHAEMBNIT SIRPa §1
oo NMEBEREZEM o ERZIEBNIEMER B
H7vE &2 = # & E RKInAa 1 20 2 (@ kA B 6k & /Y 6k &
BE - KK ER BE (LAY BZ R R B (B W o 3R OK U BB fz BY A
W EAESCHEBELENVE#H )T - HZ2  HREHRAIES
BREKNIETIIRE > RIARSFIEMERMA I SIRPa $1 /8 Z
Hi CRE R ABIURREN LB 2 EHE - Ak
K ZEH P (E A By 5L SIRPa HL AR HY 2 iR 5 # > ®] & % H i
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TERER LR 26 KB ATHBBEENEEZE—
fE - A o _EmlKkE - St ZELLTZI
EAEAZHATERAA D SIRPeo i HAFEREMAE Z
MEREERGEZE > BHAXZFHATERHB T SIRPa §T

BB EAEE 2 REHE ) > BEKRKE Z — K
EEEAGEE -

[0043] A EMBH SIRPa B TBEER T
fEE ANBENWEERNEERERME&XEN R SR X AHE
e - NBEERBENH L CORBHE L -

[0044] et m ANBELINZ B Y680 E
e REEBSEEABENE 2 EENE B & E H
ME&MpBy i el Bl Nl E®E &
E £ L SIRPa AR BV R & B B8 HU 45 05 &€ 3 W] 8 & 1Y
cDNAE GEEH IS EHN cDNA- A Z E B HEB AME
MEBKHEREEERKEHNEEEZ cDNA By FRIFHE
MEBREHK ek RESSSE  HOHBFTHEE AmHEERE
=

[0045] Eg#E A E&EAM 3 M Cul » Ca2 K Cu3
TR - WARZZHMAEMHAGI SIRPa IEF » ik & 6L
BOANESEHETE > (4 lgG4 5 R Y EHEEEE H E
H ProB 2 K FALAZSE ZAE # K £ & IgG4proFALA -
N mE@EEEEMS - BR A Ig B » & « 50 A
& E & -

[0046]) fF B A AL MHA I SIRPo il Z k&
mAeRy Bl o A B EAH KRB AME SIRPa B ki 4
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DI3 ZHEERBEI AR ~ il cDI3 - cDI3 fi e K A
NH# SIRPo WVE G M= HY LA > B SIRPa Bl CD47 2 &
BRI HE S e e

[0047] Hife cDI3 (& & FF 5 & Bl 5% 9 AT & m #Y i
BB 5 (GASKSVRTYMH) AT # gk #y CDRL1 ~ 7 1] &% Kl
¥ 10 BT R on HY B & B & 5] (SASNLEA) A7 £ i &y
CDRL2 - f 4 & Hl 38 11 Ay & '~ B9 B & B 7 %l
(QQSNEPPYT) At # sk Yy CDRL3 fF /& ¥ ¢ o] & & 2
COR(EmMEFER)  MABBEERFIEAIIK 6 FTERH
B & % i~ %] (GFTFSDYGMI) AT # B By CDRH1 ~ = 1] & Kl
¥t 7 BT R N BY B & BE & %I (SISSSSSYIY) AT & sl &Y
CDRH2 - f %] & Hl % 8 Fr & .~ 9 B & ®% /& 7
(RYYGFNYPFDY)FT # pk #y CDRH3 fF R = # 7] B & £
CDR([E 6) -

[0048) B » A AT HAYH SIRPa PR » (&
a AR st 9 Fr Ron ey i A B 5 At 8 By CDRL1 -
Al s nl ot 10 Fn&n ey e 2 8 i 5 Fr 8 B #y CDRL2 »
FP Al Bk R SR 1L P RORHY BE A B 7 Y1 BT f By CDRL3
mMBB&EREE&FF & 6 AT Ron iyl E B P Y AT K
#y CDRHI1 ~ F¢ %1 & Bl 5% 7 B & o By B 2 8% F7 %1 AT 18 B /Y
CDRH2 ~ 5] & Bl 5% 8 Fr R m 8y Bz & B 5 %0 B 18 ik 8y
CDRH3 fF B E# W B & ~ CDRHEJHL A -

[0049] E#t 2% CDR JAE&MHAESHEMERDE
EBRFITA L& mE”RE 12 & —F®
R A WAL - BUR - I m gk 2 B & B R 5
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FiT #& B Y CDR o

[0050] AN A (CDR BERE)  hiFH AH
ISrey ey 2 pise By gl vl B & R B 0] & & 2 CDRHY
mEBREPY  BHEHEABRBEVEETSERE KEH#E IS
& &Y EMBZIE -

[0051) A& 2 ANMA i SIRPa fife {4 a1 T i
Bl EEEHEAUEBIERN cDNA> 4 HHE A £ H A SR
BABIR I EAEREEE REHNEEEWNE NS YA
R R &R  WREREASEREREZSESE > HEDE
AZBY AR EHLRR > Hd a8 &GS EEERE
Bl N %8 SIRPa &5 & H Ml ] SIRPa 8 CD47 Z & & M1 3
sEEmAEERE L ERABIORMEEMNMEEN AH
Shzoiiypise <l B & REM@EEEZ CDREY
mEBEPY  BHEEEZI ASIEB ZIE#ETEE K EH
g8 n] S & AV fE A% (FR © frame work) & 3 iy gk -

[0052] EREiME » oML EEH & cDI3 Z CDR
BABIRZIERERZHAEH DNA A HI A -
#“i# CDR B ABHEZIERE » AL CDR
RETHRRGE s ey FimBERE - X »ENIRF
o> JREl DL ASE(E I8 2~ CDR R #E & Wi 4 & 3
rey s MBI TEETHNWERER 2 AR -
Bt T CDR Wy AH s Z 2B E > ATE B EMZ CDR
% 18 (CDR grafting) < iy ifi # 17 -

(0053 Rt 2 HZASF - fFEREAFAHE cDI3 ZH#E
e #g gE a] 2 @ Ay CDR(H A& [l 5t 6~ 11 Frow 8y g %&
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Bz imECHy 6 [ CDRYW ANt E# H 7l & & 2 1E
REEHN - o ER#E IR EHE - J5E NEL
MEEH hHI R ABHmBEEH hH2 - X > fEB B A #
B DI3 e O #EA CDR Ay AL 88 2 &g 0 T
BEERERN -7 2 BEBRENARAKHE - 975
BEANBR B E#E hL2 - ABF B #E hL3 R A Bk
Hi A8 B # hL4 o

