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Provided are CD8 binding agents comprising a VHH domain that specifically binds human CD8&. Also
provided are nucleic acids encoding such CD8 binding agents, vectors comprising such nucleic acids, host
cells comprising same, and methods of making such CD8 binding agents. Also provided are CDS binding
agents having the VHH domain conjugated to a detectable label. Provided are methods of using such CDS§
binding agents to detect CD8+ T cells, monitor disease progress, and monitor treatment progress in a subject

having cancer, autoimmune disease or condition, transplant rejection or graft-versus-host disease.

HEAREE -



202519557

k. 31 -CD8-

VHH-

E- g
VHH-

TW 202519557 A

&l 11




114101659

E LAY

[PC3IE4T]  CD8 454amI RILAR
(330847 ]  CD8 BINDING AGENTS AND USES THEREOF

(3]

PR HEHYE CD8 G5 &R - HAa SRS A CD8 /Y VHH I - JRfEft
HYE4mibItSs CD8 S5l 2 ixBs ~ BE Sl L 8ihs « Bl 25 E4HE -
LUK BOEI S CD8 &5l U5k « JR g BERYE B B n] RSk L #sy VHH
k2 CD8 GE I - 1R AtHYE(EHIEE CD8 Sl B AEE - HRRERIFN
TRIE ~ BAHPH RS EYIDUE R < sl a0 CD8+ T 4lff ~ Bl &
&~ REDHDERMERE 2 J7A

(53]

Provided are CD8 binding agents comprising a VHH domain that specifically
binds human CD8. Also provided are nucleic acids encoding such CD8 binding agents,
vectors comprising such nucleic acids, host cells comprising same, and methods of
making such CD8 binding agents. Also provided are CDS8 binding agents having the
VHH domain conjugated to a detectable label. Provided are methods of using such
CD8 binding agents to detect CD8+ T cells, monitor disease progress, and monitor
treatment progress in a subject having cancer, autoimmune disease or condition,

transplant rejection or graft-versus-host disease.
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RTEENRSEH 2 E - AE—EE TR T IR T4 1 ReECGER
RFEA (B > AE4Y 6 /NEF ~ 4 /INEF ~ 2 /NBF ~ 90 7388 ~ 1 /N ~ 30 s B 1T
RFEA ) #ETTHY » AL TR T > ZTAEE ST PIiEFEa1 £
4 R AL—EFH T ERT - Z7AE L CD8 GG MRy eaife TR E/D 1 Rk
EE o AL EI S ET > AR EREE 1 F -

[0032] ArEREREM FEHIEA BRRERFERE - BHEDT - 5
THYIDUE LR Z s\ B RR R 77 - Z7AEE o) FHiRE (BUEH
1) DLEER R P E—IH &R 2 CD8 5 & B T 2ad# o AR b) f£5—
e TR 565 B PRI RL (RIS RS . CD8 s oIl Z sl ZHY B ek Hy CD8”
T qifEasS & > Hrp 2k B SR — i IR S5 el AT CD8™ T dHAEAYIE N - =R
RS R RIREIRIE ~ #AE P - B EYIIE ERR R - £ — S E T 5
o (EHEERSE 2 CD8 EE el ZalE CD8" diirvsE o i e R Zal &y

CD8" difpkf - fe—SE i T - KiZatE CD8” ARG E e #E L

v

FIUEH - 4k 111 HEEPERE)
FCP-073073
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ETIEE T B EE T (PET) iFi R E T W M i/ R is e
(PET/CT) fmiftti - A —L &R T > s A E—FHMELIT R (o) RaFA
SRR GFRI T H P LR R BT B s 2 CD8*
T YA E BRI R4 56 — B IR Bk b 2 CD8™ T 4l E - £ — L&
FEF - ATHIZER T1REY 1| RECGERR BN (B0 - ££4Y 6 /N ~ 4 /NG ~ 2
/N~ 90 38 ~ 1 /NKF ~ 30 s RIGTE Y ) ETTHY o AE— R E R TET
R EE—REE IO BIIEFEL 1 £ 4R - E—BEH TR T > s AEE
i CD8 SE MRy e T1&2/D 1 RACEWE « AE—EHHE TR T - el a ik
TR 1 4

[0033] “AHEFRM 7 EHIE&BUEAERZ R e RN EH Bk
PRIREURIE ~ AP ~ SR iE E R el B H ek Ry ik % 7
FEE ) RHRE (BUEAR) DLEE A ETE—H L& R#E. 2 CD8 &Eal
PRI R —ilef T2 0 DU 1) A5 — e FEIRA A 55 ey FETRA (AT AR 4R
Z CD8 ¢h Kl peH oy CD8' TRV & » AE — L E T - K
ik CD8 S MElRz 25l CD8” diEHYsS S aif el g Hy CD8" dlifitkk
G - AF—ELEFH T H T o Kz alE OO’ i E et s E R ETIEE T
e (PET) felk iR BT3B e e i/ il (PET/CT) 17 - 1£
—EE S ET > &R CD8 GERIE RGN L AT > H o5 —hH
BEAERES < CD8 &S M. 2 1% HA T R AR LAl » i H H iP5 i
T RIEEFER. 1% - L—SEEHHET > R aFR{EERER 2 CD8 &y
Bl Z AT > Hrrsh — B T R BRI R DU I T8 2 CD8 &
ERlZt& > AL AR R RS — R R 2 (R - A — L E R T (HHE
FEAETREY 1 RECGERGRFREIA (B0 > ££89 6 /INKf ~ 4 /NKF ~ 2 /NEF ~ 90 7388
/N ~ 30 FrsB IR N ) #ETTHY » AL — S E T > 247 REE —

FI125H - 4k 111 HEEVERE)
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2R PIEEN 1 £ 4 R - AE—EFHTRT - Z7AE EZ CD8 S HHY
TR TR E/V | RACEE - fE—EEHET > APZalE#TENES 15 -

[0034] “AHEFIRM 1 E B am R o S e M AERR ARG E e
EPRRY 77 RS o) (CEARER s\ B RS E M YRR A
i EEAG B B 5 e SRR AR [ R 2 53 BB e A TR B R I S
HYSZ3E © b) TR aE A BN Z S &0 B M A VIR A R e R A e
MY E IR B I AEVIRRRAS ¢ DU ) e BT aIF A R MRy A7 s &t RRAY
B EYIE DR S e R AR (BUERRY) DLEE R {E—H
LR 2 CD8 oKl Z s EHIiEEaHA T HY CD8" T AAEAYAE & 2KHEE -
Al HH AP S S AR5 ] R R P e R R S e - e — 2 2R 34
fEE-SEEREERMEYR Y HAagie e R aE e
FREVEZEREYER - e —SEHE A ET - REEGFEIES PD-1 Jikg © f—5%
it ET - REEFERED PD-L1 Hif8 - SEFTRSRERE I (atezolizumab) -

[0035] “AHFE SR 2@ HEaRE (BUefR) 2Lk
Bh i FETE—IHL CD8 &E &R - sEa4EiZaE « CD8 &5 & H - £ — L& hi /7
B EHEE A SRR EAU AT E—IH L CD8 SEEHIRIEHREE -

&

i

(EEMGEEEED
[0036]

[[& 1] f26E T rEIMEST CD8 VHH YRR FFIRILLE - AfEEEE VHH
wt2C8 (SEQ IDNO: 1) » AJF{E VHH hu2C8v130 (SEQ ID NO: 2) ~ hu2C8v142 (SEQ
ID NO: 3) F1 hu2C8v144 (SEQ ID NO: 4) » LK JE4E&#HE2C8v145 (SEQ ID NO:
5) o

[[B 2] #2447 AJE CD8a (SEQ ID NO: 13) ~ & ff% CD8a (SEQ ID NO: 14)

FI3H - 4k 111 HEEYERE)
FCP-073073
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FOELAf CD8a (SEQ ID NO: 15) ByRZELRE 75 IIRIELET -

[[& 3] B ri#EfT AR EE OKT8-Fe fHEL VHH-Fc 2886 CD8+ 4ffFr 2
MASSHYVE RIS -

[ 4] BUREL 2C8 VHH & G R i #Y 2 AR AL B H R B 45
5 o OKT8 /241 CD8 IgG » FIE[5 ¥R - 3E8 VHH jZIE&E Gl MEHHE -

[ 5] B~ 2C8 VHH By Ba4S R R E - /- RIRV4EREEREL CD8w/8 [F]
BT ERSAEGHY 2C8 VHH CEIRE) (B RAIZEHERBEE » ERLK
R AR ETEMRE) - AGRANVAEREETR 2C8 VHH HYZHD © CD8w/8a #H&)

(B EMEERVERE ) {C7A CD8 o/pFE "HASHY MHC [ S SR A5
& . (PDB ID: 3DMM » MHC I PUZIKEE T » 1 CD8B LA IKEEIR) -

[ 6] BErmifEf T LA B AR AY 2C8 Fl1 2C8.v144 VHH izl 5 96 i FIHIE
FHMURAEA P TR ARV VHH SRSHYAE G B BRaE R -

[ 7A] $26E 7 1£ 2C8v130 ~ Lys2 VHH (FR4E&#E) SPBS (&i#8) AYTF
TN EETLAREY CD8+ T 4HATNY 4 Y EERAVAE & -

[ 7B] $2HE 1 2C8v130 ~ Lys2 VHH (FR4E&HE) B PBS (&i#8) HYTF
1L T HEFTLASERY » &8 p$T CD3 FOit CD28 15 % T 4HRAMINEAT CD8+ T 4HfHE
NSRRI 2 ERE BRI AE R

[ 7C] #26 11£ SEB R~ 1% » 4£2C8v130 ~ Lys2 VHH (FE&ES#IER) 5
PBS (##8) AL TEITLARHE CD8+ T 4HATHY RV EERAVAS R -

[[& 7D] $& 4t 1" {E#&rH CEF FREEEI TR~ % » 42 2C8v130 ~ Lys2 VHH (JE
GEE R BCPBS (HiS ) AVFREAL T HETTLAFTAN CD8+ T 4Ty A Ay EipAYASE R -

[ 7E] #2 At 1 1F LPS R 2 1% » ££2C8v130 ~ Lys2 VHH (FR4EEHIR) B¢
PBS (##8) AL TEITLARHE CD8+ T 4HATHY RV EERAVAS R -

[l 8A] £t 7 1£ 2C8v130 ~ Lys2 VHH (FR4E&#H) SPBS (&i#8) AYTF

F14EH - 4k 111 HEEPERE)
FCP-073073
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£ T LASHE CD8+ T 4Ry A VB BarV45 R - Hrh 10% FBS g HERE A -

[[E 8B] &L £ 2C8v130 ~ Lys2 VHH (FE&EEEIE) B PBS (HiEG) HIfF
£ NEETUAEHE CD8+ T AN A= Hy E SR - Hf 10% B RSTRiE & Mz
TEREA

[[E 8C] 2 | £ SEB Jift.2 1% » £ 2C8v130 ~ Lys2 VHH (FE&E &R ) B¢
PBS (#(AS ) HYTFAE NEETTLARHE CD8+ T ARy A=Ay E Bprv4si & - Hrf 10% FBS
HTEREE -

[[E 8D] $2 4t /" 1£ SEB Rl 1% » £ 2C8v130 ~ Lys2 VHH (FE&E &R ) B¢
PBS (##S ) HUFAE NETTLAEHE CD8+ T ARy A AVE BRaY4SE R - Hf1 10% 85
FEIRNE F AT IEEE A -

[[E 9] BT LASHE k& HPBALL/Daudi G SRAERAE/ N F1HY 18F-41
CD8 VHH Hy CD8 [l ae THYEERHAE R -

[ 10] BErAsE4t (450K ) 89Zr-OAmAD 589Zr-huOKT8.v1-OA (/= fHl)
%% 5 K (B B/ANK) 20EH 18F-$i8 VHH = 18F-i1 CD8 VHH (A1) 1%
90 7r$E{% - TALL] fEE SIS~ E/ Ny PET MIP -

(& 11] B R F 4T 18F-$i CD8 VHH (TEER ) =¢ 18F-¥fid VHH (JEa)) &
—/NEFAEARAY PET MIP [E (8 -

[(Eh5=\]

[0037] AHEEFRAL 7 E& VHH IHY CD8 &5l (B &+ CD8 Hifgsk
HyURGEERER) - Hi CD8 G ERILIEHM RIS s AFH CD8 » {HA
RBEHNH CD8" T 4HAE=ERE CD8™ T 4 4= - CD8 S5 & MIREHI LS FRAT
SolEABREEY) GEORMEERE) ry CD8 - BLERMEL 4 #EhT
AEHY CD8 &5 & HIFHEL - AH EEFTLHY CD8 45 &R E A I = Y22 VAR R HY T

FISH - 4k 111 HEEVERE)
FCP-073073
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202519557

B o R AHEEATIY CD8 45 SR 4ABE AV R LN (B
1R > g85420 1 /N A (=01 CD8™ A (f5ls - CD8™ T 4iff) HYFAE ~ EfL
F/EEE - (LT TR A VIR RCI R S Y E KR - EEREA S E -
59 > AHEEATIEY CD8 S E RIS CD8 RS BmBUT - Ao KBIREEuE L
CD8 /K-PHISRMARRE - FIP B2 E M 2 SR MR R BB U R im E 2
HYERE T - AR/ N B ARG AR AR S B B MR EE R AT S T S & E

[0038] AHIFEFRAL 7AERTEANERR A CD8™ T 4AEaY 7 A F {EH CD8
SOBIAY A - BRI TAEIEARR (PIa0 > B2iE - BRRERAEERE
BAHPHFEABYITE £ ) B2 a8 8 R iR B e e S e Y g
EPE AR SRR CD8 S KIHY 57k « 555k » 1R BE T {(EHACHIEERY CD8 &5 & A
EAIBA R (P - FEIE - B RIERINEURIE - BARDH B YIHiE £ 5%
T B IEAL RS F R G IR G IR A2 5 B R S A B R R Y 7 -

[0039] ‘ZE&

[0040] AHFEHRYMEE " AHH CD8 | BIe¥IEN B8N 7 {LFE 8 7y Y
EHE - ZIEEHE T - 2R A CD8 ZiSiEMED - HAMF T 42yt
2Rz - N3E CD8 EEHEFHE » F—¥ CD8 f#aHk - EiE CD8afll CD8B i -
figsE " AZE CD8 | jifiZs CD8w/CD8a [ " EE4S - CD8w/CD8P F'E FHE - CD8«
# ~ CDSP#H s HEN 7y - SEAN4HAESME - " CD8a A1 " CD8a.y AEACHHZE 1 1] 4 44
fEF9 > A H " CD8b #1 " CD8B , FEAHZE Ul G H(HER] o AZH CDSogfHY R
MRPSIAEE 2 PR -

[0041] AHZEFHYMEE ' CD8 &5&Hl, Ef5(Ef CD8 &&sr+ - CD8
EEENLUEBLAE CDS -~ &R CD8 561 E Ak - EHE - Hifg (BFE 4
HEUASECESENIAG ) - PUR R B (fI40 - VHH) B dbiise - AI/ECHAIEA
A CD8 EEH K - CD8 G Al Bt - 84/ Ny T1Rak - BIATBERER

Fl6H - 4k 111 HEEVERIE)
FCP-073073
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i - 0 &Y CD8 G CTIAEA ATt B T CD8 SE4T, -

[0042] s HHg-bagiiE" Hiis AR SR A FLis & MEhanss
EEARIRR RS - B (D0 > ST - 4 BEAEE (DI - 1eG
HiBE) - SR RS B RS E MR RN OB - B8
CD$ ( 340 AKE CDS » & RS CD8 A/BLILIE CD8 ) 454 o fiish T A-giirias
FEAR S oD T B » S L 6 2B e T S B e R 2 S -

[0043] T HiBEF EX AT B R SR
HUBBH ESHOREHIELES VHH - BEBUiTRE - Fab - Fab' - F(ab)2 i Fy F £ - 8 -
(TR (2RSSR 5,641,870 BHER 2 - ZapataZi A, » Protein Eng. 8(10)
1057-1062 [1995]) » BLSEHARSY T » DURFIHASF EYERAT 2 B LR - 1
EBEE ) BEGEHESS TS - SN e E SIS B
1 B £ (i B B B B R (RSO RE PP - PR 1 & Y Cul
Cii2 il Cui3 8, (4B Cuu) FIBEHERY CHL (3¢ Cy) B, <