[0054]) K AL EH hHI 2 2R BEEMKT
TR AI#EASE 1 X AL EESRE hH2 2 2 &
BMEBEY RN EASE 2 ARV EBS LR 2F
M I~ EERBEMBANVEERFI K E
Fe gl - s 20~ 139 | 2 M B B 58 A AT 8 Bl 09 e B BE F
Pl a8 & - M E 140~ 466 {f & Bt B B 58 B P 1 gl a8y
MEBFEI BN EE ZBEERFI -

[0055) A& WM EMBNI SIRPa il B & B H
R %l mlar 1 8¢ 2 23 20~ 139 {f 2 BF & B 58 & T i
PRy E A BE - KHEE 140~ 466 (H 2 g & B A Fr

R ERENEE®E ZE -

[0056] M AN (EPiE# bhl2 22 REE®RFI
RIS 3 X R ABEREEE L3 22K
BERFI RPN FIEHNE 4- 5EF > H ABHLELBK
# hlLd4 2 = RMEEABFYI R FIEG T S R
AlgE 3~ 4 K 5 F > BE 1~20 (F g & 8k EE AT
e B B E RV > B 21~ 127 {f Z Bz & B =

BBy EERFI /BT EE - mHE 128~ 234 il 2
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mEREEMBROEERFPI AEEE Z B ERF
B e

[0057) A& WM EMBNI SIRPa il B & B H
MRl gt 34 & 5 Z5F 21~ 127 {# Z Bz A B % &
e

TRy o] & ~ b 128~234 #l 2 EREBEM
R KEREEE 2R -

[0058) ANEifcHife c EHEEE > ) 1gG4 i & ~
EWNEE  HRAEEHF Pro BE K FALA B ENEHERK
E & 1gG4proFALA -

[0059]) fF B BL A ¥ SIRPa Z & &M S HHE A
SIRPa Bl CD47 & &l &M SN IR - 75 8 f
AN LS = ## hH1 & AR (L #i 48 8 # hL3 F7 #& 5l 8y 5t
A2 (hDI3_HIL3 i #8) - hh AN EL & E# hH1 R A1t
PRGBS #E hL4 Pr i B HY §i B8 (hD13_HI1L4 $1 A8 ) ~ M1 A HH
fbhide E# hH2 R A LIS K # hL2 Py i pk 69 41 48
(hD13_H2L2 fi )k hi A B L b = 8 hH2 & AN B (b
AS EC B hL3 BT % B Y DL S (hDI3_H2L3 1 #8) -

[0060] hDI3_HIL3 i f8 » 4 B FH h Fp 5l & 5l 58 1
L HE 20~466 A o B ERBEMMBRNESRE - K FA
oAl SR 4 2 21~ 234 ([ B BB R OE AT RE RV BS g
b g -

[0061] hDI3_HIL4 Hi e - (5 B FH h Fp 5l & 5l 58 1
L HE 20~466 A o B ERBEMMBRNESRE - K FA
oAl SR S L 21~ 234 (M B BB R OE AT RE RV B g
oie e
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[0062] hDI3_H2L2 % #8 - 4 B i ¢ 51 & Al 5% 2
L HE 20~466 A o B ERBEMMBRNESRE - K FA
oAl SR 3 2 21~ 234 (M B BB R OE AT RE RV B g 2
b g -

[0063] hDI3_H2L3 fi #8 - 4 B 7 i Fp 5l &% Hl 5% 2
L HE 20~466 A o B ERBEMMBRNESRE - K FA
oAl SR 4 2 21~ 234 ([ B BB R OE AT RE RV BS g
oie e

[0064] X » SR I B EE MM A& E/ B
B Og %R K Ihm AV B BE B BB A 6k & (Tsubaki et.al.,
Int.J.Biol.Macromol, 139-147, 2013) - ZA 1 - It = #
Pl ik RN LB IIR &S & KXW IE T8 (R
EHLERBRETHEERFEFAZE A ELEE - B
12 N N2 S S S SN E == 2 g = N O 2 7 S
b g -

[0065) AWM EMNMNBIESGRER » 783 HE
WRAME ZH SIRPa #1188 K B2 b o] # 2 0y & Kl - %
BA - ER - AMLE - kEB - EBREF - T BEE B
HZWERE , F RN EHRERNERENERN LT

RRMEEEREKEE EE - A% ZHEEE R
THEAEANEEERE HAWOAEHKET  TKRHBEIH

- BEEART  EEUEFRANEE  FIREHN - LT
IR - REEEARRBESF - X EHEHMHZEFERTHERSE
BR CwEBEER MNBBRKEGEEBRRNEESY
MY & &R F AT Ry =R im BRI (B o SR A] i T DA
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o AR RE K BRI AL - H OB fE A B B AT AR RS B OR & i
i BOE TR -

[0066] BA B H f 2 & T 7% > 75 ° B2 B /[ 6y BE 3%
—FHEEEE - PuRN&EORTHEBEEY  TEREOR
B~ BB - OLE - BREE KSEREF o RNEDRBERE
o RO BERKEERNENEORBHAEY > 1 #E
K - DRE - REF2REE S RLBF 22
B ZhiE > REHFZHE HEFFBRKEES Z
e E o ERERMK - CEWELRRKRBEEFENRE - B
Bl OUHE - BEE ks B Al E A AN - wmaE R R
HEES WP R © BG ~BE2RMNEF ZAHHE - AR
e~ B OFZEBH BLKRE  KNE&ER - H
BELZEGol B EEBSFZ2RmEMEH: HhHFEZLH
R mERL NEZSETZH > B KB RN R I #Z
HZHR PRI EREMTKETREE - 5 RS e B B %
Bl 2 PR B Re L B s e e

[ 0067]

T

By
I

LT $t B ARHZAR-ZEVE Y RN
SIRPo e il &R THIREEHAWRY K IBHE T A BTN
Elﬂo

[0068] AW Z & EHLY KEFR T AT BT &
Bl -2Y&EEY - Rl SIRPa Hi 8 & B ERBH K
v (=0 /A N = L s S E R /A i = N S R T 2 i e = B
A BB E-EVESY - Kt SIRPa iR ER

(O8]
o
%l-

28
PD1237956(7)

112117155 FEHESE A0202 1123218589-0



202408584

AR osmaealh 8 —-®Hd > H#kTH -

[0069) A0 Z & EHMLY KEHRE T AT HERR
B 7TEBEEE BERIEMARRB T EFEEDAE -
BEARIEAERE) RBEAERKIWAEE EBE
E o oBoEBRERKEBE)  MMEES /N E &IE
INAHRE R ) - BREE > S E (E o L
E) - PFrE#ZcHRE BKBEEBESEEE) MI5%H
Rm > B E - INEE - TEBRE - KE EKE - M
FifR R - BEME  HIEERERER  T=E2%E R TVLE
Ky~ BEE - -HRE HdRE T2 F K
oS EEE - WiRkRE  BERE - B@LIK- - TEKE
B rdiEsE - sEE - PHHEBERARER - #
AR - REBECREREKREENEL —F > F&E /A
ERRNRETTEFEERIALE T KBE - Mk &8
BE - HERRE SFREHECHBRE BEEE - - MISF
Rom > Rl - UV E - BAE - AiSIIRE - kT BB
ARBFTEKBBEHEHNE D —F > FEERTERARR T
aEFEEBEmAE  BFE - ME - KWEEBEHRAEKEA
e /b—F -

[0070) A BEHEMANARB-EVWEcW 2T K
MUERMEREBRE- VS hBERITEMD
BENES N EEREELMAE - Bla - R EEE
ne 2] TROP2 2 R EVIF I - o 8 £ (£ H B2 % Bk B §1 0 4
R ONEBIERIXI CD7b 2 RFEWER > JEREMER
PRV IR E L4 20T > REIE®S 2 HER2 Z RE|HE

& I
&

T

|
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oo A EEAE R EREME - BE 0 N E ER
F] NECTIN-4 X RIFEANHEE » oo EEHKHE - B4
% T o

[ 0071] TROP2 - CD79b - HER2 + & NECTIN-4 ~
o e EEEEREEREBESG  BHEEEMNKREE
H &8l &8 # 2 & & (FFPE) » 5 M & & 40 & (L 8 (IHC)
A R EsNMEl WA EEEFEZAEAEREY
(EO B4y mE ~ XA HJEfr 3% (SH) - & &
PCR 5 (q-PCR) ~ f[HE ¥ » th & 2 £ B N & 8 8% g e 1Y
feAEmMMBER > KF > TR EBEEERERNMARMDFE
IR BB DNA(ctDNA) > #FE i H X1 E F (NGS)YFE £
J7 A |9t & il BT e

[0072]) K& B 2 B HEHKY RGE T EG B E
HmAHYEH BEEHABEHMER -

[0073)] K&EBH B HHEKYRAERE T EZHLERE
MR Pl FERERSEABEE 228 Y mEkE
BmA > HME & AR 2 BEHENY kBRI EH
EEEBENK VP TEESFSm R mEN - mHE » 7T i
B ARZIHRAERNDE-ZYE Y RIL SIRPa i
&l Bl < B9\ % 7 Y §uBE B SR BE B o ifn A B0 A 3% BH BT (E
i e -EYsE & ki SIRPa i f8 2 6FFH R -

[0074] X » KEEH 2 BEHEHEKY KIEE T AN
EREXNRATNERA S - FFHEEE BRI S EE
(Response Evaluation Criteria in Solid Tumors(RECIST))
o {8 & -~ WHO 5¥ {§ % -~ Macdonald fF B X - B EH M E -~
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I

K H oM F 0k i MR > i o] B 58 & K FE (Complete
response ; CR) - & 4% [Z JE (Partial response ; PR) - J& J&
# 2 (Progressive disease ; PD) - % B & JfE % (Objective
Response Rate ! ORR) - | fE F 4 05 B (Duration of
response ; DoR) -~ ¥ JiF M & {b F & ¥ (Progression-
FreeSurvival ; PFS) - 2 #8 & ’F Hj (Overall Survival ;
OSH)EF 2 Em A E -

[0075) Wl #& i B ult = J7 7% - 1 #t B A % 85 =~ B 5
MR EBE D ZEZNBEREOARE  BIAHNREZER
BB EAENRY &g & A8 &M

[0076]) A 2085 « B & 4H pk ¥ 0B 9 7 & |1 it B &
WAk E > MG EE  HE-THEREHAE - #FH K
FZMEM - R EE R E ] E R E R E BT BUE AR BB
2 QOL By & » DR EIE & & 04 a1 i 2 g B M
R BRI ARF EZEEMAMABKE 2B - 80 # i 4 A
WOOUE R HOD MR B AR o O B E B EH E RN E S H QOL iy
mHF - R E KRB AEF -

[0077]) A0 > BHEHEAKYRER Al H E2ERTFE
e 5 EmER S - J8E 5 DMt e AN R 4 &
H 15508 AR -

[0078] K& H X BE&EHK T EE | DM E S
BErEasMR M T - 2 EESEKT TR
EARAZHMERNIE-Z2YESY KL SIRPa #1882
RTERKXLTRES  mHEWFEEFE MY S A R
Yy e Hofth Zomi o & BEEE o B0 o AR S EA BT E R AV BU A -
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YL T ERSHARBEGNS 2 &GN - F @
HEEESEREE  LERELUMNEGE 80K 20 % 2R
T 5E M AN R W OW R T o B & A 8 U R R 9
BB -EE ) G G WA B EE A LY B T E B R I T
o E O (E B K MR E BRI B 5 R 8 KR R & M i (B
BB o bW R IR B A R A R E MBI B

[0079) @ & 4 % WA (h A 8- By &S wnE
5 B B K M E SRR R B T LLE TR R R
HREG BERTEFRAN - RFERRNS - o5 85
HRESRRAMABRS  RETNBHEHBEER > F
HETT I B S B MEF R -

[ 0080 1 & 4 3 U9 7 (5 A AU 30 88 -BE W) 4 &5 W) 00 5
B R B A R R OE R B ET > 8B R A
Bk Bt » BETE L E SR RMREE > B
BT EERN c RN S TN B EEE R - &
HAEBRY  RETNBREHEHEIR EETIE 5%
W s R

[0081] Bt & 7 % F 4 % U5 > % % 45 pk #) f of 6
AR o WA BRI KA - T
AN RBERE AN R BT RSN R

[0082] A& I Fifl M BE - W& &Y > B A%
L I~180 B | RO T o BEATL 1 E 2
o3 K 4B 1 REEIRR T o &k s L
3 | RIS T o X o A 3 0BT 6E 69 B BR -3 ) 4
&y WA 1 XLLE 0.001~ 100mg/kg > & F & # (T 1
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T o mELETES 1 XD 0.8~ 12.4meg/kg 2 % T 8 ETH
T oo K& 2 SIRPa fisE&H ABEAT L 1~180 H 1
REERHET > EBTLL 1HE 28 38 = 481
KRBT T - X > AFHEHA P SIRPa i fE T & 1 KU
£ 0.001~100mg/kg 2 FEL T -