[0044] ZHHEEEAUITE Fo Wi, 30 R S TISS RS, RN e s
EREE ST C IHIEN, » EHE RIS Fo BRI R Fo BH, - S @ ERE
Y Fo RIS R TR (L - (UBEE A 10C EH Fo BRER LT
Cys226 5% Pro230 HEfIREHBATE AL AE i 25 ELHRAEI - Fo WD C IbBiems (7
5 BU R0 2 S0H07RE 447 ) LA R TRREN A B A (LR » SUBIBTEAE
s T A S S R T 50 - R » 52 BB AR R T UL & W TR
K447 FRAA AR » 2 Kl KA4T FRAn i B L R FUA B AR A
K447 FEELATHUBBER SYINTHUBEER « FIRAHD SRS AN S B RS
Fc EIEEE A 1gGl ~ 1gG2 (1gG2A ~ 1gG2B) - IgG3 Fl 1gG4 o

[0045] AT T8 T EAETRE | RIS T R
FISIIHE 0 B bR T TS BT T A B A A SR SR R

FITH - 45 111 HEEPERE)
FCP-073073

114101659 FEESE A0101 1142002466-0
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g (Bl > BAE(E - Bl () 251 BRGZEFRe A Tias 2 [ERY - EARTTRS
P EE(EUR LB R A S R R - PR SRS AR RE iz (RAL) B [E
TG < SRS BRI A E(E B AS S T TR VB —RE L - R 7 HARr R
AN B ESE R E M E MO EY oy - A2 A R EBKE
HHY5E - (B8 T Bk Torbiis R EUE S B E FEEIDRERS - AAE
R Ry R R A R A EE AR DR 90 » 1] DURE I 2 AR o RS AR IR A A
i (E FHHY BB SRS - B BIA0RESC 574 ({9140 > Kohler A1 Milstein » Nature,
256:495-97 (1975) ; Hongo Z A » Hybridoma, 14 (3): 253-260 (1995) ; Harlow £
A s Antibodies: A Laboratory Manual, ( Cold Spring Harbor Laboratory Press @ £ 2
B - 1988 ) ; Hammerling 2 A\ > Monoclonal Antibodies and T-Cell Hybridomas 563-
681 (Elsevier,N.Y., 1981) ) » E24HDNA 7% (2 B0 - EEEF[57 4,816,567 ) -
B Re T fir (2 RAa0 Clackson 2 A » Nature, 352: 624-628 (1991) ; Marks
5 A > J. Mol. Biol. 222: 581-597 (1992) : Sidhu 5 A_ > J. Mol. Biol. 338(2): 299-310
(2004) ; Lee Z£ A > J. Mol. Biol. 340(5): 1073-1093 (2004) ; Fellouse > Proc. Natl.
Acad. Sci. USA 101(34): 12467-12472 (2004) ; DL FzLee FE A > J. Immunol. Methods
284(1-2): 119-132 (2004)) > Bl J FIELE ELT 81155 5% 2 B A G0 R 28 o S PR =
S N\ R BRE H Ry AR EVEY) & A A SR ABRsHIRia (276040 -

WO 1998/24893 » WO 1996/34096 » WO 1996/33735 » WO 1991/10741 > Jakobovits
F AN > Proc. Natl. Acad. Sci. USA 90: 2551 (1993) ; Jakobovits Z£ A » Nature 362:
255-258 (1993) ; Bruggemann 2 A - Year in Immunol. 7:33 (1993) ; EEHHF]F7
5.545.807 » 5,545,806 » 5,569,825 » 5.625.126 » 5.633.425 F1 5,661,016 » Marks %
A > Bio/Technology 10: 779-783 (1992) ; Lonberg & A > Nature 368: 856-859 (1994) ;
Morrison » Nature 368: 812-813 (1994) ; Fishwild £ A ° Nature Biotechnol. 14: 845-

851 (1996) ; Neuberger * Nature Biotechnol. 14: 826 (1996) ; L & Lonberg #1 Huszar >

FI8H - 4k 111 HEEHERIE)
FCP-073073
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Intern. Rev. Immunol. 13: 65-93 (1995)) o

[0046] fiosh " RE | B¢ " BRI HfE 2B S Eiiie
B ECESHERY I - RIRPUAS < B s (il By VH R VL) B REEIEE B
AEURER - HEMEEEESUERTEERE FR) A=HasEERE
(HVR) - (24140 > Kindt % A > Kuby Immunology » £ 6 B > W.H. Freeman and
Co.» 591 H (2007) - ) E{H VH = VL 0] @ DUR FHURE SFF 2 - 1
A[AEA VH B¢ VL &S S HURTTRE F oS SR e buURRVDUS - DAy hilk
EEH VL B¢ VH IR SR - 22 BI40 > Portolano 5 A » J. Immunol. 150:880-887
(1993) ; Clarkson % A > Nature 352:624-628 (1991) o

[0047] flosE " EEGUAS ) - RS T{EESEHIE ) 50 THCAb , 2457
AEMEIES - BB S W(EEE S - Bk = M E AL 4-3EHTAS T Y W (FHESEE - A5
SeRlEn) (GEABSEE - BEBEER) GE4d HCAD -

[0048] igsE " BMHIAG | 20 " sdAb, A5 B A =(F 4 A EE (CDR)
AYBR(E IR AS I o BEABRY sdAb REFIEAIT RS G-~ A fERY & CDR HYZAK
Ao¥ - LR T - BGUAS E MBS EERIEY) HCAb SUE i peHy - I BAFE 5

"VHH ; (EZRWNT) - BEEEREY) sdAb EE AW/ NIHRE S TSR B2
— (R4 > Hamers-Casterman 2§ A > Nature 363:446-8 (1993) ; Greenberg
> Nature 374:168-73 (1995) ; Hassanzadeh-Ghassabeh 2 A .» Nanomedicine (Lond),
8:1013-26 (2013)) o

[0049] flgsE " VHH | 5¢ " SEEEPIAS « S < S B | RIS SIS 2 B
(FEE s B - VHH o3 0] DT AR B 85 R E AR RThURE - BIBsEe - B3
B ~ /NEBE - BHIEEEEE - [ RRIH-REEeR1RER o AR VHH {¢ N i 2] C L@ g LA
T4E5f# : FR1-CDR1-FR2-CDR2-FR3-CDR3-FR4 » Hf1 FR1 & FR4 43 Bl E45fELE

& 1 £ 4 1ff CDR1 £ CDR3 Zfs G M AEE 1 £3 -

FI9H - 4k 111 HEEHERIE)
FCP-073073
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[0050] SOAHIZERTH @ ilisE " SEERE | 5" HVR | 2R
WY EREEE - sz S e EE RN (T EfAEE, 5 "CDR | )
/P RS FERRVER (T SE8BRE ) ) N/EEsTFERRFBEREE ( "HR
PHBER | ) - —IMS - 4 PR K HEMFE ST R BEE a7 E HVR » =@
VH & (HI ~H2~H3) - dZH={EfE VL §= (L1 ~L2~L3) - i@% - E#fHAS
f14={F HVR (HVRI ~ HVR2 - HVR3) o

[0051] &F% HVR SUEIEAMERAS @ Wk ELAHET - AN 4 #5iE
RHPUFRGEETIHER BV RGIM: HVR BFE  (a) {ERERZFEA 26-32 (L1) ~ 50-52
(L2) ~ 91-96 (L3) ~ 26-32 (H1) ~ 53-55 (H2) F1 96-101 (H3) & H IR0 s 4 25
( Chothia 1 Lesk » J. Mol. Biol. 196:901-917 (1987))  (b) {ERFERATEA: 24-34
(L1) ~ 50-56 (L2) ~ 89-97 (L3) ~ 31-35b (H1) ~ 50-65 (H2) F195-102 (H3) f& HIHHY
CDR (Kabat % A > Sequences of Proteins of Immunological Interest » 55 5 Jf > Public
Health Service, National Institutes of Health, Bethesda, MD (1991) ) ; (c) {EREERE
TEEL 27¢-36 (L1) ~ 46-55 (L2) ~ 89-96 (L3) ~ 30-35b (H1) ~ 47-58 (H2) F193-101 (H3)
% IR R RS (MacCallum % A > J. Mol. Biol. 262: 732-745 (1996)) ; LA
K (d) (a) ~ (b) FI/E () HY4HE @ FIFE HVR REALEE TR EL 46-56 (L2) ~ 47-56 (L2) »
48-56 (L2) ~ 49-56 (L2) ~ 26-35 (HI) ~ 26-35b (H1) ~ 49-65 (H2) ~ 93-102 (H3) F1 94-
102 (H3) -

[0052] BRIESSAERIH » SRR ~ HVR AR HAMEE A ({4 FR
FEEL) AEASCHAIRYE Kabat A ([FEIRTIL) 4wm5% o

[0053] EE3kFiAS (S&40 VHH) HYRZELEETE 1] DUREE Kabat & A4S
(9 VH 35— IS 4ReE i1 T4R9% (“Sequence of proteins of immunological interest”,
US Public Health Services, NIH Bethesda, Md. » Hfz%% 91) - 4L Riechmann FI

Muyldermans - J. Immunol. Methods » 2000 & 6 H 23 H » 240 (1-2): 185-195 Ay

205 - 4k 111 HEEYEREE)
FCP-073073

114101659 FEESE A0101 1142002466-0
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= ER R B BEEER gy VHH 38 - iRIZZ4w5% > VHH #Y FRI & E 1-
30 pRHYREARE A, - VHH #Y CDR1 ®1&{E 31-35 BaHUREEBL A - VHH /Y
FR2 F &R E 36-49 FEAVREERE - VHH iy CDR2 f &R E 50-65 FRAVREETEYE
A > VHH /Y FR3 B &1 B 66-94 FRAVIFERLEE: - VHH 1Y CDR3 @ &f1& 95-

02 pafyRg BB A - A H VHH #Y FR4 G &1 E 103-113 fa YRGB - 11
EJTHE c MEETE - WA TS Vi3] VHH AT RIRY - S(E CDR HHY
M BB PR AL LA - 1 B ATREA R i Kabat 4R5Rfa MY R AR S AHY
8L (Bl - #R1Z Kabat $R5RHT—(HE ML B TREA B IRFYIEEE - BCEEIE
FPAa el a b Kabat §R5RAT A TRYE H 2RI AR AL ) -

[0054]  "HEZR ) 2 ' FR, BAERRAHEEERAY HVR BALIIMIHRLE

[0055) flosh' #kE JUAGIEFE oA B g/ s g ey — B o0 B B AR K
YA [E] S E AT RENT AR - T B AT B SR LR 0 7y A [E] AR B
PR R RSN T A RIS -

(00561 " KRt fifeEaaitIE AR CTAERNER NFIINTUEE - i E
NE BT AREERES (CZRePiie) - K ZRrsEE RERVREMTEA
YiiE (RS DIRE ) (GERSEErEY) > /N KRB RECEAATFRIRRRRIE
FANMEENIEABREHY) ) (VSEERERREI - AEEHH - " A
b PilemisEakEIEAN (140 - B8EERIEY)) CDR 2B BRiEA KK H
N FR 2 EBREANIR G TS - £ —EFN T AREEKESIVERE (FR) 7
ELHOHrERIIR AR - BEAN - NR(EPiAG T S 2 Re Piie Bipig & iiRe
REHAVERA - ITESBUE—TUETREE - 8% > MRtk
HE EArAZE 0 —E ( AEEWE ) B2 LA &8 A s RR
HIENIEANRERER <5 - W HATAEE FATH FR BN REKES Y

rl

F21H - 4k 111 HEEVERE)
FCP-073073
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7 HE G RAE 40T 552 FlJones Z A > Nature 321:522-525 (1986) ; Riechmann
=5 A > Nature 332:323-329 (1988) ; LA Presta » Curr. Op. Struct. Biol. 2:593-596
(1992) o

[0057]  "ARAIJIRGEAEY ) DiRsfE H— (M= # CDR 1 BAH —{HEZ(H
DUEHITUAG - BN B BB AR ARG EE - Pl s B AG R A
TS EIE - A — L 755 AT AT iR S R B 4 /R Bt
F R EERR RN < B Y BTRSRE FE A I E ARV B EE AR - 140 > CDR
I/ BREZEFE AL BB IRER S5 O DI DA S SCRRTE L - Barbas £ A » Proc Nat. Acad
Sci. USA 91:3809-3813 (1994) » Schier % A > Gene 169:147-155 (1995) » Yelton %5
A 0 J. Immunol. 155:1994-2004 (1995) » Jackson Z5 A > J. Immunol. 154(7):3310-9
(1995) » DL Hawkins % A > J. Mol. Biol. 226:889-896 (1992) o

[0058) RAFSAHFHEENZIAAGIRE Y FERE 7 [ —ME o te
(%) 3 B¢ " [ELRME ) #OE F R B Ry Hr L PR 20 IR B B BRI AR A R R
Hr BRRE R ALY 1T o7 EE - AEEEE PRI - RHEAR PR B R P S I8 — MRy — 3D
73 o RTEE MR 1 oy EE P AIIE— 1 =~ B Y AETTRYEL 3B R 22 18 AN QI  Fe iy
s [E N B EGER > B0 - B AR ] RV RS ERRS 5540 BLAST ~ BLAST-
2 ~ ALIGN B¢ Megalign (DNASTAR) 8RS 2R - AT R ioHis B
Fsdeg iThEE R HIZEE IV S B2 8 BTt FPhl e & FENm AR
EEBIFTRR Z EATEEL - 280 AR FERYE Y - (ER Yttt EE =
ALIGN-2 EA % REA M FFYIE—M1E - ALIGN-2 FAIthiat B =
Genentech, Inc. $Zf& - I HRIAHEE AR P AEZFE—-EFE/E U.S. Copyright
Office, Washington D.C., 20559 o= » H i} =2 R fEET fiF5E TXUS510087 - ALIGN-
2 F2 AT 338 Genentech, Inc., South San Francisco, California /55 - ALIGN-

2 BRFEGRRE AT UNIX #E £ (BERYEES UNIX V4.0D) EfER - FrA

F225H - 4k 111 HEEVEREE)
FCP-073073

114101659 FEESE A0101 1142002466-0
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RIS BA M ALIGN-2 12500 - 1 HO2H (L -

(0059] AIAHERT » i THRIEEES | X THRIEES | K
RAESIE | FHE U E S IO IR A BT TT LA B B — K
I TAHIR Ko BEVLT 10°M > EEDEY 10°M > TEEDET 10M
SE LA 10TV SEE DL 109M > SEE DL 10°M > SE LD 101M -
S E/DET107M BB E4 10 PMEE K« AE— BB AT - il TR
MEEE ) e FACHE SRS E S LRSS LR S EMi
SERESIRRAAES - THEBASSE AN EREK - 340 ELISA » RiH
SHE TR (SPR) » SEr AT HE (FACS) ST S DR (RIA) - TTLL {140
BB IS T4 S AL REE 5 TS SACHI B RIS & » SRR T8
ERFAHELELARIISHIST - B0 TLUSBEUAL IR (i
BRI B (B PP RS RIS S AT 0
AR RS04 S OB R R RS Y W B ILIG)  BIR
RAEES -

(00601 AT » AR (treatment) ; B¢ TIARE (treating) | AN
BRI S R RS A 5% - B T AN B0 A Ak
R4S P FE (BT IR LA — B 8 © R e R — T SRR - g
PRI » R (B0 > DTSR BRI ) TSR B
BP0 8815) DTSSR BRI S » AEBEURABBR AT - SO
R FRESPERAIAER (E5YSURED)  R DB TR — s S
VIR  AERPSRITEIE - IS AR R ARSI R A
B ) BB ETRET (P BRI o AR
B P E T —(HEC S -

(00611 TR CDS S5 LBISAMRYINT TR | BRIIEHE

235 - 4k 111 HEEPEREE)
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FrilER IREY B HYRYE - BI40 - FIRREEREAN CD8™ T 4lifERkE: - " ARE ;) w2
BBl H AR EART I H BV A RRVERI T AKEEE (FEAIRIERS A CD8™ T 4T
4 D