[0083]) A8 B EHKY RIEGE T A #E—F
BEAZHONNB-E2YEEY kit SIRPa #i 88 LI &
BEGHEE - AFH 2 BEHKY RIEHE A HEE
filr 2 fE VA B B OF A i & T 0 B 9T 5 b i 68 B OBE R R R Y
8 o DURLFE H AV (8 A 8y H fh & E 5\ Al » o] BAK S 2
BEEANRY R - Rl - SREEM T 2 MR
VI == (0 LI 1 i R 1 I -2 O s R /= I
ME > BB EARERBRSHENES A REE - H T 58
Bl w0 % 5 B 3L & B (Irinotecan ~ CPT-11) - JIH
(Cisplatin) ~ -F %4 (Carboplatin) ~ B Y F| 4A
(Oxaliplatin) - % Ff "% 0E (Fluorouracil ~ 5-FU) - = P fi
% (Gemcitabine) - & 2 fifl J& (Capecitabine) ~ [ f# &
(Doxorubicin) ~ % X f Z (Epirubicin) - I8 ® [E W
(Cyclophosphamide) - % # fif & C(Mitomycin C) ~ & fll
& (Tegafur) + 5 25 WE OF (Gimeracil) - B % §I 7 (Oteracil)
2 & B -~ W JE E HU (Panitumumab) - H (& H i

¥ #i (Ramucirumab) ~ ¥r #& JE J©
FRH (
&= JF & J& (Gefitinib) ~ J& )% & &
(Erlotinib) ~ [ & # J& (Afatinib) -~ JF H @ s

%

j

(Bevacizumab) -~ & &=
Hh

Trifluridine) - & Nt & IOE

]

(Regorafenib) -

(Tipiracil) ¥ & &l -
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(Methotrexate) ~ 2 £ g 2 (Pemetrexed) ~ F EH pP§ 3%
(Tamoxifen) ~ L %I 2K %% (Toremifene) ~ @& 4 T B
(Fulvestrant) -~ 2% N ¥4 #F (Leuprorelin) ~ X & ¥ A
(Goserelin) ~ 2K g ™ (Letrozole) -~ [ FF d@f M
(Anastrozole) - Bfj 22 ] &1 %] (Progesterone formulation) -
K fi g % J© (Lapatinib)Fr éH pli WY BF 4H 2 2 /b — & -
[0084] A WHXBEEHKYKER T LA BT XK
FHWMEB-EYWE YW Kt SIRPa Hi & LLAN » o] # —
taAREREEAGE REMBEERESGeMAEA
ADCC K /=, ADCP JE M0y #i 86 & % (F & 0Ff 1Y 12 JE 6 9%
B oo mte et ERAIM A S > oA % PD-1 B R H g
fe iy PD-L1 X & &M A -~ 2 CTLA4 I & B F - H &
mE > 5585 PD-1 $1 58 (99 B B #i (Nivolumab) ~ Jk #
B $i (Pembrolizumab) ~ 74 5K & #| B §7 (Cemiplimab) ~ H
2 7% ¥f B §i (spartalizumab) ~ PDR-001 ~ = BI 754091) ~
fit PD-L1 $1 %8 (P %5 2% B 51 (Atezolizumab) ~ [0 4 & B i
(Avelumab) -~ 2 & 2 fif B Hi{ (Durbarumab)) -~ 1 CTLA4
it A2 (P & B fi (Ipilimumab) - B¢ 55 = F B i
(Tremelimumab))&F - X > S 2N BEERE K EMmWE
H ADCCEHME ~ K /=X ADCPEM Y BB B 8 = » o] ¥
# Pl CD20 pife (M % F HE §it) ~ i HER2 $i #8 (i % R B
Pro~ BB % Bk B $i ) - i1 EGFR U 88 (8 # & B
(Cetuximab)) ~ Hii CD52 7 88 ([ 1y B& HL (Alemutuzumab))
[ 0085] ADCC {5 — MMM M EMHKIE  HfXR
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W OFey ZBBAVER 2 MAEF &% MM (Pl NK 4 A -
ER MK KREWwWMME) G WHES ST E e R
B ABSIEEANERNER - £ & HE ADCC 2 £ %
A HY NK 4l fg > (R & 3 FeyRIIC K FeyRIITA - 7f B &%
Bk HI 2% 31 FcyRI -~ FcyRIIA ~ FeyRIIC + B FcyRIIIA - 5
— i H > ADCP {25 — MM M E M E - Hf FRH Fe
YHRNEERABMIOERMAE B FHBRES
AR ENIE  REAENVHBER 2N -
/B HE ADCP Z F HA Ay M A a8y B & 5K » (7 &R H
FcyRI + FeyRIIA » FeyRIIC + J FcyRIIIA -

[ 0086] A3 B ~ B %2 4H pk ¥ K 78 % J7 74 7K 1] Bl g
S eERESHER - I > BESEELEZHNAARH
B BEHKYAEE 2 A &/ 2 & EE R E 2 RS &
Bk o

[0087]) K& »BHEMHKY RAEE T EZNAEE
HAAM F il e <@ EEREMMER « A% 2 &4
HE I LIRS FE 3 ile < Ar (B BE R RV R/ % /N 2 B AV I
Wi T (M BB A E2 R E - HEEZE) I
WANREF & > AP IR E R 2 B8 m# & 7 (iF
Btz LEREE > NEHHEE) -

[ & it 71 ]

[0088] (XKLL T FrmflmE e BB A3 - H
RKEHILRRENREFHN - X EREMEE B R
bR E iR R -

[ 0089]
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s 1t A SIRPo fi 8 (JE #& © hDI3_HIL3).Z #4

p

p

i A% SIRPa Hi #8 hDI3_HIL3 {4 #5 i B B & 2 B
% 2020/013170 S8 2 J5 0K FH & B 5 &k M A #
hDI13_HIL3 fi f8 & = ## Kk 8 # 2 b B B 5 (ko= 1Y e 71
oAl SR 1 R 4

[ 0090]

BLEG 2 Hi/NE SIRPa HLAS (JE R © 5C12) 2 3 &Y
fii /N B SIRPo #Hi #8 5CI12 (4 DL T #k fr /R J5 & & 11 -
oA MERN WKY/Izm ~ B Wister X & HY 4 (H A SLC
NE) s BMEKE TH T /NE SIRPa & H E (Sino
Biological /& #1 ) #5 [X 52 & & Bl (A0 ¢ 40 2E 1 5 8 )R
Gl ELERERBORE ZREE > WERKBES B R

fE o

[0091])] DIE 2 B A MKMEG&HERE /NG S BEE
SP2/0-agl4 4H B (ATCC : CRL-1581)4H B Bt & - ¥ LI
HAT 2EMEEREBR T EUGBRERB L ETEERE - B H
EWHHE AR EBES > MBEFERMERE - BE
K EmaBES FTHESNRMAaEERE LER > MW
DL /NE SIRPe EOHZE M AREERE EHEESE
Ah SR AT EFOEE - A S5C12 -

[0092]) 5 T WIE4REE SC12 Z A & HY cDNA > {f
F§ TRIzol Reagent(Ambion /\ 8 ) 5C12 E £ & E A
# 44 RNA o X W b i 8 § SMARTer RACE 5°/3°
Kit(Clontech N E)E i 4 i = 8 R &K 7] B @ HY cDNA
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Z Y& R - & LU 5°-RACE PCR ¥ g BY &% t% 52 G K B G 2 o]
ZEHE cDNA BIEE2EHR  HEHHEHEHE LKH#EZ
AEEF cDNAZEZEBFPI ZER oM - SCI2 H# K
gl AP Ron N A ASE 12 K 13 - SIRPa f&
ANBEBHR/PNR ZHERMEER > K& 6 KAEAHE > HAEH CD47
Z M EERMAEY SIRPa Z IgV ik » fE A FEZH EF 10
MEEE DNREETFEFNAEENBRFTFEHREZE D 4
mEERERE W > #WERSE MG SIRPa-
Ch47 Z“ MH EFEFRBBHEH ANBRER/NMNERZLEEHRHIREY
(ortholog) B A 2 S ML HY s fE B1 B8 (& IR B - & IR L 1&
ANBEHFRETREEN KRB L RFBHRA NGB A XD
Uy fe ¥l #g o

[0093] SIRPa REFAENREWRAMAIE - BKMAEFF
mAEN T  EAHBEEEBESREBEFEFANEY EY
WIEE > — i S A 50 & 17 & AN ey Btk iE
EREAENBEMBEEEBEENFE - 280 &
T EFE @ SIRPa H B 75 £ HY R A BT R I Z R HY o7 T HY
MEENR ALEEHATRFZE -G A (1) (#
ARkEEsEcEN/ NERBRAREKREE £ %% EE /D&
miopk By f2 B - R BN B SIRPo B3 3 XM EY B R R
(2) EMHF A8 SIRPa ERNEAEZRE A 2/ EHBHE
N BRRE ARE bR i Bk BY R R - R4t A FH SIRPa HHE 0 (3)
fER&BEEREANE CD47T BN Z/NEBFEMAWKEHEE
H A SIRPo fEHYE N Z % & IE & /) & ifi B Y /) & 2
Kyt N8 SIRPa e - H A - BN Q) REHH 7 T4
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B EE RN 2/NE > TR EFENS SIRPa Z [ 2
HESZEE AL THBEAFLZERERIE)NE E -
X BRG WEELFEZELEME > A AT 8 LUE N
SIRPa ERHERHRE L FHEHMERBURE A M EREE
FEN—H - S— @ AR BERTERR
B BERRMUL— RO/ EEN T ETHE MAEZSE
IEJRA MY-1 -~ PR4ZETEBEF » Al EHRERE » &K%
ARG H SR BELSBRSE 2017/178653 58 ~ =
Yanagita et al. JCIInsight, 2017 (2) 1, 1-15) > B DL7F 1
AEBIGE SCI12 HEEE B Hi/NE SIRPa LA - i 5F &
MEENE - SR 5C12 #/N&E SIRPe fi [ B A & 4
RN BHEBEMMEEHG A SIRPa LA hDI3_HIL3
H ANE SIRPo i ENEGBHMMEAEMERERE - X - H
iS5 BEIEE FHHEERE PD-1 88 - 78 i JE B IR 2
HABTHERHBEANBETTE A TNHRERARC
BERL H AR - M E - EHTH SIRPa BERILEBH BT
ENNHE KERBRABSZE FEERTHEE ABEF
Y &5 3R o

[ 0094]
B 1 BEHRERMEREGSG - KR ERES
JT(PVYE HIBL T N1 SIRPo #i 88 ~ W MMtk 6y ADCP
& M

[ 0095]
1-1 28y 40 i = 39 &

[ Yz CD47 - TROP2 [GM: A E @AMk AGS 4
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Bz ~ CD47 -~ CD79b 51 A EER K KEHE Ramos 4
Al - DL PBS Jw /% 2 X% - L PBSH XE&ZFE > L&y B4
@t R OE 4 A B oo 1x10° {& #f Bg /mL & fm 1pL Z
CellTrace Violet(CTV/ Thermo Fisher Scientific)® /&
W =ZERFE 10 78 - A0 10mL 2 &FH 10% FBS #y
RPMI1640 £ & £ (R10) » JA == Jf DA 270xg B0 3 77 $# o
A 10mL 2 R10 W6 %672 1 K& - £ HLL 1x10° {# 48 A
/mL 8y 5 S\ B FE N R10 & F B Z Ay 4 RE -