[0062] figsE " IARANE | EFEHNREIEER (SEa0H A7 FritHy
RIDEFAE]) - INRASREIEEE A0l D aRAHE | ZalE (B iYL
BV SEAIN) BIRIFEURIERYE - (LEE LB T I ERY RIS
AR AR RE R e A AR DR SRR B E - Rk DB A NeEE & - I (B4
FEFFEREE FIREA HEEREF L) B EREESEE T - {H (54
FEFFEREE FIREAE HE RS F L) MREts - (i FHIGEE A&
F/EAEFAERE RS 1 B A BV IE IR T Y — & B - (E—ERE L
AR > AR AECEEE A o] AN 1B A R BGASFR A R AN - B
LLE ARG A R AR/ ECAIREERY - £ —EEE HET - BFANERSE
=HIHE - A —(HEH TR T aFEANECEREEEFHNVE - 55—
it &xT > aFANERNEEERERETIE -

[0063] " {EHS , =k ' Z5lE , RIAEY - WADYVEEEARREIE
HYENP) (G40 > A~ 45 ~ 36 IS )~ EBRAEEY) (PIa0 > AMISEAE R
BYEEOIR R E R ) - REURMEEEY) (PId > /NEATRER ) o AL
gt ET - [EiEsezsEm A

[0064] AHIZERTH] - " FOHENE | EfeE 25 IR Z e 2E
AR (B > BB By ek > AN IERESE - AN IER REIEE

EERE (Pl RfaE) JaktEte P e 2 &HFI s EREE A& - f
TR SER R BLEAE A SRR (B0 > REEFE]) Jaitiaie frel Z @Ik 25
e REEE RESIEER -

[0065] AAHIEERTH] " BRIBRIRIERE | /& far L AEH IR MmN S P At

F245H - 4k 111 HEEYEREE)
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zale (P10 2B EARE - BRRERREIE - BETE R AEYIIE
EHRFRZE ) DS RFIENE T - s (R 25 A RRE) -
s > AEFREEAENL T Bz et AR e A e w0 B M R e Y B E O Y B
b (R HRERER LR ) - R £FENHE - IR FRERE
SUESR S ESFENE > £EEE > RRERYNREN/EGEN: (B0 K
LERLNF/EE B E R ) SOAREIE R HAAEAE - v] DLIER A B R e e
HYPRIR BRI AT 74 - BB R Gl M E U aREY S8 - B A H R
LA 5 B SRR H A

[0066] «OFTH > " SANGEEERE | AHEEEAGE (B HeEa
R e T e R BRI EE MR N RS 25 E (P 2B A e »
H RS R RIR EORIE » AR PE R B Y ITTE ERRAY S ) PAEE BRI ER
e mivaRnE b - BERE (B B8 A KRE) - Hla0 > aTLUEAEH
R B r HE FEE YA Eo A [RIHARE A A B A <2 5 (s > EAEBRIEAE R 2 Eia
BRIBFZaE ) BB -

[0067) WUAHEERTH » " &EER B RREzAY | B0 T AR BT ) =R
e EEHA S AR - G0 s AT R DU AR T R B EE I
R G 5 e B 8 A BT Y A Vs s A FRY S A A A &
SHRRVIHEAT A E A G A E R - BE52 | Al R 2 RYSAG BRI B R 2 i e
TP AN B IS A R A BB A SR B & e N B E B fmr i A S BB 1
P TEFA S -

[0068] AIAHIZERTH] > "B &G ) eSS R (a0 > g

AR B —TE2ET RG] BT - BIATACHEERTY CD8 &S BRI THF
e o B0 - AHEEFTILEY CD8 &SGR B e BRIl o % T2 e o] LIMER T
RIEFH AT AR T RIEFER L% - B AR RRR TS > BT

N‘

F25H - 4k 111 HEEVERE)
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VAR T FIRHE T CD8 &G o A LI T CD8 & B AN S i G < A
B RIET 5IMTR - M s Y - BTLIENRRA T CD8 &S BRI %
VAT R T ELA -

[0069] figsE " (A, BEEFEMEERIF LA FHERELYE (F
40 CD8) HYE - NI - s ilasi S e A H SR HIAR] - SHEIA T AR EMERE R
AERYRE - BB > R EHEVR ESOr YA R 35 T AR E A E R -
s > AR HHER Ty ARy T EDR ) nIEIRE ¢ BRER CD8 ZIKIVEF LR F
2k CD8 ZkAKPHYE(E - FE—SE 5P > TR W VRS A A A
CD8 7K (fI4 » mRNA B IRKN) - EEREHaAHELR; - (M DIEREE(L
£ 1096 A 9096 ZFEEVIE(AIME » BAE 309 1 60% ZREIHVL{T{E=#EE 1002
Hys(E CREIIECR Y ) o EAMATLLEIFEE B 2 B2 10 & (EiEn{E) ES

(fan > 100 &) ZFERVEA{ERTELL -

[0070] EAEAHFETERE - 5758 Rk 255 T EHREaPreiaink
Yy HEREERALT RS (fl4 > VHH) - S28A 5 T 2LE B0 (fi -
TR PEEI I R ARG B AR ) - B IR < B - Al DAL A (AT
YHEEYIEEH R (LR -

[0071] AHZFFEPEH &) FEESEER e AR HRTE R
th B R RS A B AE S (EE RV S HiE - AHE TS 4y FEE
S EHHE R RS (IS st ERSEA SR H - #4012k T49X
AUREZCELTE S X HYRGHE -

[0072] fEXD - AHBEHAEMERAEEE "8Ba, - THEl T E
A b 8HE ) HEAEREA S o

[0073] SO AHASEAOARHS HEE EAEEE T AriE Ry - B8P " —@, >

C AT RZ ) BIEEEEETRY) > BRI TN SO N

F26H - 4k 111 HEEPEREE)
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[0074) AOAHGEFTRAAVITEE "RI/EC, - 5500 T A > BRYVEC, IVERES
TEEFEANBWE - ASB - A (BJg) » MIB (B3g) - [ AHFRHTH
TG “FO/E0” » SEA0°A » B FI/EC CPHYAERE S E L T EEE 2% * A B
F1IC>A>BEHCr AR C AEB B C> AfIC>ARIB-BFIC A (&
&) B (E®) ~MC(EJ) -

[0075) JEETRMR FBiEe AAr BEBHE i 7 350y B T S P e A 3¢
Ry it AT DA E B E E iy R PR SRt -t BRRER - (FEEE
i 2R HY B SR R AN S BA R & AT et o] LB B DU A & 2 HY 4R
EroRIR AL o Bl CD8 45 & B R L AR REVE I )7 ZA A 4H S 1T A Es 1H
Fehpllies » W AAEAH G AR S G EER &1 A S T 1 5 0 AmEst A
FH—1% -

[0076) CD8 4£55

[0077) . ZjEERFIE

[0078) AFEEIRALHY CDS &SIt VHH B, (Fild - BESeRE=iA
AL VHH) 3B DU R MR —(E B (a) CD8 & &I LI&Y 1 nM B
/N Kp R4S ASH CD8 » (b) CD8 &EEHKILILY 0.002/s BEE /N (H140 - &9
0.0018/s 545 0.00085/s ) HY kor 454 AJH CDS » (¢) CDS 45&TILLZY 1 nM B/
Y Ko &85 B R CD8 » (d) CD8 &5 &1 2A4Y 0.004/s EEEE /N ({50 » £90.0037/s
54 0.0019/s ) HY korr S5 & BEE R CD8 - (e) CD8 &= HIAHIHIZR B CD8™ T
AAEAYE(L - () CD8 &5 &R A &k % CD8" T AlifIhg 4 - DL (g) CD8 45 &FA
G4t e CDAT i - LB HZES - VHH B AR HEERTTY CD8 4547
A — (B SR - AE— S E T3 - &SRS VHH B (Bl - L5 2 a0
4. VHH ) BEAARGFRTMEY CD8 &5aHIN—EE MR -

[0079) AKHIFEFTIHY CD8 &5 & ARl IR 45 & CD8 » 41—

F27H - 4k 111 HEEPEREE)
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e 5% - CD845&EILIZY1InM ~ 0.5nM ~04nM -~ 03nM ~ 025nM ~ 0.2
nM~0.15nM -~ 0.1nM ~ 0.05nM ~ 0.02nM ~ 0.01 nM ~ 0.001 nM = E /N (B0 »
10°M =8/ » 20 10°M 2 10°3M » 57 1071°M 2 107°M) 1Y Kp 454 AJE CDS »
BB 2 RV MEEEE - ff—LEha 7% - CD8 &EHILI4Y 1 nM
050M~040M~030M~0250M ~02nM ~ 0.15n0M ~ 0.1 nM ~ 0.05 nM ~ 0.02
nM ~ 0.01 nM ~ 0.001 nM 5¢E /N ({1140 > 10°M BREE /N » 1140 10°M & 10°3M >
5 107'M 2 107°M) HY Kp &5 & RUFMR CD8 - LS (g ~ YR frM{E EiE & -
F—EEhE FZEF » CD8 454HLL 1 nM ~ 0.5nM ~ 0.4nM ~ 0.3nM ~ 0.25nM ~
02nM ~0.150M ~ 0.1 nM ~ 0.050M ~ 0.02nM ~ 0.01 nM ~ 0.001 nM ZFE /N (]
20 > 10°M B/ - 50 10°M 22 10°°M » B 107M 2 10°M) HY Kp &5 &8
itz CD8 » fIfEIE L E 2~ IRV AME S EE - £ —EEh 7 S - CD8 4ha
QL 1InM-~05nM ~040M -~ 03nM~025nM ~02nM ~ 0.15nM ~ 0.1 nM ~
0.05nM ~ 0.02nM ~ 0.01 nM ~ 0.001 nM = /|N (40 > 10°°M B 5 /)N » Fil40 10°
"M Z 10°M » 5 10"°M % 10°°M) #Y Kp &5& A CDS8 » ELEIE (B 2 FIRY(E
g EEE s b)) AL 1IoM-~050M -~ 04n0M -~ 03nM ~025nM ~ 02nM ~ 0.15
nM~0.1nM ~0.05nM ~ 0.02nM ~ 0.01 nM ~ 0.001 nM =FE /N (40 » 10°M B¢
T A 10°M % 103M - 5 10°°M % 10-2M) £ Kp 46 4001 CDS » (4%
EE T ESEE G H (0) A&y 1nM -~ 0.5nM ~ 0.4nM ~ 0.3nM ~ 0.25
nM~02nM~0.15nM ~0.1nM ~ 0.05nM ~ 0.02nM ~ 0.01 nM ~ 0.001 nM B E /)

(fism - 10°M B/ » 0 10°M 2 10°°M > 57 107°M 2 10°M) |9 Kp &5
BEHE CDS - fiEEEE VR ME R - /e — & 75 - CD8 4
ERILAZY 150 pM B EE /Y Kp &5& AR CD8 » il H CD8 45& 7 LA%Y 350 pM B¢,
/N Kp &G & REHIE CD8 < /£ —E & /7 ZE T - CD8 GHE&HILILY 132 pM |y

Kp &&& ABH CD8 » i H CD8 &5 & HILI4Y 344 pM HY Kp &5 & B HfR CD8 - 1

285 - 4k 111 HEEHERIIE)
FCP-073073
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—EEE NG S ZE T - CD8 &E = LIZY 50 pM B E /MY Kp &5 A%H CD8 » 1fi H CD8
SEEHILALY 150 pM B /MY Kp S5 o B R CD8 » fE—L&hi 5+ » CD8
SEEHILLEY 50 pM #Y Kp &E A CD8 » i H CD8 &5 HILAEY 137 pM HY Kp &5
S REENRE CD8 « fE—EE8 i /7 Z > CD8 B CD8a » fE—EEF i /55 H - CD8

£y CD8w/CD8o. [AH1 “F5fG - A£—SL&hi /7 F T » CD8 £y CD8a/CD8P FHHE "H
E% o

oy

[0080] FF—UEEHE T » CD8 &E&HILI&Y 0.01/s ~ 0.005/s ~ 0.004/s ~
0.003/s ~ 0.002/s ~ 0.0015/s ~ 0.001/s ~ 0.0005/s ~ 0.0002/s ~ 0.0001/s EF /N ({40 »
10%/s SREE /N > 40 105/s 22 10%s > 25107 2 107/s) B ken 454 AJE CDS > AFE
B g 2 IRV R ME B E - A —SE i+ - CD8 &R LL&Y 0.01/s ~
0.005/s ~ 0.002/s ~ 0.001/s ~ 0.0005/s ~ 0.004/s ~ 0.003/s ~ 0.002/s ~ 0.0015/s ~ 0.001/s ~
0.0005/s SZEE /N (40 » 10%s BEE /N > 40 105/s 2 10%s > 5510 2 107/s) 1Y
ko 485 A IRLAHE CD8 » BIFE1E L{E ~ ARV EAME ECEiE - £ — L& /72 - CD8
GBS 145 0.01/s ~ 0.005/s ~ 0.002/s ~ 0.001/s ~ 0.0005/s ~ 0.004/s ~ 0.003/s ~ 0.002/s ~
0.0015/s ~ 0.001/s ~ 0.0005/s BE /N ({FI40 » 102/s /N » 140 10°5/s 2 10°Ys »
5 10 2 107/5) 1Y ko 45 & BEME CDS » A5 IS g > AV F B s #iE -
E—EEE 5 £ > CD8 4547 (a) 214Y 0.01/5~0.005/s~0.004/s ~0.003/s~0.002/s ~
0.0015/s ~ 0.001/s ~ 0.0005/s ~ 0.0002/s ~ 0.0001/s EZF /N (40 > 10%/s S /N > 3]
40 10%/s 2 10%/s » 5 10 £ 107/s) HY ko 45E A28 CD8 > HIFEIS SL{E 2~ AT
fA{E k&I ; (b) DL&J0.01/s~0.005/s~0.002/s~ 0.001/s~0.0005/s ~ 0.004/s ~ 0.003/s ~
0.002/s ~ 0.0015/s ~ 0.001/s ~ 0.0005/s KT /] ({40 > 10/ /N » 40 105/ &
10%/s » B 10 22 107/s ) 19 ko &5 & 1P[E CD8 » ELfE 12 L{E ~ NI EM{E S
1 (¢) BAZ70.01/5~ 0.005/s ~ 0.002/s ~ 0.001/s ~ 0.0005/s ~ 0.004/s ~ 0.003/s ~ 0.002/s ~
0.0015/s ~ 0.001/s ~ 0.0005/s BE /N ({FI40 » 102/s /N » 140 10°5/s 2 10°Ys »

295 - 4k 111 HEEYEREE)
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B 107 2 107/s) B ko 45 & B EEHHIE CDS - GiEiE tu{l > AL (T {E eEE -
FE—EE i 7 2= - CD8 4547 LL&Y 0.002/s /N Ko &5 AFH CD8 » i H
CD8 45& LAY 0.004/s SR /N Ko &5 & BEERRE CD8 « fE—LbE i i+
CD8 54 LAZY 0.0018/s BY Kop &5 AZH CD8 » il H CD8 4547214 0.0037/s
A Ko $5 5 B E N CD8 » AL —tE i & - CD8 454 7L 0.001/s HY Ko
4k NJE CDS > i H CD8 4547ILL4Y 0.002/s HY Ko 454 &R CDS « f1—
B 5 ZEH > CD8 4547 LL4Y 0.00085/s 1Y Ko 454 A8 CDS8 » i H CD8 4%
GBI L% 0.0019/s B Ko &5 & BRI CD8 « fr — 2 & i )7+ » CD8 & CD8a.
E—EE i /7 2+ - CD8 £ CD8a/CD8u [H]H %88 - fr—1tbE i /7 %+ » CD8
B CD8w/CDSP F/E 5

[0081] FE—ELEhE3EH > CD84EEHILILY 30 434E ~ 1 /\IF ~ 2 /N8 -
3/NEF ~ 4 /NIFECEE R (B0 > /015 o388 o B 15 388 6 /NEF 0 530
ST 2 /NEF) By CD8 &5 & P2 ifdh & ASH CD8 (filn » fEgshasafiliEs ) -
EFEEE 2 MOV E T {E SEE - L E T CD8 45 &I ALY 30 43§ -
1/NEF ~ 27NBF ~ 3 /N ~ 4 /NI ECEE R (I - 20 15 o0 - Bilsn 15 g
Z 6 /N B 30 r#E R 2 /N ) /Y CD8 45 EHIGE & RUAE CD8 - fifEE
EoE ~ AR T {EECEIE - fE—SE i /72 » CD8 &5AKILAZY 30 778 ~ 1 /)N
I~ 2 /NEF ~ 3 /N ~ 4 /NIFECEERAGRE (P10 - 20 15 e o Bl 15 rsER
6 /NEF > B30 388 % 2 /N ) HY CD8 45 PRl G e iiiRE CDS » affistt
18 2 IR {E S -

[0082] AHIEEFRALHY A AZE CDS - [&n[fE CD8 AI/s &8 i 7 CDS8 1Y
CD8 &E& Y Kp Al ko 0] AUB B ASHIKE AR AT > EFEEA R
40 ELISA ~ Ja=(4HRtEEE (FACS) 7Afr ~ IR RREI0E (RIA) AR F R rT1L
fi (SPR) « fE—EEE i /728 - A EEHE LAY A s A2 CD8 ~ AUAE CD8 FI/E( &

30K » 4k 111 HEEHERE)
FCP-073073
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BERRE CD8 /Y CD8 454 1Y Kp A kon 817 SPR RETE o fE—EEHEHZEF > A
HEETRALRY CD8 45 &I Ko A ko #5HIEA CD8/CDS8B-Fe flt &R H FE Fyat
B S AR LR (SPR) ZREEE  fE— L& i 725+ - CD8«/ CD8B-Fe fl &
B H R B AN CD8w/ AJH CD8B-Fc & &N - £ —L&F i &+ » CD8«
CD8B-Fe FieZE 1 A E B CD8w/ B HE CD8P-Fc pi&EN - {r—ik
Hii )75 - B CD8o/ CD8B-Fe mit &2k H /A& B A AJH CD8a F1 A %A CD8B HY
BAFHZHNN » HB Fo By — R ZINBERL S - fi—E /7 5+ - BB CD8o/ CD8-
Fe @iaE 0B e BEABEME CD8a e iR CDSB HYBEHF 2K - HEL Fe /Y
—RZ IR S - AL — S E =T AHEER G A CD8 - &4 CDS8
F/s &5 5% CD8 1Y CDB8 45476 Ko 48/ FACS TERE © /RBiIMEA - & efEF]
BN CD8a R B P LE 2 FEUR -

[0083] fri—Lbfi iz - AHEEIRALEY CD8 &5 SRR G454 (B

RrERMEGET) /N CD8 - fi—EEE i T > CD8 Gkt gdha (H40 - 5

G S ) K CD8 - fr—EE & FZET > CD8 GEHIAgEs (f40 - i
P& & ) /NE CD8 BK B CD8 FRHyfE—3 » BIAI404EH SPR #1/5L FACS Fihig
TEHY

[0084] =T LASE AR AT BRIRY 572 » BIAOAE LT BB 0 {58 FEY 5 7R 2K
AR ERFTALHY CD8 S5 e MIRIRHE: - A — S EHE HZE T > A s NE MmEZA
HEZ (PBMC) AIAHIZETE EHT CD8 GGG HIFVIF L T - BedNaF(h CD8™ T 4HAEE 4 -
S E S ZE T ALFAEPBMC ~ 71 CD3 §ifig ~ 1 CD28 JifG A H S fAEHY
CD8 GG HIEVEIL T > #2shaFft CD8™ T {HAEE 4 - AL —EEH T » fEFAE
HeEEEEREEZR B (SEB) RFHY PBMC FIAHEETELEY CD8 G mHYIFN
T o BEHNEHE CD8 T A 4 » A2 —SL & i ZE S {EFAE A CEF FRERIEHY
PBMC FIAHEEFELHY CD8 & aHIHIIFEN T » A5 FHE CD8' T 4 4: - 1

FIH - 4k 111 HEEHERE)
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—ETHTET o AP AR EE (LPS) RISHT PBMC RIAH ERIR Y CD8 &5
BEIFER T - feFNeFl CD8™ T A &£ - A —SEE 73T - (£ 109 FBS
TERITEHEITRINIE - A —EEH AT > (£ 109% HAGPIEZ MmATE AT
B ETRRINALE - HIREEE AR PBMC {EAR SRS & ES -

[0085] fE—Sb&Ehi T AR CD8EERIFgsEs (fl4 -
FrEMAEE) £ A CDA THIME - A —EE M ZE T - AHEFIR R CD8 & Al
FEsEs (PIofrRMsse) 2 A CD3 4T - £ —SEh i Ed » A EERA
Hy CD8 s e~ gsda (Bl - FrEMEaEE ) £ A CDA' T 4iifzsi A CD3- 4
THIE—F - £ —EEH 7= T - WEHEAI P AETmey - iRz e (FACS)
SRATHIA HEEFEAERY CD8 454781 A CDA™ T 4fIEk A CD3- 4HRERYHR EM4E S
YR Z -

[0086] AHIEEIEAL /¥ BA BT Ry —& B EEHR Gt CD8
SGom (BLfETT CD8 Jiig UG R B - AE— S E 75+ - $2fit &5 VHH
SkHY CD8 &5 & > 5% VHH 3 145 & A CD8o 1Al » HoALE Arg25 ~ Lys42 »
Gln44 ~ Val45 ~ Leud6 ~ Leud7 ~ Serd8 ~ Pro50 ~ Thr51 ~ Ser52 ~ GIn75 ~ Arg93 -
Leu94 ~ Gly95 ~ Asp96 #1 Thr97 » HrhfzE R dRsE 2R SEQ ID NO: 13 - Z#
TS Arg25 ~ Lys42 ~ Glnd4 ~ Vald5 ~ Leud6 ~ Leud7 ~ Serd8 ~ Pro50 ~ Thr51 -
Ser52 ~ GIn75 ~ Arg93 ~ Leu94 ~ Gly95 ~ Asp96 ~ & Thr97 §9 A JH CD8o Ffir »
g B ER GRS IRIE SEQ IDNO: 13 » fE—EF i /75T - ASH CD8o KA FHY
R E R EA T B A JA CD8a &5 HY CD8 S Ik VHH SHy S Re <& o fE VHH
A — (B (ERE R RS 4.5 A [N - E— R ML T4 CD8 fiifg » HETAH
a5 PTALHy CD8 &5 & B oy E—& (#1140 - 71 CD8 VHH) w4 & EY ARA
CD8a F=ir -

[0087) fr—EEhiFZT > AHEERMEY CD8 GollEafrZiEs

32H » 4k 111 HEEHERE)
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A¥H CD8 gyB&EERIENY) VHH 35 » 2 —2 i /728 - AHEERAEY CD8 455
T &5 R4S S ASH CD8 fY AJR{E VHH i -

[0088] {r—ibEn s ZEH #2447 E & VHH i#Y CD8 4547 » 3% VHH
$5 4 SEQIDNO: 1 ~ SEQID NO: 2 ~ SEQ ID NO: 3 5% SEQ ID NO: 4 St
By aE 20 —(E - fiEE=1E CDR -

[0089] {E—ibEhE a2t 7B & VHH i#Y CD8 4547 » 3% VHH
WaEEEA I TINED—# > FiEz(={H CDR : (a) CDRI - HA.& SEQ ID NO:
6 B¢ SEQ ID NO: 7 HA#tHINEERL 5] » (b) CDR2 » HAE SEQ ID NO: 8
SEQ ID NO: 9 HhFraftfylzEils /751 > LA (c) CDR3 » HAa & SEQ ID NO: 10 -
SEQ ID NO: 11 5 SEQ ID NO: 12 it i ERE 751 -

[0090] {E—ibEhETZEH 24t 78S VHH #Y CD8 4547 » 3% VHH
/a4 CDRI > HA24 SEQ ID NO: 6 3% SEQ ID NO: 7 ByREE: %1 ; CDR2 >
HA4 SEQID NO: 8 5, SEQ ID NO: 9 #ypzE:fE 751 5 LAK CDR3 » HAE SEQ
ID NO: 10 ~ SEQID NO: 11 2 SEQ ID NO: 12 #yfE:fg 5 o

[0091] {E—ibEhEsZEH 24t T8 E& VHH #Y CD8 4547 » 3% VHH
I {E SEQ ID NO: 1 HyFE L7418 & CDRI1 ~ CDR2 A1 CDR3 -

[0092] {E—ibEhEsZEH 24t 78S VHH #Y CD8 4547 » 3% VHH
I {E SEQ ID NO: 2 HyFE L7418 & CDRI1 ~ CDR2 A1 CDR3 -

[0093] {E—ibEhEsZEH 24t T8 E& VHH #Y CD8 4547 » 3% VHH
I {E SEQ ID NO: 3 HyFEEL 7%+ 8 & CDRI1 » CDR2 1 CDR3 -

[0094] {E—ibEhE T2 24t 7B & VHH #Y CD8 4547 » 3% VHH
I {E SEQ ID NO: 4 HyFE L 7% E & CDRI1 ~ CDR2 1 CDR3 -

[0095] {E—ibEhEsZEH 2t T8 E& VHH #Y CD8 4547 » 3% VHH

i f1& CDR1 - A& SEQIDNO: 6 FykZE Rz %1 : CDR2 » HALE SEQID NO:

SB33H -+ 4k 111 HEEHERE)
FCP-073073

114101659 FEESE A0101 1142002466-0
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8 WA ML P51 ¢ LUk CDR3 » HAlE SEQ ID NO: 10 HyREARL R -

[0096] Fr—EeEhE 73 At T EE VHH 509 CD8 4547 #% VHH
A& CDR1 » HA2 SEQIDNO: 6 FYRZERE %1 ; CDR2 » HA2 SEQID NO:
9 Wi EB Y LUK CDR3 - HALE SEQ ID NO: 11 By ARL R -

[0097] FE—EeEhE 5 AL T EE VHH 509 CD8 4547 #% VHH
A& CDR1 » HA= SEQIDNO: 7 WiZERE %1 ; CDR2 » HA2 SEQID NO:
9 Wi EB Y LUK CDR3 - HALE SEQ ID NO: 11 By ARL R -

[0098] Fr—ibEhEr o At A& VHH B0 CD8 4547 #% VHH
A& CDR1 » HA2 SEQIDNO: 6 FYRZERE %1 ; CDR2 » HA2 SEQID NO:
9 AN P ¢ LUK CDR3 - HALE SEQ ID NO: 12 HyRE AR A -

[0099] /RfFIM: CDR FFFI{E TE 1 f1= 1 &R -

Ze 1
CDR1 CDR2 CDR3
DYAIG CIRIFDRHTYSADSVKG | GSFWACTRPEGAMDY
(SEQ ID NO:6) (SEQ ID NO:8) (SEQ ID NO:10)
DYVIG CIRIFDRHTYYADSVKG | GSFFGCTRPEGDMDY
(SEQ ID NO:7) (SEQ ID NO:9) (SEQ ID NO:11)
GSFWGCTRPEGDMDY
(SEQ ID NO:12)

[0100) {F—LEEh HZES » CD8 45474 VHH i » 3% VHH a3
LA9A > Hrhdmsf/EfRiE Kabat §a5k - L49A ZEEAREIERE 1 #Y SEQ ID No: 2-4
FEUR - AL EEHTRT > LA9AZREATFERER ATES{L CD8 &E T - 12

—EEEH ST > LA9A R CDS G ERINERM IE/DE2 & ~ 5 & - 104H

o

pa
HH
W WEE}

[0101) FHF—EEEAFFET  CDS8 ¢&&F|E 4 VHH i - 5% VHH /a5

P34 - 4 111 HEEPERE)
FCP-073073

114101659 FEESE A0101 1142002466-0
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—{EE (EEAE e - SBR[ VHH Ry SRt - fIaIfE( R CD8 4
RIS CD8 EEHIHY 23 P IRJF LR VHH JiigRIsES o - fi—5
e h T - CD8 &EEKItlE VHH i - 3% VHH BB & B8 E 1 V8T B, » T110Q
AU~ STI2Q HUfUR A4 SR INFTE R < BEaHHY — B S (d R AR 2 - FL 4R5ik
EARIE Kabat 455% - C—LbE i 55+ > VHHE(E S V8IT BT - T110Q HUfX, -
S112Q HfUAT Al14 7500 » H P dmitEtiiz Kabat dR5ft - SEEZEZHRPIEHE] 1
iy SEQ ID NO: 2-4 BB » AL —LEEF N 7 F T > EARZEE(E CD8 G LY R I%
R EZE/DL 2 % - 10 {& > 100 (&% - 1000 FEFE % -

[0102] f—E£EHHZET > CD8 GoE & EA SEQID NO: 1 #yfzE:
BeFHY VHH 3 - A —S5E ) 52T - CD8 &S A& A3 SEQ ID NO: 2 HY
R ERLFFAIRY VHH 38 o fE—S g 75 - CD8 &S filfl& H AT SEQ ID NO:
3 HUREEBLFPAIRY VHH 35 - fE—EEE &S > CD8 5EHIf& A SEQ ID
NO: 4 Bz EBLFF3IHY VHH 35 -

[0103]  REIME VHH FRAI{ERE 1 18R -

[0104] f—EEHHZET  AHEREMAY CD8 GBI E AR - 12
— SR FE R A BB TR IRy CD8 &E GRS th B i 2 4 B bR (R AR )-

[0105] fE—S&Ehi iz - 20 i CD8 fife - i —EEh 7=

Tefft 7 ElE AR ATy VHH iR {E—F/YPT CD8 E#fiRe - £ — L&
FEF > P CD8 EififetlE Fo & > sEAIESEEREIPIECA Fo & - fi—E &

HES > 7 CD8 SEgEinfe = [gGl ~ IgG2 ~ 1gG3 B¢ 1gG4 5V H & BASHY Fc » 1T
—EE RS > AR CD8 il e & B A —SEANEEHUET D)
REHY Fo SBRAS - B/ T HRR LRGN - R B e 11
E (FEAIASTI ADCC) ZH D EHYEE FHYE AR EEY) -
[0106] FE—EL&h7FT - =2 i CD8 JifeH Bz » #5404t CD8 Bk

B3SH » 4k 111 HEEHERE)
FCP-073073

114101659 FEESE A0101 1142002466-0
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fiAzEdt CD8 VHH -

[0107)] fH—E£EHHET > CD8 G aE Fol& -

[0108) f—EhE T > AHEERMEY CD8 Gl & —(HEZ(H
JEEHEE T - BRI A (CATE D B IS EA TR KB LR G - /KB
FEYHFERFIME R EFEEA RN Z A (PEG) ~ ZFR/WN _RdLEY) -
B ESAER R - BN - LIS IR - FE-1.3- R KR - TE-1.3.6-
ZURRE ~ LIGISCEERT LY ~ BRARE (GSRYIEIGRIEEY)) LU A et
BT (N- LA ER) 5 £ 0 ~ W _EHEY) - AN RA LT -
FRIFLZ T (Fl - HH) -~ Bl RIDESY) - B2 ENEERNH
K Z gV AT se e RS T BA RS - B eV B AEM T8 - I H AP
R sOERGYIEOE R EY) - B TRV E Y ZBE T DI I HAR
BERRCYRE—E > AEM ] DURMEEEAR FELZ 01 < 85 - ARTTA(ERY
FEVRIBEN/SERRATE DU NS BN R KT - EEHERNREREAR
IRIEGERITURHYRPE B BURE ~ PIRRTTAEYIE GR RTa E IR TR
P

[0109) {E—iLEFHiFZE+ » CD8 &EAHIA &0 BRI E =1
IEE B 5y - LBl HZET - CD8 LB A S aIENEEY) » $#0%
L _B% (PEG) -

[0110] b BEEEBFIEAT

(0111) fE—EEEH ST > 58 7 AHEREY CD8 Gk (fa -
1 CD8 #if% ) HINZEEML YIS FAG - BI40 - nIRefs T CD8 S KlnvaE &
FOIRI B PSR o CD8 e IRy AL 7 5| 528 FEAG ] LUm i 1 B HY
fEefs | A SmthE B BV RE 5 th BB B IR G ok B - IhEEaf i Bl
CD8 (G LRI AR YN (BEAI—{H=Z5(H CDR HI/EAEAR P53 H el VHH 15