[ 0096]
1-2 3 fE 7 4 i 2 38 %

L 15mL/% & Ficoll-Paque PLUS(GE Healthcare) 4y
JE Y SepMate-50 5 & (STEMCELL) » L 33.3 mL/%& £ 11
LA&%H 2% FBS #y PBS #{T 2 EWmEN M - =&
1200xg @00 10 788 - & PBMC Hy FJF & ifi B Uz &
ey 50mL &% > A0 10mL 2 &7FH 2%FBS #Y PBS »
=om N 300xg EEL S5 v #E o ABR EERK A 30mL
Z & 2% FBS Hy PBS > j2 =i 300xg HE L 5 77 8 DLk
F 2R o BIFHS 1mL 2 Robosep buffer % » DL & By B 2
B BF B & B 5t A PBMC 2 75 4 BE 8 - 2L RoboSep 4 1 /&
LB B 5x107 {# 41 fg /mL By 75 = # 17 35 & > 5x107 {@
Al 2 PBMC im0 50ul 2 EasySep human monocyte
Enrichment Kit Without CD16 Depletion(STEMCELL) [}
J& By EasySep human Monocyte enrichment cocktail o 4°C
[ € 10 77 ## 1% > 5x107 @ 40 g 2 PBMC & il 50pL >
EasySep WitEFAAL - 4°CR € Sy ¢ 1& > A 0 RoboSep &%
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R E R & 2.5mL > 5 B X EasySep Magnet > 2 53 30 #b
bl EFIRE > 300xg BEL S oy 0 o HUE KR
fo o il & 20 ng/mL M-CSF(PEPROTEC)HY R10 > # f&
A BE A 225cmPER 0 37°C - 5% CO-f T HEE&E TH -
BES THEIREELER  HEEAHSH 20 ng/mL
M-CSFHY B R10XX# - IEE S 11 HEREE LF K >
WNil4& 20ng/mL IL-10(PEPROTEC) ~ 20ng/mLM-CSF Hy
R10 - & 2 H - 13 H& > &bk EA E WA H%
Wil 7TmL ~ TrypLE Express(Life Technology) » 37°C 10
TR E®R - BT HEHEE o R0 23mL 2 R10 G B dr - BA
PBS % 2 K& > DR A 1x10 {8 4 B /mL i 5 5t F &
F Y PBS o A0 1puL/106 {# ¢4 B2 /mL 2 CellTrace Far Red
/& B (ThermoFisher)fE B R &8 & K > ='n T #¥ 10 77
$# o N h0 10mL Z R10 - ZEJf 300xg @0 5 77 8 o KA
10mL 2 R10 > FEF 1 RNi& - EHHFBEFKLE 1x10°F
4 AL /mL F E & 0 fE 7 4 B -

[ 0097]
1-3 ADCP & 4 ~ 51 B

o6 fL URKMEBKS » 2L 100 pL/fL 7 0 2L R10
MR B&EBE 1 ng/mL By SG~ DL R10 7 B gk B & B
£ 0.2 pg/mLEYy PV~ DL RIOHER B EE 10pg/mL 49
AN #AE It SIRPa #i % (JE £ * hDI13_HIL3) -~ i 8 - 42 ¥ &
a?s N {dl SIRPa i Z 6F A ~ B0& W £ B M F &
e EHY S EE A - RHEFMEREL S50 pL/FL JF R INAE 1-
2 FE Ay E M B AE 1-1 3F B e ERME -
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37°C ~ 5% CO frfF T/ & 4 /NBF - =)@ ~ 510xg 0 3
g3 0 KEbr EFER® - L 200uL/fL 2 FACS & R 7
% o ZR 1% DL 50 pL/ FL K S0 1xBD  Stabilizing
Fixative(Becton Dickison) - ¥ 4 i & & - E E /Y 4 i LA
o 4l B o #r & fli (BD LSRFortessa X-20/BD
Biosciences) T - £ H K CTV BHHAREE K=
Al > ¥ Far Red GMHAMEEREBHAMN - HF > #
CTV [% ¥ H Far Red [5 M 69 40 fig & & & # B g 40 i & W
AR > LN E W ADCP & M (%) -

[ 0098] ADCP(%)= (CTV [5 ¥ H Far Red [5 ¥ 2 &
BT B /CTV 5 2 BT %) x 100

[ 0099 ] ¥ J& & Y & % DL GraphPad Prism
9.1.0(GraphPad Software)f 7 > LL SAS System Release
9.2(SAS Institute) & i &5 = & 1 -

[0100] #0E 8 i~ » SG {5 ¥f CD47 Bl TROP2 [5 %
ANEH MK AGSH R 8 ) ADCPJEM - & - # H
AN # L 1 SIRPo #ii 88 hDI3_HIL3 ff f§ - H ADCP &%
g se - EAEM > WE 9 TR 0 PV & ¥ CD47 B CD79b
B% M A\ 3E 0 A 8 Ktk 2 8 Ramos 40 B B 5k ADCP JE 1 -
M N (L #i SIRPa HL A hDI3_HIL3 ff A i1 £ ADCP /&
Mg om - ARk ¢ e E T TN - P BEHRU/NE
BELDLS 4 i B E 0 P<O.05(EEflfe B )Rk K B & o

[0101]

B 2 i # Bk E G B MR (T-DM 1) B §1 A #7 SIRPa $ii
B8 2 HE MR EY ADCP JE M
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[0102])
2-1 #Eay 4R < 38 #

[ Y CD47 ~ HER2 [5 14 A %8 ¥ % 4l A8 #&F SK-BR-3 4
Mg - LLPBS ZEi# 1 X% - DL SmL 2 PBS X & - U
& by B H & 5t Ol OE 48 B B o 1x10° & 48 A /mL 43 B 7R
il 1pLl 2 CellTrace FarRed B8 > M E ARG E 10 778 -
WAl 20mL 2 R10- RERHFE 5 o - ZZEL K
il 10mL 2 RI10 M %672 1 W& - (EHLAKR 1x10° (& 48
fl/mL 2 X FHEFEN RI0 B HEAE -

[ 0103]
2-2 e+ 4l B < 5 3

L 15mL/% & Ficoll-Paque PLUS 43 £ ¥ SepMate-
S50 E > L34 mL/E&MLLEH 2% FBS #Y PBS # 17 2
EMBEN M - =)/~ 1200xg gL 10 78 - HT &
PBMC #y EJF & 1 B U 2 ¥r By 50mL &= & % > /R0 10mL
Z &H 2%FBS #y PBS » = Ji T 300xg #t.00 8 70 & - LB
EEFE®R®Z > &AM 25mL Z&7H 2% FBS #Y PBS > X = i
300xg EEL 5 B¢ 8 gL F 2 K - BIFN ImL X
Robosep buffer & - Dl & Wy BE 2% FF £k Br & B2 5+ 1 PBMC
< E YA B - DL RoboSep 4 fB7 /& LA gl B 5x 107 {f 4ff A /mL
N RETHE - & 5x107 [ 4 g 2 PBMC & fn SOpL &~
EasySep Human monocyte Enrichment Kit Without CD16
Depletion [ff B AY EasySep human Monocyteenrichment
cocktail - 4°CRKZ JE 10 47 $% 1% > 5107 {# 40 B 2 PBMC
WD 50pL 2 EasySep Magnetic Particles » 4°CK fE 5 47
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## 1% » A~ fll RoboSep & B (E L B K& 2.5mL - & E RN
EasySep Magnet © 2 53 30 b & [ U R JE /& & » 1200 rpm
BEOL S #E > oM EZKRG o A& 20ng/mL M-CSF
) R10 - BE7E Y B A 225cm® L » 37°C ~ 5% CO» f
tkTEETH BEFE THLEREBELER HEEE
Bl& A 20ng/mL M-CSF Y ¥ F R10 X2 - & $E 11 H
LheEE FLER > A& 20ng/mL IL-10 - 20ng/mL M-
CSFHYRIO> HEE&E2H - A% 13H K0 (LFEWNE
W A B (% A 0 3mL 2 TrypLE Express > 37°C 15 77 §#8 [
fE % - HE T HEE o ASD 10mL 2 R10 3 [@Ug - BL PBS &
2 Rtk DL R I1x10° MMM/ mL A 5 = H B FER
PBS « /&0 1pnL/10° {& 40 A2 /mL > CellTrace CFSE & &
(ThermoFisher){F B EFH AKX » =) NHE 10 o8& - R
h 20mL 2 10% R10> E8 T&HEFH 5 78 o 1200 rpm
L 598 > DL 10mL 2 R10 %% 1| K& > £ H BB F K
By 1x10° & 4f fg /mL & {F & 5 fE + 4 A -
[0104])

2-3 ADCP J& M ~ 5% &

96 fL U R EMEBKS » L 50 pL/fLAA 0L R10
B AN L SIRPa Hu 8 (JEHE © hDI3_HIL3)E ¥ I8
DLEE o BEE 0 A0 S0 pL/FL LA 2-1 2 U7 & 3H BOAY R Y 4
Ml - #EF > &0 50 pL/FLAE 2-2 38 3L/ 20 fE + 4 i -
& A 50 pL/fL, T-DM1 B ¥t & ADC - f£ 37°C -~ 5%
CO, gk THE 4 /NIF - =) T 1500 rpm & L 2-3 7
# o LR EFERK > DL 1s0pL/fL 2 &H 2% FBS #Y PBS
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He3% o R Hm 50 pL/FL 2 1xBDStabilizing Fixative » ¥ 4H
M & E e EOHY 48 B DL om = 4l BE o M7 B fig (Attune
NxT/Thermo Fishcer)# 1T & f7 - & H #& Far Red [5 % 4
ME & BB > % CFSE (B4 E &£ 5 E L4 -
M & » # FarRed [5 14 H CFSE [F UMK EE L # BE %
WG EMAR > L TXEH ADCP &M (%) -

[ 0105] ADCP(%)= (Far Red B§ 14 H CFSE & 1 ~ 40
Al % /FarRed [5 M ~ 40 B2 %) x 100

[ 0106]) ¥ % 15 #y 45 £ LI GraphPad Prism 9.1.0
(GraphPad Software) fig ft > L SAS System Release
9.2(SAS Institute) & i 4% =1 #& 71 -

[0107]) #0f& 10 Fron » T-DM1 (% ¥ A 35 3 % 4 Mg £F
SK-BR-3 #fE B~ ADCP &M - & > # M\ AL
SIRPa #{ # hDI13_HIL3 ff F§ » & ADCP )& 4 38 58 o DL
B t e EETHETEN P EGU/NRELT 4 B
SLE  P<O.0S(EEflfe B )R B B E o

[0108])

B 3 BuhE B A B ()

INE W 6 E AT MM C57BL/6T /N B (H A Charles
River 2~ 3))fit T & & -

[o0109] AW = ~ 5t HE X + DL&E AKX &M KK
(Mitutoyo AN I AR M EBEBBAHELKEE 2 X
ST EEBEBE(mm)HFE - SFEAXOLUL TR -

R ERE (mm®)=0.5x& & (mm)x [ & (mm)]?

[ 0110]) ffF FH ¥ £ National Cancer Insittute(3E [ -
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B BB NPT B Y /N BOR RS A PR MC38 i 18 0% &
# B & A AJ TROP2 A A Hy MC38-hTROP2 4l iy - It
MA RPN ERBE AE TROP2 EHE - & MC38-
hTROP2 A g & )2 N A B B B /K » {8 0.5x10° (& 4f A7 &2
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<?xml version="1.0" encoding="UTF-8"7>
<!DOCTYPE ST26SequenceListing PUBLIC "-//WIPO//DTD Sequence Listing 1.3//EN"
"ST26SequenceListing V1_3.dtd">
<ST26SequenceListing nonEnglishFreeTextLanguageCode="zh" dtdVersion="VI_3"
fileName="PD1237956(7)_Sequence. xml" softwareName="WIPO Sequence"
softwareVersion="2. 3. 0" productionDate="2023-08-07">
<{Applicationldentification>
<IPOfficeCode>TW</IPOfficeCode>
<ApplicationNumberText>112117155</ApplicationNumberText>
<FilingDate>2023-05-09</FilingDate>
</Applicationldentification>
<ApplicantFileReference>PD1237956</ApplicantFileReference>
<EarliestPriorityApplicationldentification>
<IPOfficeCode>JP</IPOfficeCode>
<ApplicationNumberText>2022-077725</ApplicationNumberText>
<FilingDate>2022-05-10</FilingDate>
</EarliestPriorityApplicationldentification>
<ApplicantName languageCode="zh"> % — = 3 8%/ # &/, 8] </ApplicantName>
<{ApplicantNameLatin>DAIICHI SANKYO COMPANY, LIMITED</ApplicantNameLatin>
<InventorName languageCode="zh"> 1% A</InventorName>
<{InventorNameLatin>NORIHITO KAWASAKI</InventorNameLatin>
<InventionTitle languageCode="zh">}i 5% 4 & 815 SIRP a 88 = 404
</InventionTitle>
<{InventionTitle languageCode="en">COMBINATION OF ANTIBODY-DRUG CONJUGATE AND
ANTI-SIRP ALPHA ANTIBODY</InventionTitle>
<SequenceTotalQuantity>13</SequenceTotalQuantity>
<{SequenceData sequencelDNumber="1">
<INSDSeq>
<INSDSeq_length>466</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 466</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>Amino acid sequence of hHl heavy chain of humanized
anti-SIRP alpha antibody hD13</INSDQualifier_ value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 466</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q2">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>MKHLWFFLLLVAAPRWVLSQVQLVESGGGVVQPGRSLRLSCAASGFTFSDYGMIWVRQAPGK
GLEWVASISSSSSYIYYADSVKGRFTISRDNSKNRLYLQMNSLRAEDTAVYYCARRYYGFNYPFDYWGQGTMVTVSSAST
KGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTC
NVDHKPSNTKVDKRVESKYGPPCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVE
VHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKT I SKAKGQPREPQVYTLPPSQEEMTKNQV
SLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVF SCSVMHEALHNHY TQKSLSL
SLGK</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="2">
<INSDSeq>
<INSDSeq_length>466</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 466</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q3">
<INSDQualifier_name>note</INSDQualifier_name>
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<INSDQualifier value>Amino acid sequence of hHZ heavy chain of humanized

anti-SIRP alpha antibody hD13</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 466</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q4">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>