36K » 4k 111 HEEHERE)
FCP-073073

114101659 FEESE A0101 1142002466-0



202519557

) BYSREESHTHR SR/ BT AR/ SN - B DUETTRASK ~ 38l AFIEUCHIEH & -
ISR R RS - R RS VR B A TRV (B0 - A0S HR EE At
HORTEL) -

[0112] " CD8&EEHIERE | BN BT E A A HEERTIHI AT =Ry
M:Hy CD8 SEE B & B A HEEATIHY CD8 & EKley VHH B £/D4y 80% fx
EBE PP AIE—MHY VHH © [Fh3E CD8 &5 & 5% SRS B FE B0 5 ot —{[E 2l 2 ([l B
B FRAR AR IR VHH S8eife VHH SsikImyREl - 0% > CD8 SIS RAGIA
FHER ALY CD8 s Hliks HAg /04y 809 RekBe ey —11: - siE £ /D4y 85
96 ~909% ~ 95% ~ 96% ~ 97% ~ 9896EK 99% AW YA — LRI E—F - (E
BEHY > BUAHIEEIR Ity CD8 SE = MIFPFIMHEE - B 248 CD8 GG ok HA-F g
—{EPRSTHEEBEE > s BUAHEETR ey CD8 S5 & BIFFAIMEEL - ALy 2 »
3+4-5-6~7~8-95 10 {APRTFREEBHUTEUE—F -

(0113) f—EEhHZET > Rt 7 BEA—{#EE [ AR AU - @AM
/EERICHY CD8 SE RIS RAS o AUGAZHVRI LIRS BLFE HVR AT FR - fR5FEUA
FE262 PRy T ORSFEUR ) IRRE TR - AE262 Y T ORBIMERRAC ) AU TR
TEEBVERYE(L - A HATPUT 255 R R B (U R e — 2D PR - AT DURe e
B EUE ARRLETAS T - st EPr R EMEm st Yy - B4l > PREE/DEERIURS
& B ERy e ERMEEERT ADCC 2 CDC -

72
A ~
ABMER RSP

RE
Ala (A) Val ~ Leu -~ Ile Val
Arg (R) Lys ~ Gln ~ Asn Lys
Asn (N) Gln ~ His ~ Asp ~ Lys ~ Arg Gln
Asp(D) | Glu~ Asn Glu

B37H - 4k 111 HEEHERHE)
FCP-073073

114101659 FEESE A0101 1142002466-0
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Cys (O) Ser ~ Ala Ser
Gln (Q) Asn ~ Glu Asn
Glu (E) Asp ~ GIn Asp
Gly (G) Ala Ala
His (H) Asn ~ Gln ~ Lys ~ Arg Arg
Ile (I) Leu - Val ~ Met ~ Ala ~ Phe ~ [E'=& 2 Leu
Leu (L) IE=Z& M2 - lle ~ Val ~ Met ~ Ala ~ Phe Ile
Lys (K) Arg ~ Gln ~ Asn Arg
Met (M) Leu ~ Phe ~ Ile Leu
Phe (F) Trp ~ Leu ~ Val ~ Ile ~ Ala ~ Tyr Tyr
Pro (P) Ala Ala
Ser (S) Thr Thr
Thr (T) Val ~ Ser Ser
Trp (W) Tyr ~ Phe Tyr
Tyr (Y) Trp ~ Phe ~ Thr ~ Ser Phe
Val (V) Ile ~ Leu » Met ~ Phe ~ Ala ~ [FZ&E Leu
[0114] CD8 &h&klE Raany AV EHEE M Ea ] Z BB

AEERY, > 52 HUAELERT () sZIUAIEI TP HY 2K EafaEE - G140 iREER ieii e
i& ~ (b) oy TAEELAr BB HY BT BRI ~ BE (o) MISERY AR E 7 HI(E AT S
AN[E] o H] DURR §E8 B A B A R 8 5 ME Y AL DLME AR L5 4 (AL L. Lehninger

Biochemistry » 5" » pp. 73-75, Worth Publishers, New York (1975) )

(1) FEfxME © Ala(A) ~ Val (V) ~ Leu (L) ~ Tlle (I) ~ Pro (P) ~ Phe (F) ~ Trp (W) ~

Met (M)

(2) AHFFEMEM: © Gly (G) ~ Ser (S) ~ Thr(T) ~ Cys(C) ~ Tyr (Y) ~ Asn(N) ~ GIn

Q)

(3) B&1: © Asp (D) + Glu (E)

FCP-073073

114101659 FEESE A0101

F38H - 4k 111 HEEHEREE)

1142002466-0
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(4) it © Lys (K) ~ Arg (R) ~ His(H)
[0115] 534h > BAEARVEETENE RAVRIGER 740
(1) BiKM: © TEASERE - Met ~ Ala~ Val - Leu - Ile ;
(2) Mg 7KME © Cys ~ Ser ~ Thr ~ Asn ~ Gln ;
(3) Bt = Asp ~ Glu
(4) Wt - His ~ Lys ~ Arg ;
(5) L2 AL AV FE AL © Gly ~ Pro;
(6) 75 &% Trp ~ Tyr ~ Phe
[0116] JERSFEVAFREZR BRI — IR B i B 55— (B -
[0117) {fE—SEHFEF KGR CD8 5 & VHH i - K
B &1 SEQ ID NO: | iRFARFYIEA 2D 909% ~ 919% ~ 92% ~ 93% ~ 94% -
95% ~ 96% ~ 97% ~ 98% ~ 99% ¢ 100% FFHI[E— AR E B 771 - {F— &
o AFHEETRALEY CD8 &5 &I & VHH i - HE & SEQ ID NO: 2 HRE
FEFIEA /D909 ~ 919 ~ 929 ~ 939 ~ 949 ~ 959 ~ 969 ~ 9796 ~ 989 -
99% B¢ 100% FPAll[E—MEHIREERL P - fE—E 87 2+ - AHEETRHERY CDS8
GETE S VHH B - HAEEH SEQ ID NO: 3 Hy R P AR A £/ 90% ~ 91
9 ~ 929 ~ 939 ~ 949 ~ 959 ~ 969 ~ 97% ~ 98% ~ 99% 5K, 100% FFFI|[E]— 146
M BB PP A - AT — S E i e - AHEETE ALY CD8 45 &I & VHH i - HA
81 SEQ ID NO: 4 gy E L P FI A 270 90% ~ 919 ~ 929% ~ 939% ~ 949 ~ 95
9 ~ 969 ~ 979% ~ 98% ~ 99% B 100% FpHll[El—MEAREERL P71 « {E—S & )y
Z=h > HAZE/D909% ~ 9196 ~ 929 ~ 939 ~ 9496 ~ 959% ~ 9696 ~ 979% ~ 989 5
99% [El—1:HY VHH Rl & 2 F FpFIagE (a0 - fRFEUL) - A
Bk - (BEEZ TR CD8 45 & HIfREE 4G CD8 (fila] - AXH CD8 ~ RUA
CD8 F/s( &8Nz CD8 ) HYRE ST - fi—EE i ;& » 4 SEQIDNO: 1 ~ SEQ

s
g

B
&

SB39H -+ 4k 111 HEEHERE)
FCP-073073

114101659 FEESE A0101 1142002466-0
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ID NO: 2 ~ SEQ ID NO: 3 5 SEQ ID NO: 4 1 » 481L77 1 & 10 {AREERE #EUL -
T AMV/EGRE - fEFREE B 25 - AU - 8 ABGHRA S 44 CDR LLYMYIES
f1 (Rl > fEFR A1) o fE—EE i 55 - CD8 454 & SEQIDNO: 1 ~ SEQ
ID NO: 2 ~ SEQ ID NO: 3 2 SEQ ID NO: 4 ShA7#{f] VHH 31| - FREZ 5 IR
BlRER (28 -

[0118] —HEMARIAYELEE RS A AT AR 8T —(F B0 2 (= A 2
RIEFEE (FI0 - &% VHH B AJR(E VHH) < 3% » BRI E IR ITAVAT
2R RAE B R AT TR e A B M (B - S INERRAD T - (AT R
ERVE) FEABH (Fla > ) M/EEEE Y TRAT AR Y
BRI o R PER 88 RS R R AN T R TR 0T DA {5 F A A R e R
RATFRA TR BT (FEANAS FR S T A3 el ) M E L - B s 2
— (= (H HVR R Ze82 - i 3 R TR R R LR RS, S R ERYAEY)
EEME (B0 - &5 ) EATEREE -

[0119] HTLA{E HVR (T (film - Bl - Bl bAsEiae s
77 WIDAfE HVR T 2AEE | ofEfT b Seni s Bl i e As iR pe i AR A s A
RES 4 ISR TE T ARIEAYRREL (&2 B 40 » Chowdhury » Methods Mol. Biol.
207:179-196 (2008) ) - F1/2¢ SDR (a-CDR) > A RIGAATFE A VHH BV4S 537
F1) - 1B 45 i B B A TR e 104 E Hoogenboom 25
A > Methods in Molecular Biology 178:1-37 (O’Brien % A 47#& > Human Press,
Totowa, NI, (2001) ) AL « FEARA IR — LB 22 - BB i )T
7% (B0 Zh$5 PCR ~ SECTAH BCEALEIRE E (15558 ) YT — TR AR S [ A E
FEFIIN Ay 3 BRI 0 - 2R BNl 4R CSJE - 2R TR G 8E S DA i B A AR
FIHUEFIU RSB RRES - SIA SRR S —E 7AW K HVR E [ 7% - HAE
+ HVR B (fi40 > —R 4-6 {R5EE ) ZHEMEEY - nLABIntE N &l im s

SFA0H - £ 111 HEEHERIE)
FCP-073073

114101659 FEESE A0101 1142002466-0
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SRR ARy B E P R A R4S &Y HVR A  HpllliE CDR3 i H 25 A
iy -

[0120] fE—E£EHHZFET > U fBHAZGK T —({F = A# CDR A
4 HEUSRASGEEE L RRK CD8 &54 7% CD8 AYKE ST « B0 » AT LU
CDR F#{TE'E FARREGESIRAIAIRSFED (HI20 - AR BRIPRSFH
) - IS HEI]EE(E CDR ' 248G ) B¢ SDR Z4h o fELL AR AV RAS VHH
PRIy —EE T > B HVR 2R ENHY > sz a i — - WiE=
= {E R BB LA -

(0121] PR RE o] LARE RIER B AG Y B AL s ey o] F AR BT A
RAlETFEERE: | > 40 Cunningham 1 Wells > (1989) Science, 244:1081-1085 Ffyiit -
FERZSTAT o SEERE A (P40 > e AL - 584 Arg ~ Asp ~ His »
Lys f1 Glu) - WA MGG S EAVREER (FIA0 - NRBECENERL ) B
LI LRSI R A (E RS & 2 B2 - LIER AR B | A E—F
HYHUA > ERIEHOHEEU R LIRE B EUE - f Bt sGSME - iR-fiesi S
VIR RS SE R N S E IR FOHUR <« FEIAY e ARG - SRl e AR AR AL AT
LI R BB PR(E R EUHVIEEEY) - a]DIEREE 2 BAG Ll E C M e SR a s
HYRFIE -

[0122] ReEB A AEERERE R —FEEAT A E — T H=E S
{[EFEEEAY R AN BFR B Rl & - DU B (# B (E R BB iR A P H A
A o AliE AR RBIEEEA N ARl HR 2R AR © PiRer THYHE
filid A2 EATELFRHTRRHY N- 20 C- ARinBUE IPTAGRIILE 1= invEg (fial »
HHADEPT ) BUEIREVRE S -

(0123]) ¢ HZHEHERTIERIIHRE

[0124] fE—EEFHTET - CD8 Gofletl &Lt 2 Al MR EHIA

PATH - £ 111 HEEPERE)
FCP-073073

114101659 FEESE A0101 1142002466-0
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HA 35 AT LA A T —f 4 CD8 $7if8 (B0 - 1 CD8 VHH ) By SLHRS - flosh ' 12
B BT NI EOANR S, ) BRE T o (REC TR/ BB AT ~ AR SSEE
FHVEE T (5B CD8) M BEM/EEERET - 7 FEULEY) - TR A
SR B iy 25 (A B iR S B (R R TR P U B (I » s MEE] fir
Z - MR ~ U AR EUR MoREERE ) ~ ekt (B0 IndoCyanine Green
(ICG)) ~iEFH| ~ BNBEULEYEOT - AV LSV + - BERIg TR
(B - NEREMERET ) © 5981 » —EEA0REIRL » BINE TR B KRt o] E
& RTE AR -

[0125] tRIBEAHEEAVE N7 5% 0] i AR M B B a1
RERFA 18F ~ 2P~ 3P~ $5Ti ~ 7S¢ ~ 2Fe ~ %Fe ~ Cu ~ “Cu ~ “Cu ~ “Ga ~ %Ga ~ PS¢ ~
TTAs ~ 80Y ~ 8981 ~ 97 « 0Y + ONb ~ #Te ~ “Te ~ ®mTe ~ Mo ~ 1Pd ~ 1Rh ~ MAg ~
My « 15[ + 1240 L 125 | BI] L 142py | 143py « 149pyy 153Gy + 134158Gd « 61T} « 166Dy
169Er ~ 1Ly ~ 7Ly ~ B6Re ~ 8Re ~ Re ~ Ir ~ 8Au ~ 1Au ~ 2VAt ~ 21Pb ~ 22Bj -
22pb ~ *IBi ~ *RaM1*Ac o 0] FIE A (RIS A R B MENERE M - E BLE
(ERFRI S S BIR 5B (B0 [RFPRRk6 29 - 21 £29 - 42 £ 44 5

271 (IeE) T - BEeEERECr - V-Mn-Fe-Co Ni-Cu-La-
Ce~Pr Nd-Pm-Sm-~Eu-~Gd-Tb-Dy~Ho - Er~Tm - Yb fl Lu BY8F -

[0126] & (AR MU M < B BUIERL M 1 - (E— S E T &
dr o SRS T DIBLE A R AV RE - Hp—(FE0E (R S A BN £ R AL

e BT - REVUEEEY  sEUTHEREE - ZMsE A THE S

(R ARG SHET ) SRy RIE Ry AT AR S BT DT AR 88 - ITARAR A FHEERY
B )7 S AAVE S EER RO A EER R 2 UL (EDTA) ~ —5p 25k
=M A 2B (DTPA) » DOTA ~ NOIA - NOGADA ~ NETA - NODA -~ NOTA -~ 8

pz (DfO) ~ DFO* (Rl > DFO-Z5%) ~ DFO-JiMifg ~ Ik ~ g ~ it - BE-4plte

FA2H - R 111 HEEHERIE)
FCP-073073

114101659 FEESE A0101 1142002466-0



202519557

ELRUR ~ 22 SRR DAL - B S T LIRS R T oy TP R i e i S e MR SR
/N TR BN B A fe N BB B FH AR (iR 47T CD8 B (il > i CD8
VHH) #HPf - EFIERSTIESE (Pl > 5 #F0gl) sEa iy - MHERZESYH
AHHEE AT CD8 S G —E(E AR » A AR S (MRD) - 3541 NOIA -
NOGADA -~ DOTA - NODA ~ NOTA 1 TETARY KIRZE &Y 0] AR i< B AT
e - BfEEA R BIAIER - $CASHRTBUR %R - o] DUE A HAERE S
Yo PR R » N REG GG R A ERE > s U b
/a7 (RAIT) HY$E-223 - fe—SEH HET > Boalo TR IEE TN EE
sz (PET) BRGRI (sBU030-1F $EEY)) M A HFERHN CD8 S &KL
72 PET 7347 - $8-°F S &V T4 &Y IS & (RESCA) » B0 (D ByE&EY)

1L#p% VHH 35 :
(@]
%%N

0
Ho)l\
N L
O£OH HO ° 0 -

2 B340 US20180273441A1 » DL K Cleeren F. Z A > Nature Protocols 13, 2330-

2347 (2018)