<INSDSeq_sequence>MKHLWFFLLLVAAPRWVLSEVQLVESGGGVVQPGRSLRLSCAASGFTFSDYGMIWVRQAPGK
GLEWVASTSSSSSYIYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARRYYGFNYPFDYWGQGTMVTVSSAST
KGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTC
NVDHKPSNTKVDKRVESKYGPPCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVE
VANAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKT I SKAKGQPREPQVYTLPPSQEEMTKNQV
SLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSYMHEALHNHY TQKSLSL

SLGK</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="3">
<INSDSeq>
<INSDSeq_length>234</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 234</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier id="gb">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>Amino acid sequence of hLZ light chain of humanized
anti-SIRP alpha antibody hD13</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 234</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q6">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>MVLQTQVF ISLLLWISGAYGATQLTQSPSSLSASVGQRVT ITCGASKSVRTYMAWYQQKPGK
APKLLIYSASNLEAGVPSRFSGSGSGTDFTLT ISSLQPEDFATYYCQQSNEPPYTFGQGTKLEIKRTVAAPSVF IFPPSD
EQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLS
SPVTKSFNRGEC</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="4">
<INSDSeq>
<INSDSeq_length>234</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 234</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q7">
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<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>Amino acid sequence of hL3 light chain of humanized
anti-SIRP alpha antibody hD13</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 234</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q8">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>MVLQTQVF ISLLLWISGAYGDTQLTQSPSSLSASVGQRVT ITCGASKSVRTYMAWYQQKPGK
QPKLLIYSASNLEAGVPSRFSGSGSGTDFTLT ISSLQPEDFATYYCQQSNEPPYTFGQGTKLEIKRTVAAPSVF IFPPSD
EQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLS
SPVTKSFNRGEC</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="5">
<INSDSeq>
<INSDSeq_length>234</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 234</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q9">
<INSDQualifier_name>note</INSDQualifier_name>
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<INSDQualifier value>Amino acid sequence of hL4 light chain of humanized
anti-SIRP alpha antibody hD13</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 234</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql0">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>MVLQTQVF ISLLLWISGAYGDTVLTQSPDSLAVSLGQRAT INCGASKSVRTYMAWYQQKPGQ
QPKLLIYSASNLEAGVPSRFSGSGSGTDFTLT ISSLQAEDVAVYYCQQSNEPPYTFGQGTKVEIKRTVAAPSVF IFPPSD
EQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLS
SPVTKSFNRGEC</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="6">
<INSDSeq>
<INSDSeq_length>10</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 10</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="qll">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Amino acid sequence of CDR-H1 of chimeric anti-SIRP
alpha antibody cD13</INSDQualifier_value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 10</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql2">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>GFTFSDYGMI</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="7">
<INSDSeq>
<INSDSeq_length>10</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 10</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql3">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Amino acid sequence of CDR-H2 of chimeric anti-SIRP
alpha antibody cD13</INSDQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 10</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql4">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>SISSSSSYIY</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="8">
<INSDSeq>
<INSDSeq_length>11</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 11</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql5">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Amino acid sequence of CDR-H3 of chimeric anti-SIRP
alpha antibody cD13</INSDQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 11</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql6">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>RYYGFNYPFDY</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="9">
<INSDSeq>
<INSDSeq_length>11</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 11</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql7">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Amino acid sequence of CDR-L1 of chimeric anti-SIRP
alpha antibody cD13</INSDQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 11</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql8">
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<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>GASKSVRTYMH</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="10">
<INSDSeq>
<INSDSeq_length>7</INSDSeq length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 7</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql9">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Amino acid sequence of CDR-L2 of chimeric anti-SIRP
alpha antibody cD13</INSDQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 7</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q20">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>SASNLEA</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="11">
<INSDSeq>
<INSDSeq_length>9</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 9</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q21">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Amino acid sequence of CDR-L3 of chimeric anti-SIRP
alpha antibody cD13</INSDQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 9</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q22">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QQSNEPPYT</INSDSeq_sequence>
</INSDSeq>
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</SequenceData>
<SequenceData sequencelDNumber="12">
<INSDSeq>
<INSDSeq_length>460</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 460</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q23">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_value>Mus musculus</INSDQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>MKHLWFFLLLVAAPRWVLSEVQLVESGGGLVQPGGSLKLSCAASGFTFSNYDMAWVRQAPTK
GLEWVASISTRGGSSYYRDSVKGRFTVSRDNAKSTLYLQMDSLRSEDTATYYCARHPGDYFDYWGQGVMVTVSSAKTTPP
SVYPLAPGSAAQTNSMVTLGCLVKGYFPEPVTVTWNSGSLSSGVHTFPAVLQSDLYTLSSSVTVPSSTWPSETVTCNVAH
PASSTKVDKKIVPRDCGCKPCICTVPEVSSVF IFPPKPKDVLTITLTPKVTCVVVAISKDDPEVQF SWFVDDVEVHTAQT
QPREEQFNSTFRSVSELP IMHQDWLNGKEFKCRVNSAAFPAPIEKT I SKTKGRPKAPQVYT I PPPKEQMAKDKVSLTCMI
TDFFPEDITVEWQWNGQPAENYKNTQP IMDTDGSYFVYSKLNVQKSNWEAGNTFTCSVLHEGLHNHHTEKSLSHSPGK </
INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="13">
<INSDSeq>
<INSDSeq_length>233</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
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<INSDFeature_location>1. . 233</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q24">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_value>Mus musculus</INSDQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>

</INSDSeq_feature-table>
<INSDSeq_sequence>MVLQTQVF ISLLLWISGAYGDTVLTQSPALAVSPGERVT ISCRASESVSTL IHWYQQKPGQQ

PKLLIYLTSHLESGVPARFSGSGSGTDFTLTIDPVEADDTATYYCQQSWTHPWTFGGGTKLELKRADAAPTVSIFPPSSE
QLTSGGASVVCFLNNFYPKDINVKWK IDGSERQNGVLNSWTDQDSKDSTYSMSSTLTLTKDEYERHNSYTCEATHKTSTS
PIVKSFNRNEC</INSDSeq_sequence>

</INSDSeq>

</SequenceData>
</ST26SequenceListing>
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