[0127) {E—UEH HEF 12t 7 CD8 &5aH| - HE & AR HERTIAY
LT 2 T M R R s E 4 1F A CD8 VHH I iy F—% o fr—Eh &
§1 - VHH &2 &80 oy L 225, - fE— LB FE T - BEE & i
BRI A AR 2 VHH I - fE—SLEH FE T - MRS e e B
eyt - A g T E R - BT EREE SIS B sE Y HAf

HBREGHomES - A2 &8/ ZET > CD8 GERla e 2B S 7y
HAIE £ 111 FEHRE)

i

FCP-073073

114101659 FEESE A0101 1142002466-0
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f71 CD8 VHH 3, » 2 &l afE °F MEMnniE e - ff— SR8
o B e R (D) BIEE) -

[0128] f—fEEh HZET > 2t 7 CD8 &Gahl - HA S A HEERATIIHY
&= () B b aediae s [PFl-F tinsd &Yrvbt CD8 VHH ey fE—& -

[0129] f—E£EhHZET > et 7 CD8 G - HaE&m= ()8t
EYHLEE [PFl-mibiniEa?iy VHH i - He% VHH & & CDR1 - HE&
SEQ ID NO: 7 HyRgEEz 771 : CDR2 » HALE SEQ ID NO: 9 HyRGEEE 5] + LA
k¢ CDR3 - HAZE SEQ ID NO: 11 HyREEEE 5 - Ae—LEEhE %S > VHH i
& SEQIDNO: 3 Z ARl -

[0130] f—£EhHZET > et ;7 CD8 G - HaE&m=l ()8t
eY)AEn g ['°Fl-Fbinsi & ny VHH i > 3% VHH (& & CDR1 - HE5&
SEQ ID NO: 6 HyRgEEz 71 CDR2 » HALE SEQ ID NO: 9 HyREEEE 1] ¢ LA
k¢ CDR3 - HAIZE SEQ ID NO: 12 HyREEERE P51 - fr—EE i 2 > VHH i
& SEQIDNO: 4 7R jE Al -

(0131]  ATLURIEAHEE J7 AR IR & i /7 28 F (F AT (R IR EAY
It S B AR EA TR A 72 2 RRRE ~ LB - IS - LRI - blpt fth R -
MR ~ IERNE - BL/DRE - HUETERE - USRS - BRIGET - BLERE - BEEPNREE - R
PHARE ~ AKREL - BN AR © BRPYARE - BRARER - BEERRL - BAMFIRG - BEARPYEL -
o Dl ~ FUZRRE ~ MUORRER - A - Uz ElE - BUZR2BE - NBERAD A
L 0 EMBvEE -

[0132]  ATLURIEAHERHY 5 AANAE R F 7 Al (R RISy = V3 e
BBV TRZSR AR EATREY > fINELER - EiEmbE R (FITC) »
OREGON GREENT « Z5 105 » {8 7 B 4T « IRDye800CW ~ ALEXAFLUOR® 647 ~
VU FHIR ZEA S BES (TRITC) ~ Cy3 ~ Cy5 F ~ s eiact) (Bl skEsstE

v

PA4H - 2R 111 HEEPERIE)
FCP-073073

114101659 FEESE A0101 1142002466-0
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H (GFP) ~ RALEHS) -~ RS E R EEYERRVESRS - B
(Blan - #ezmg - BRIRAAE(EYINE - WMEmiBeleSE ) ~ ZORE - VIR %
e e MRS -

[0133]  ATLURIEAHERHY 7 AANAE ) F 1 nl (R RISyl Bl fs (B
PRI BIAnBAR S S L0 - dehonBals - BeMbaiehs - ma s Ll - B0
G - B-feg i RENEEB- N IR - IEER AT DI E R - Bt o YEEHL s
Y& R L A nH{EHIEV(ESR -

[0134] fE—EEHHZET  AHEEIEAHY CD8 &5 o B = 5o R -
RN RS LIERORHIE RRORAARL - 3140 > FoRFHDE 2/ —4E/Nitg) 100 nm #Y
RO - RO RBTRL AT FOE R R IR > (R B E M e S0/ DA ] ZOEim A 2 U AT
GOt - BN > B KRR B A IHERRY A] RO - i AT E R o 3R R4
FRE - G AHEERMNEIIEEZOREIRY CD8 GEERIn LA Z 5 &
1Y T AHAEAY SRS ARG © A NSRBI /N > SR KB A 1 B - 4K
T~ BITEMPFERSOREN - DUCRESERE (140 Wiz —SPA 2 5=
L) - Z0RER ORISR LR EE A RIVEMEIR - - EReE TR
R R R B MERIRZRO R B BRG] - & L2 A H TR ARV CD8 figg (B
40 > $1 CD8 VHH) Wy - MEFZ R vl LRI E R P20 A FH R AT ity T SHAEAY
s As N HIH YRR -

[0135] PuRSFOiRaRayILHERe vl {5 2 A e DR & O (R R 1 T M > 2%
e & O BBREIPIZ0 N-SRaminofe2k-3-(2-ikne 2 —ai (N BRs (SPDP) ~ 3k
I o B B-4-(N-FE 2R B i i B FH EDER C - 1-FH B s (SMICC) ~ o B B Al e
(T) ~ Sl AAREEEHEDRECTAY) (P B HESEEREER ) ~ JEM:Es (fIa
BRI e B ) B (PR R ) -~ BRRE(LEY) (PInecE ik
R C ) - BEEOTEY (FIAEE-CHEECRNME)-L ) -
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#Els (P 2,6- _REHEE) e ELEHILEY (FI01,5- Z&F-2.4- 8
) o N > B E E fE s 2 008 Vitetta F A (Science 238:1098 (1987))
ATty 7 A A TR - RS RISC A L R DTS R BB & B Rik-14 £E
il -EMERESTEIHE i LK = A Lk (MX-DTPA) - £ 5
WO94/11026 - j## 0] DL By fle ARG HP AR S MR SR Ay T e DR+ -
Ban - FIER AR < T - BB BUR < R - AR E A -
HH RGBT a0 R T (Chari 2 A > Cancer Res. 52:127-131 (1992) ;
SRR 5,208,020 SREA]) o AHHEERY R ILERAS B AR (AN PRI I S F 2 Hh
1§ HLHEES - B2 IR EFE B PR BT R IES (HIA07E Pierce Biotechnology,
Inc. (Rockford, IL., U.S.A) PGi&MEE ) #9 BMPS ~ EMCS + GMBS ~ HBVS -~ LC-

g

SMCC ~ MBS » MPBH ~ SBAP -~ SIA ~ SIAB ~ SMCC ~ SMPB + SMPH - fi# £:-EMCS -
EEL-GMBS ~ fEE-KMUS - h5£E-MBS ~ #8EL-SIAB ~ iEEL-SMCC flfEE:-SMPB
LKz SVSB (BRIHML e A-(4- LR A HEERE )« AE—SEF 75T - AHEH
tEfty CD8 &E&HIm e L EbaiyER T (SR04 - Vugts FA
(2017) Eur J Nucl Med Mol Imaging.44:286-295 and Rudd %5 A (2016) Chem
Commun. 52: 11859-12000) - {f—EEHE HEEF - AHERAA CD8 &&E4HE
2 N-BEIalE-L 88 (DFO) 7 - fL—EF i /75T - AHEERALHY CD8 45
EEEEERIER LSy (FI0 > N-Beant- i) L SRtz (41
10 AFREARRREY ¥Ze ~ P E F) #9851 CD8 VHH © fE—Ee 8 /758 - Bl
{EFAEG > FIAnEE AR SRR R RS - DU B A T sURMZ I £ B CD8
VHH 1

[0136)] FE—ELEhi 2t AHEREHN CD8 ekl B Ek 2
AR (Bl )2 FE ) AYHL CD8 VHH 3 -
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[0138] AHIEEEIRME T EEAHEERTIMHY CD8 SEE KNy 7% - BfEE
A1 CD8 #ige (e - $iu CD8 VHH ) WY AMIE A &R~ CD8 &5 &RIAy
VA e

[0139] CAHHEERTHLAYEL CD8 $iid8 (HI40 » H1L.CD8 VHH ) =] LAfsE HE4H
JETSHBAI AR EAE - PIAIEEIEH5R 6,015,695 ATt « fF—E & i
Rt RIS A HEE Ty L CD8 $ife (HI40 - $1 CD8 VHH ) HY&E e < #ZBE -
EERAVZIE ] D4R IS Bl 2 f1 CD8 VHH iR B L 771 (e —SE i i &FE+ » 12
it 7 4Rt CD8 VHH Say &8 i~ =l - Hh ik & & BildRts SEQ ID NO:1
SEQ ID NO: 2 ~ SEQ ID NO: 3 5 SEQ ID NO: 4 {#ZRs 5 EA 2 /D 909 - 91
9 ~ 929 ~ 939 ~ 9496 ~ 95% ~ 96% ~ 979 ~ 98% ~ 999 K 10096 FEHII[E—EH
Feoll -

[0140] fE—FhE /7 @ IBRE T EEAHFTIUXEEEEE (F140
RIAEGFS ) - AE—ELEH T FET - RE e BRI EE RS EYTE T AT - AE
—EF 5 F 0 BT e BN 0 fld - RETE R INE (CHO) HHAM -
Expi293 dHAEECHR AR ARG (%0 > YO ~ NSO ~ Sp20 4t ) - fE—S&hii i 2+
18 TR R AR - (0 - RIGAREAE - A5 — 8 7 & - $20 78S
CD8 i#8 (fla0 » L CD8 VHH) HY /574 » HHaZ i A SIE e R EDREHY
R MR SRS IR DIRSIVIXEERYE THAE - LSRR BRI (e TS T 4
e (EiTE RIS E A ) [mUdiss -

[0141] E—PREAE 7 RIEKIES - CD8 EamIi L » &% EEER
el oy o 2 A EE P atey (e —FEfT CD8 fiife (%1 » it CD8 VHH) -
RALE &L CD8 HiRs Iz & &l s Y ILEnRS © DUR(EILEAsBla & °F V& LED
bo o VIR DAR AR~ CD8 45 &R - HAp & A BN (D) B EEY) - 12—
EEh T FE S Ba L 25 CD8 HiASH B T AL - L — S Bt /7 &= -
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TS A LR L PRI AL T ERITie s (ens SVl - (L —5%
gt ET - S EIE (LR eV E e ERBAN/EN- LB Ea M - 1£
—EEH R AEEREA N-AMECREBRAFE T - (EHLe itEbinsh
SV o AL —EE R S E T AR MRt B e L ETE A bEnaY S
RePhabErEa s CD8 Gohl - fE—EHEi SR T - HEad=E - &
Bz ~ N-Z BB = B st ny S m - i B - fE—SE 8 &=+ - H
2R - EREE - N- LA O R WA Rty G i - i B -

[0142] & rEHEAHICDS Jiflg (40 - JiCD8 VHH) - Z3HEdmiS {1
0. EACHIIASHYIRER > MREE AR A SRR T > DHETE EAAE T i — A/ ER
72 o W] DUER—ARUE (BI140 > #8158 F AeH B dm i T A Y B RS S L ARy
RS arVEZHMGESt) FHit B ERaii -

[0143] RN TEfEECRERSIIIRIVERN CBEE T AR arE AR EE T
A [RAZ AR B A AR - B0 - DURe AT REE Al T AL Rl (LA (b
1 Fe BUETTHRERVIFIL T » HRTiRe R BRI I lim Ry ZREE - 2 A
EFHF5% 5,648,237 ~ 5,789,199 15,840,523 - (55552 A Charlton » Methods in

oy

o

=52

[@r

Molecular Biology, Vol. 248 (B.X.C. Lo 45#8 > Humana Press, Totowa, NJ, 2003 )
pp. 245-254 » HAHI [ 1R R BRAT RIS TRAVERE ) - fERIER - DL AT
T AR R R R B o i Sl R e -

[0144] BRIFEAEYVLSN  BERWAEY) (GEUSHIREREENRE ) e
T RS AR E RS e E B IRE T > EfEHRA (LA EM: " (b iIEH
MEESEE > EMERXEA I T2 AECEXNIUEBINESL - 2/
Gerngross * Nat. Biotech. 22:1409-1414 (2004) : 1 Li % A > Nat. Biotech. 24:210-
215 (2006) -

[0145] HIFEEREEEHRRHY & EHYTHE AR ACERS 2 A A V) (I

SFA8H -+ 4k 111 HEEHERIE)
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BEEYIFIEEEN)) - SR BRI EEE Y R aadiiE - T
APEARINRENE - T DI R SRS S EA - FrhlE R SRR
(Spodoptera frugiperda) 41 -

[0146] HEYMAEBEY L TLIAER £ - 2 5601005 B & A 5k
5,959,177 ~ 6,040,498 ~ 6,420,548 ~ 7,125978 } 6,417,429 (§ilt 7 {CHEEL RIE D)
14 EHTAGHY PLANTIBODIES ™ £ify )

[0147] H B4Rt TR R - G0 > oI E BN R R 4 &
AT LB AR (% - O] FE R FLEN) 15 T 4R A HA R 14 - i SV40 (COS-
T E(LHER CVI & 5 AMIEE %2 (40 Graham Z A J. Gen Virol. 36:59 (1977)
Fr ALY 293 B 293 4R ) - 4hth B B 4R (BHK) /)N B 52 RS Fr 4 410 Mather »
Biol. Reprod. 23:243-251 (1980) HRFfZitAYy T™M4 4HAE) - JEEFAHAT (CV) - FEMER
JREHEAE (VERO-76) - N ESEREAAE (HELA) » KEHAE (MDCK) - Buffalo A5,
HF4EAE (BRL 3A) - ART&HAE (W138) - AFFAHAE (Hep G2) » /N FLARFERE (MMT
060562) » TRI 4Hff1 (40 Mather 2 A > Annals N.Y.Acad. Sci. 383:44-68 (1982 Ff
A) > MRC S 4 - DR FS4 4R - HoAth =] AV FL81E T 400 2 EHE R
BN (CHO) 4ff » £#E DHFR- CHO 47 (Urlaub % A > Proc. Natl. Acad.
Sci. USA 77:4216 (1980)) » DA B #EfRE4HAE 2 » 5540 YO ~ NSO 1 Sp2/0 - HRAH:
Lo A DLRSEE AR VT FLEY TR T AR A 4RI » 2 RB140 > Yazaki 1 Wu >
Methods in Molecular Biology, Vol. 248 (B.K.C. Lo 47#8 > Humana Press » Totowa,
NJ) > pp.255-268 (2003) -

[0148) [Z/H CD8 &Z5 8% CD8" ZFETTIRHA ~ ‘EL Y EGH BT T775%

[0149] AHIGEHREL T (1A B IRGIEf—FE CD8 &&a7 (fia -
# CD8 #71#5 » Bl &t CD8 HRsfI I AR Sa s i L HEEs ) i CD8™ 4T
TTEM ~ EAL M/ ECERGRY 7% - A — i 75 - %7 A EIE NS

SFA9H -+ k111 HEEHERIE)
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ARtk A CD8 BYIFAL - AL —ELEH T &7 7AE SR CD8 GBI £k
S RE A - SE R TR CEFR(EA IR BIAIE B B BT ~ Rl EEE 1T
ELISA HIEE ) (B BREAL R AGS N EEERS R A A in CD8 &S &R Z 2 TR
W o AE—EEENE T FR T > (2N CD8 & B CD8 HY4S & BLiE (HMZES 22471 CD8
VHH SRHVIRE: - £ — & T Z= T - 5% A SRR & BT CD8:CD8 $5&Y)
S HYAS S AT IR S B - I HLEOHT CD8 S & B CD8 iysE & Bl fE
(EHIERED R B (ARER - AFUEEE R il N B E 5 A - BHEIEF 8 CD8
SoRlmFedo CD8 » 2l CD8 @iFéhr CD8 i -

[0150] fE—S&EHFET &7 AEMERNEN - EArskpis: CD8 Y
FAE - AE— L E T 5% AR R 2 E R T A R ATy CD8 & &K -
BT TR  ZaEEA - E—EEH TR e E eI EARAEY)
BISREE ~ /NE& - IRER ~ BB - BT 08 F A B LU &R B 5
&~ ECEATIE ABRIAEY) - e — S EH I ET > IEAB RV RIRE
BRERG - —EH R 0 ¥ CD8 &5 &R AR - YPFHEUREEHE T 525

v

L
i

o E—EEET &kt (FIORERENE ) 7 CD8 EEHIE T 7% -
S E G ST > BRI o fE— S EHE S ET BTN - SRR

MRS TS - K CD8 45 & B T 2ed % - E—ELEE I FEF - ZEE
FEIr 2B T CD8 GGG - Wi el & HE A IR A 734 (Bl - 2081 CD8
4ELTEEL CD8 A4S &

[0151] fr—LLEfE A EEH - CD8" 4HREATEN] - & M F/E R ERR N
LT BISO{E FAS R o ELA M B SR AR R A Rl

[0152] {E—&FhEHZEF @ (LALERE A CD8 AL A& CD8 (35U
CDS8* 4Hififl) FENAEsESEAM - £ —LEii HEF - ZHEEEEEZHEN
s B BCAH AR N B AHAR T CD8" 4HiEYELE - (E— L EE TR+ ZRHBEH
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FCP-073073

114101659 FEESE A0101 1142002466-0



202519557

FEIE > W HAFHDERR N CD8 HyfFALfuidfs CD8™ difE it - (£ —E 8
JEEH > CD8™ {if/E CD8" T AllAE - Blanfesgi=E CD8™ T 4R - A= —L8 )5
P Z AR E B ER s\ E HIRERE TR CD8' T AERVEE - £ —
G TR ¢ 8% AR SR B R B e E AR E Y s E W R
iy CD8" T 4RI E E -

[0153] f—E£EHHET > T CD8 &Gk - AIDMELY 1 RECGE
JAIFFEIA > BEAUEY 6 /NF ~ 4 /NKF ~ 3 /IR ~ 2 /N ~ 90 7338 ~ 1 /N ~ 30 7 5E
SRR (B4 - &9 30 738 2R 6 /NEF > & 30 g E4Y 4 /NRFEREY 2 /N
£ 4Ny ) WAEEREWNE ~ Efrsnkf CD8™ dliHE - BffiE tE L AV EHE
B -

(0154 fe—EEhE 2o o] LA A R Pt e Lol 7 A S Ae A (H
A~ (IR CD8" Al —REEZH > PIIEFE1~2~3 4~ 5 KEKEZR
m-A g ENELER] - fE—SHH TR T - aJLHES — & T CD8 &Sl
BRETR 6K 5K 4R 3K 2K 1 REERGEZAREERZL A

[0155] f—EEhHZET > &R CD8 EEAn] DI —fHE S fiEn
SMNNERGEI—EERN D ERE - AE—EFHE =T - PIa > —BRE S RGN
AT YERES - (F A FAAEE > CD8 45 & BIE RIS RN (Il » £F 48 /)N
HF ~ 36 /N\BF ~ 24 /NBF ~ 18 /NHF ~ 12 /NBF ~ 8 /NHF ~ 6 /NBF ~ 4 /NBEF ~ 2 /N ~ 1
/NRFECE RGN ) (B2 el B 1 T — TR B S AR A MRS © AE— L &
F o BlEFEaGEBINE - AHFATIHVAE RS CD8 & &I CD8 phEAE

HPLEHIAEAE PET plifg (B4 > FDG-PET ) BB 7y 1Rk (B140 > CD4 -~ fiukg
B~ PSMA) && — S RERIENE - AL~ EEH TR T - LR
BRI 2 CD8 EERIMLRUEIREY 48 /NFNEEI T — Rk Efmit (Bl
40 > PET » 3840 FDG-PET ~ SPECT =(PJksmits ) -

l

ﬂlll’
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[0156) fi—SEE iy 2= » 5% 7 E0 A EE RAVIFREIEE A - Bz /D
3MEH ~6fEA ~15H 25 3F 45~ 5~ 10 FEERBENIEERNE
B~ ZE A7 3R B CD8* 4 » B 5 IS LoE 2 FEIAY (o B SRR - AH EF R CDS8
EEHINEREENE ETR CD8 &G S BT RA A HYEAS N R AT CD8
{EH -

[0157) FE—LEEhi &S » &) EHTERN CDS (I E4 CDS 14y
InM~2nM~5nM -~ 10nM ~ 150M ~ 20 nM ~ 25 nM ~ 30 nM ~ 40 nM E, 50 nM

(g0 » 2/0&750nM > FIE047 1 nM 24 50 nM > 5647 1 nM 247 30nM ) HYEE
U - AU S E 2 MRV ME B - A — B 7 35 5% A K B 1R
A ESRALERSIAN CD8 /K I E AR - fE—REHi 7 - %A
/N CD8" g (I » TALL-1) EAEEERPEAR/PL2-3-4-5-6-
7-8-9-10~11~12~13 14 ~ 15 ~ 20 S F SHIMERE: MUREER -

[0158) EREAYEH CD8 BIEEHr

[0159) fi—sEEh i 2= - FhLIT FHy 2D —THEMN CD8 45 &7|H
SEEEIN CD8 (EE41 CDS* 4R #1401 CD8™ T 40 ) Y454 : % PET (IFEF%
WErEHRss ) - SPECT (B L3 4stEHE g ) - MRI (2 dtRpkE) (1
5 NMR (fZpi R ) ) - #1404 (NIR) B Cerenkov #5504 (CLI) - f£—15
Bt 52 &8I ECE 2R AT GEH] CD8 45 & HBL CD8 HY4H & - 11
—ERE 2 > &L RATALAM (NIR) F1/E¢ CLI{(=H] CD8 &5 & KI5 CD8 Hy4hi&
AE—EE 7 - %R SPECT HI/2( NIR B¢ (=00 CD8 45 & 7E2 CD8 HY
Gty o AL—EEH T o &% SPECT MEfSET e s (20 CD8 45 &7 H1
CD8 fy&ss -

[0160] fy& PET Bt [ERFEHIERCAH 8 IEE ARG ixiE (50
BF ~ “Cu ~ ®Ga ~ "Br ~ *Y ~ ¥Zr f1 ) BYERS (SEUIAH FETR ALAYET CDS8 $i

7

52H » 4k 111 HEEHERE)
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B2 ) EH 5 B - FIMERCHT CD8 HASHY & AU MAZ R B FE(E R IR0 F -
64Cu ~ ®Ga ~ TBr ~ 80y + 8Y « 897p  99mg  Hpy 177y L 1237 L 1247 L 125 7 BI] o
RIBUIATEE TR B BRI SE - TN IEE T RTE S ER R
PEEE (2RI > Guus Z A > (2007) The Oncologist, 12: 1379-1389 Hfy2) o
TR L HBIRE%  IREFBE TS (CMEEP R EREE - 2B E R W
{EHT - BERTHIRER R S11keV  MEYEFIEtHR TR EIRF & o v DUE
A PET s U RNE e T 3 Ak BRI (R B T3 T U AL FE IR RO AT HL CD8 Bt
RS BB M - PET S8 i B B8 5 38 H ERV (R 25 ERAE R - S05R WA
{(EYEF 1R WA ERERR CEE R 5-15 /1) WS HE R -aE02s
sosk > AMBRUE G RIEEH 25 <« IRV SR iR 2 2 TR - #ETTEt B RTH 4RAY
AN AP ERESR Rt MR HIEiRe ) W E - BT ER » EETHEHEN
FRIERS » PET ] DR HE AT ST &R (225 Verel A » (2005) J Nucl Med, 46 suppl
1:164S-1718 ) - BRI %e3% PET AVARS MIBERAL WAL T OBk H$2HE - Dongen A >
(2007) The Oncologist, 12(12): 1379-1389 ; Reddy %5 A > (2010) Semin Nucl Med.
40(3): 182-189 ; Boerman % A_ > (2011) J. Nucl Med. 52(8): 1171-1172 ; Santangelo
% A > (2015) Nature Methods, 12: 427-432

[0161] f ¥ SPECT R G fe 2l B 5 i 4 B MR ok ey <2 el B4 1
LA SN v BIRATIUR M ERZAER YRS (FEAIAS TR EETRAEAYET CD8 Hifg ) =R
% o 25 y FERHTIST MR AR R B ELFE(E AR TR Ga ~ *Te ~ n ~ 127~ BIT
38m B *°Re o BETK - (EHy SHEMREZIRIE 2 A TG 28 2-D BlE: - 24%
(TR e ERE R ER N AR - (EMES 3-D 8RS - Atk
I DARA R BB R DA B RSHUE I P BE A R - DA At 2
EAVITESIFRLE © &y TEN{S SPECT [E(% - v T4 B S B el - {10
B FAYERER CGEEE3-6 %) AUEH - IERZEIFN T » (HHEEN

SB53H -+ 4k 111 HEEHERE)
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360 [EHEEASES RAER EE < S (AR AT RIS tZ T80y - (HIEE 5
15-20 Fb - ISHE1S HHVARIR NG E Ky 15-20 7088 - AL T - A DAKF SPECT
y BRI R —A% CT i@ — R - W EAEIGH—E: - Bt
TEfERIEAR S - 7B ] DAL SPECT POMEER(S: R B - (HEAE A HA A4S
REEIEREE AL - AT S SPECT BYEIYMIET T A BI40 Laverman % A » (2015)
J Nucl Med, 56(5): 778-783 ; Lutje % A_» (2014) Cancer Res, 74(21): 6216-6223 ;
Muselaers % A > (2013) Eur Urology 64(4): 1101-1106 55 -

[0162] JERSAMRI (WAILHRAE ) (R NMR (ZRLR) ) BYF
RNz B ER NI R T (R RS s/ #EHAYITE)
B S E TR T AR A THRAE - (B R TR0V S A W NATRGAE - &
2 EN BB MRUSRHEAVESIG  B5 [R 20 R B 77 [r — 5L
A% (EfRiEERSTIR (RF) ARETREIIEIZ B B8 L BMEFETZ -
BEERAE & H e RIE IR = AE & B IEIRRE ~ LA - 8 RF IRER » J§
Tzl R ISP ERRRE (FF 5t Ry iBiE ) - (e BRI e 25 R AR Bl 2 57
RF (E5% < Z(EFFHdRIHER RE GEIENT] > 247% AN 4 RS B8 H A4 E
& - FEMEA MRIESZH - o] IS ESHVE TR - (€M o] AR E 588
GERERY AT FLME o HILASE T MRI (= RI BRI EAY R O B R E R TR A BB IERE 1
S8 (EESIEEREEN - 3540 Molday ION Z5HI5-B #85:) - B4 F Y
BRet > NEmLMEeE (B140 - 8L~ 8 > S(bdE - #§) - (U)SPIO » PARA(CEST) -
DIA(CEST) 1 PFC - A RARF RS His SRS MRI F/ECT4EH MR {H
RSB AIBTIE AL LA T SO A Frasfsm © BI040 » Srivastava » (2015) Dis
Model Mech.8(4): 323-336 ; Zhou % A > (2013) Wiley Interdiscip Rev Nanomed
Nanobiotechnol. 5(1): 1-18 ; Sohn % A > (2015) Nanomedicine.11(1): 127-135 ; Bates

F A’ (2014) PloS ONE 9(5): €97220 ; Zhu Z A > (2015) Int. J. Mol. Sci. 16: 9573-
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9587 ; DK Zhang ZE A > (2014) Int J. Medicine.9: 33-41

[0163] NIREGEFIA 7 HILLAMNCEEHBRAVRIEE % » DME <1 em Y%
FEpate HEPIRMEAT/ BNV EL YRS © ARz <HI > NIR ZOUpESER
EAMEECASNEMEE R EIRG - sZ SR K585T 700 F1 900 nm 2 Y © H
BAHVEE O R Z e A HAI 5 47T 1 54 4t ( De Grand 55 A - (2003) Technol
Cancer Res Treat, 2:553-62 ; Nakayama ¢ A - (2002) Mol Imaging,1:365-77 ;
Ntziachristos Z A > (2003) Eur Radiol, 13:195-208 ; Tanaka Z£ A ° (2006) Ann Surg
Oncol, 13:1671-81 ; Themelis Z A -+ (2009)J Biomed Opt, 4:064012 ; [ % Troyan
F A > (2009) Ann Surg Oncol, 16:2943-52 - fHIfI S < > THEE T HHIER (&
TERHYETIR ~ S HE [LED] ~ BUEEH e ) &HAL > ORGSR TE
THYEICHE - A% KEZECER ARG IR S e (CCD) Mtk
b WD RERRTE RAVE Y o ALNYRIFY R EFEE ARG Tracy 652 -
Tracy 645 ~ EFHHRZR ~ TEHF 24k} ~ Cy7 ~ Cy7.5 ~ ALEXAFLUOR® » CYDYE® »
IRDYE® - DyLight 1 ATTO ° {£%J 650 nm 5145 950 nm 7 S E3T4L40 (NIR) i B
T HYAMAEANH SRR R SRR NG S A AR > N Ry i T A1) 71 BRI
& - ARARIESIER: - BB A SR8 NIR B {GAIHRE o] E SR AT S8 A NIR
AN BE 2L 4 ETAE LU SCBR R AL ¢ Cillers ZE A - (2017) Mol Pharmaceuticals
14(5): 1623-1633 ; Hilderbrand Z A - (2010) Curr Opin Chem Biol. 14(1): 71-79 ;
Hong Z A > (2017) Nat Biomed Eng. 1,0010 DOI: 10.1038/s41551-016-0010 ; Pansare
F A ° (2012) Chem Mater24(5): 812-827 ; Hickson > (2009) Urol Oncol Semin Orig
Invest. 27:295-297 ; Zhang £ A > (2012) Curr Protoc Cytom 55 12 & : 55 12.7 B
IL > Quek ZF A+ (2012) Nanomaterials.2: 92-112 ; Luker Z£ A - (2008) J Nucl Med
49:1-4 ; DL R Lin Z A » (2016) NPG Asia Materials.8, €295 -

[0164]  Cerenkov 5Epkf5: (CLI) 27Tt pkBedsiln » AR EHIESE

BSSH » 4k 111 HEEHERE)
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TG EER (PET) BGH (GENARFHAMM T FTRATIRE ) S5
Cerenkov JEFHYEA o HoA CLI G HIEFEER RGP~ BF A PY o B
EAOKL LA /B R AR R RS T 2B E M E (B - v AW ESHLAI
B ) FFEEAE Cerenkov B8 - (L{EIENT - BRI (FIEENFETEFRASE
WETF) BHERNEFEFNEEEGS s EEITEL - 25600
Grootendorst 2 A_ > (2016) Clin Trans! Imaging.4(5): 353-366)009[E] 1 - & Fkrfy
AR IR MR L g e E R AN RN B TE M AL R R R R R
AR, - BEEFNATEE > [RPAVEFREIEELRS (e A2 i
HIEIZHIGER - CLI [Elfg T LUA B B S B EE L2 (GEUETEYE
{ET AR 24 (EMCCD) st ) Ak B PET /Ry Cerenkov HAHEHRL < CLI
&5 T ALL FHEST 3 2 | oA - CLL A1 PET EHHERR - 152 M WiiER
il R 8 PR3 5 TR TR MBI A Y Ye - PET RIE R T if CLIA
& Cerenkov .7 « B TIHIFFTRET - HERIL - BERSFLS RS ARSI ST 14: 2%
Yy A£ CL1 MIPET  [ERYGRAMERANE » {€MEEIH T CLI A& 2l B 1Y F1e
fRATET{TIE o BAFY CLI SG¥4H/ 48 CLL AT PET 2 REAAERR AT AR & B4
Xu % A > (2012) J Nucl Med, 53(2):312-317 ; Liu % A - (2010) PLoS
ONE.5(3):¢9470 ; Zhang % A > (2013) PLoS ONE 8(4):¢62007 ; Hu % A > (2015) Eur
Radiol. 25(6):1814-1822 ; Robertson Z A > (2011) J Nucl Med. 52(11):1764-1769 ;
Timmermand % A > (2015)J Nucl Med. 56(3):444—449 ; Cao % A > (2014) Biomed
Opt Express. 5(10):3660-3670 ; LK Thorek 2 A > (2014)J Nucl Med. 55(1):95-98 «

(0165) A E B BAER I ZEE R ER IS E L 0%

[0166] EfRML T FRIEARENZ A= e SRR AR S etk
7% o AE— R EH TR F - Z AR TR CD8 5G] - LUK A
LKARE . CD8 &5 GBI s EIVIERAHA 0y CD8' T 4ifEnvss & > Hi&ds
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AR~ Z 5l vl Be ) SRR GRS - AE — Lo F e 7 5e b » % A BT
AHGE TR SEAEE 2 CD8 GE e » AR RIS RS ~ CD8 45 &7 3 HY
HEREAH%R Ty CD8™ T difAY4S & - K4S S HV BRI sl B T i G
AYEHE « fE—t gl 2 F - CD8 & & BIfEscA vl (=AIEE: (Fil > ¥Zr ~ 0
BF ~ %Ga %) o il & IES 2 CD8 &EamIHIfERRAHA%HY CD8" T 4HfERY4S &
£&C i PET 8¢ PET/CT{H - fe— 2 5 £ » CD8 45 &Kl ILin s °F £
H1 CD8 VHH - f£ — & jifi 5 ZE - CD8 45 & =48 =, (1) A b &L £ [F)-
FALnsE EY)REL CD8 VHH - fF—EF i %+ » 1 CD8 VHH A& CDRI1 -
HAu& SEQID NO: 7 #yR Al 751 » CDR2 » HALE SEQ ID NO: 9 HyR Al Fr
%1 5 LR CDR3 » H/A& SEQID NO: 11 YRGS o f£—EEhE 3T > §1
CDS8 VHH 4 CDR1 > H4 SEQ ID NO: 6 Ay E:fE %51 : CDR2 » HA4 SEQ
ID NO: 9 iy EEEFFI » LK CDR3 » HALE SEQID NO: 12 Byl A 5 - 11
—EEF 5 ZEF - i CD8 VHH A& SEQ ID NO: 3 iy ERE 751 - (& —4LE i
JiZEH > 1 CD8 VHH &L & SEQ ID NO: 4 R Al Fr 5 -

[0167] FE—Efi i FES &7 AR B T ERAERN &
AR ~ R AR EE S (P10 0 M ACBEREEEC " PCV ) 57
BRI EEE# < CD8 S fE R AHA% /Y CD8™ T 4SS & -

[0168] FE—LLEHi Y » K CD8 &EaE Tl — R A EETENIZ
S A B R E RIS EN: « fE—EH T ET - ARV EERNE
SR EDLOEH ~ 1~ 28~ 34~ 445~ S 10 FEGERGRE] > S
B E Z WY AME EEE -

[0169]) AE—LLEhE /7 + » REIGHEALE Rt A B HIGIE - £ — 58
W EF o ke & B GIEE AT CTLA-4 Jifg » sE W UCEN

(ipilimumab) (YERVOY®) - fE—EE & 2T » B te &BIHIRE 6 DT

it

BSTH » 4k 111 HEEHERE)
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i

PD-1 #7188 - fE—EFha H 5T ML PD-1 HiiS 24V EHL (nivolumab)
g b 7 E o BE DL PD-1 $i AR 2 R B
(pembrolizumab) (KEYTRUDA®)  f£—E& )i 52 » JafMHi PD-1 fiifa 2 It
FIEREEST (pidlizumab) -
[0170] FE—SFhi S - REiniRHIGIEIE 6% M1 PD-L1 £ -
FE— g 7T - JAREMEDLPD-L1 Hiifs /& BMS-936559 - ff—E&jii &
JafRIEDT PD-L1 HiRS 2 4EE BT (avelumab) (BANVENCIO®). {f—EE& i /5
For o JaEMEDL PD-L1 JIASETE FLE Bl (durvalumab) (IMFINZI®) © {f—LE8
T ZEH - JaEML PD-L1 fife 232k B (TECENTRIQ®) -
[0171]  BEFYERME R Ete i BRI IRy 5 20 AHERAE AT SORR 2 AL - {91
40 Byun % A > (2017) Nat Rev Endocrinol. 13: 195-207 ; La-Beck S A > (2015)

(OPDIVO®) » ff —

Pharmacotherapy.35(10): 963-976 ; Buchbinder Z A > (2016) Am J Clin Oncol.39(1):
98-106 ; Michot 25 A » (2016) EurJ Cancer. 54: 139-148 ; DL} Topalian %5 A > (2016)
Nat Rev Cancer. 16:275-287 -
[0172] A{E—EBE i 5 ZaH - s oo P A B I Al | B — R B S A B i 5 95
il (GEALEDEBR) —lS T 25 - (— R E iy » Bl—TEE AN
AR (FEM BN AEE]) —RE T2l BN R R E R HIGEIE T PD-L1 $1
B (BEWPTREBRE) - (LEBEBIAY LU ETELEEE (TARCEVA®,
Genentech/OSI Pharm.) ~ f#j%5 /2> (VELCADE®, Millennium Pharm.) « 855 %5 « %
BT ARIZETILES - salinosporamide A~ RIEZR > 17-AAG(IE FHTEANZR )~
IRARRE R - FLEH S8 A (LDH-A) ~ %45 8F (FASLODEX®, AstraZeneca) ~ £7
2 (SUTENT®, Pfizer/Sugen) ~ 3HHIE (FEMARA®, Novartis) ~ FHRSRE (B
JE (GLEEVEC®, Novartis) + finasunate (VATALANIB®, Novartis) + B2 /b ] $f

(ELOXATIN®, Sanofi) ~ 5-FU ( 5-GFRMENE ) ~ EHEVUEEERS - TiEEZ (Sirolimus,

BS8H -+ 4k 111 HEEHERE)
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RAPAMUNE?®, Wyeth) ~ FIifi#% /2 (TYKERB®, GSK572016, Glaxo Smith Kline) ~

Lonafamib (SCH 66336) « Z #i1 JE J& (NEXAVAR®, Bayer Labs) « 35 JE& T
(IRESSA®, AstraZeneca) ~ AG1478 ~ fi{LAIEEMZER IR CY TOXAN® BRIGEIERE -
fE e b RS EE W M 26 ~ SEN AT MR AT ML - SIEEE A R ~ RO AR »
FERE R SHEIR ~ JHEL RS RS R - B HER - = J15ER -
= ZHEWEE R - = 2450 (AR R AN = AR E R - B AR (R Rl At
FRAALM R ) - Efetis (EIETREEERAIIERE ) - BEHIE - callystatin -
CC-1065 (EIFEHFTZ5HT ~ RITACHAELIT A G EEY)) ~ BEERE (5
RIERER | AIEERS) ~ B HiR Y EHERE (AEEEMmAEEMmEE) -
BEERIRNZ2EE ~ So-2 5 0E (EFEIEINMREAI S MR ) ~ IRITEEM - RS
THEE S ~ PNIKHES ~ mocetinostat 2651 St T ~ Fafith 5 112 ~ /&4 duocarmycin (1
RO R KW-2189 A1 CB1-TM1 ) ~ FfNZE ~ /KB AER - sarcodictyin ~ JG4R
2~ STPEEENA T B BT - 22507 - IEWRIERE - MESES)T - FRIRWE R - &
ROEHR  EEEEETT  FRE& et FIHEERE BRTHESDT - bk -
FRIBZDEETT ~ St IREEEEE O -REEDT ~ 8IREE - a5 T - =507 - B
HEDTAESEEDT ST RFEENE RER (FROmFEEEEE - FlE
IIFIEEREZE v 11 FIIFIEEE o1l (Angew Chem. Intl. Ed. Engl. 1994,33:183-186) ~
FIRIIAEZR (H4E dynemicin A) -~ "B S TSI AR

DA E R ZCEAERGED G R A RECE ) - iz - B
HZE - fEEE - EEGEN - TREE - EREZE C - carabicin ~ JFATHEE -
IEEEE - OE - IEEZE D - FAEE - IR - 6- 8- 5-F-L-FRi
f%z - ADRIAMYCIN® ( ZZEth2 - WA ZELE - SESW S EILE - 2-1t
I ARZRILEMMASFILE) - LFRLEE - (VRILE - FEILE - RivSEEE -
B RN HEE C - Bt - sEHIEE - BiEEE - B8 E - DIFEE

59 -+ 4k 111 HEEHERE)
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EISEER - =#EER AR  REER R ERE R  REET
FEIM ]  ESREER > DUAEYIRSELIH ZURIS AT - R IENE w8, (5-FU) » TEREH
DPeEdn — FHIERE ~ HH SRS ~ MREEDS - =H il IR DY ISE 0 mEE IR - 6-5
LI~ BRBKIERS ~ biSIENS » IEUE SV RE 0L iR ~ PTFLAEE ~ 6-FURE
REH - PIEITE - SR ERE - LEAKRE - (GEE - #RE - EEEEEE
WN-REER - WL AR - BRbIERS - =0 - WS - S LR EREEORE
BOREs ~ ORFEIE ~ iR B ~ BT RIGEAIne TR ~ BEaEE A EE - BRI OE
H ~ fALBARE - BFRMEYE - Z0VIE ~ bestrabucil ~ EEARRE ~ iz ih) - sk
Wil ~ #hS=mTaE ~ HIYFR - elfomithine ~ (RAEESE - IRIEEER - RIGEE - IR
7 AR - BEEZEE  RTEN - EEARRAYIBIEE RS R MLHRE =
SRICHIR - ARFCIEER - SEIRERS - Rty oE - eI | - EEREST  HEREEA
SERERR - RN 0 2-ZAB - WREM - ZEEESY) (JHS Natural Products,
Eugene, Oreg.) ~ BE4E ~ IREUE ~ PUERIER - 18Es ~ AR, - =ooh
fi ~ 2,22"-=8 =20 - HinflEZEE (FrilE T2 52 - EER A - HHEE
RANMEITEZR) ~ BHAUE - REM: - ZREE - HERER - JRHERE - =
R ER ~ NOLVRNE ~ gacytosine ~ P {EHEE ("Ara-C") ~ BRI ~ ZEEIR
P2 40 » TAXOL (355Mth)& ~ Bristol-Myers Squibb Oncology, Princeton,
N.J.) ~ ABRAXANE® (fiiseZlELfaY) ~ REHUEN B &L DUSHIAFo R E
7 (American Pharmaceutical Partners, Schaumberg, I11.) FITAXOTERE® ( 2% Pttt

4

(]

ZE - doxetaxel ~ Sanofi-Aventis) ~ 7 ] BEE I~ - GEMZAR® ( EPE{E) -~ 6-Hfi
BTSSR ELIENS « RS SR INEARI -8 - R B (VP-
16) ~ BIBWEIERE - SRICERR - REH - NAVELBINE® (R&HE) - FERE -
BIEnt - izl -~ EnfE - 8IS - RISiE (XELODA®) ~ (IR
“CPT-11 ~ $E B FAGHIHIRIRES 2000 - — 45 B 58 (DMFO) - K0

60K -+ 4k 111 HEEHERE)
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sE AR EERE - DAR FUE—THAYEEER F a2V ER - BEATTAEY) -

[0173] (LELSERIEERE ()L EEIHHE SEREIE A E e

BWEE > SRS TR 2 AR ENE (SERM) » EFEFIOMEEE 25

(f1#5 NOLVADEX" ~ {EE M 52 ) ~ BI&ESS - /& &% - iodoxyfene
4-FCEAM BB - fURE S & E S LY 117018 ~ BB E]HEA FARESTON® ({8
BEERATHR 2 ) 5 (i) HIGIAE B R P SRS R AR A 75 R A 55 eI R -
sE B 4(5)-BRIE ~ SECKEF - MEGASE® ( Sl 220 ) ~ AROMASIN® (f{¢
PE3EIH - Pfizer) - tE35IH - JA{EME - RIVISOR™ (fRZE™ME) - FEMARA®™ (#KHh
4 > Novartis ) 1 ARIMIDEX® ( Feff[REH™: » AstraZeneca )  (iii) FUESZE > 55
WaRMREF ~ JEEKRES ~ EERoREr ~ SR B MR i8S ~ Atssahh ~ d ik -
BElE HFCZEME ~ CIGMERD - (%3277 - BAHER - 2=  F4EAR - DR
H R (13- SR EREE LY ) o (v) EEERESHIERE  (v) lFE
PRI © (vi) SEREMZEBE - Rl flH 208 2 5 il A (S5 B iR
FHVERFRENRZEZHEL - 5500140 PKC-o > Ralf f1H-Ras ; (vii) f£0§ > 54
%0 VEGF 2] (B4 » ANGIOZYME®™ ) A1 HER2 iz HIHI/ ; (viii) FEEd
AR EEE 0 4 ALLOVECTIN® - LEUVECTIN® #1 VAXID® -
PROLEUKIN®~rIL-2 > $EE 2 HERG 1 #1175  5%40 LURTOTECAN® - ABARELIX®
rmRH 5 DU (ix) FailE—THAYEEEE B R[BEZAVE ~ BERITTAEY) -

[0174] (L2EEBIECFEHE - 58 WM # 5 i (alemtuzumab)
(Campath) ~ H % B #i (bevacizumab) (AVASTIN®, Genentech) ~ 7§ % & B #i
(cetuximab) (ERBITUX®, Imclone) ~ i & B #{ (panitumumab) (VECTIBIX®,
Amgen) ~ FI|ZEEH (rituximab) (RITUXAN®, Genentech/Biogen Idec) ~ M1 5ZH#E
B i (pertuzumab) (OMNITARG®, 2C4, Genentech) « il % EE 47 (trastuzumab)

(HERCEPTIN®, Genentech) ~ L5 Eifri(tositumomab) (Bexxar, Corixia) flfifa

FO1H - 4k 111 HEEHERE)
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W

s EnEE - 5 2B (gemtuzumab ozogamicin) (MYLOTARG®, Wyeth) - B 5
{E R B HEEH L&Y SR ERIRY 68 T I AR CEARUAS &5 © [
JHER E 1 (apolizumab) ~ ] Z£ ¥k BE i (aselizumab) ~ atlizumab ~ = UC ¥k B fj1
(bapineuzumab) ~ [ 2% ¥F B #i1 (bivatuzumab mertansine) - B It %2 Bk B #
(cantuzumab mertansine) ~ PEFIEREEHT (cedelizumab) ~ EZEREEHT (certolizumab
pegol) ~ cidfusituzumab - cidtuzumab - %g 572 ¥f B i1 (daclizumab) - {(X JE5 &E EE §i
(eculizumab) ~ {(X;EFREET (efalizumab) ~ {XIHEREES (epratuzumab) ~ [EFIZEEHT
(erlizumab) ~ JE4EEREEFT (felvizumab) ~ 75 2 BE BE§{ (fontolizumab) ~ 5 .37
(gemtuzumab ozogamicin) ~ B L ¥ EEE T (inotuzumab ozogamicin) ~ UTE T
(ipilimumab) ~ $i7 H ¥R EE$T (labetuzumab) ~ MRZEEEEHT (lintuzumab) ~ B2 PR ETT
(matuzumab) ~ 3£ J4 ] B H{ (mepolizumab) - E 4 ¥k B H{ (motavizumab) -
motovizumab ~ F fil ¥k B& $7 (natalizumab) - J©& 2 Bk B §1 (nimotuzumab) -
nolovizumab - numavizumab - B ¥ ¥f B Hi (ocrelizumab) ~ B FE Bf B I
(omalizumab) ~ 1H FI| ¥& B8 #1 (palivizumab) ~ M = ¥k B i (pascolizumab) -
pecfusituzumab ~ Y 2 %k B #1 (pectuzumab) ~ 15 52 ¥k B #i1 (pexelizumab) -
ralivizumab ~ FEEREEFT (ranibizumab) ~ reslivizumab ~ I FlJER BT (reslizumab) ~
resyvizumab -~ ZE4EFRET (rovelizumab) ~ B F|EREHT (ruplizumab) ~ PHZEZREEfR
(sibrotuzumab) ~ PHFEREEST (siplizumab) ~ 2 L ERELS (sontuzumab) ~ EHIEREAT
(tacatuzumab tetraxetan) ~ {7 EEREEfA (tadocizumab) ~ i FI[FEEEF (talizumab) ~ F
JEBREESL (tefibazumab) ~ FLEREEFT (tocilizumab) » FLFIEREEST (toralizumab) ~ 75
B H/ & BT (tucotuzumab celmoleukin) ~ tucusituzumab ~ umavizumab - S¥EE
11 (urtoxazumab) ~ {B4F 7E B8 5T (ustekinumab) ~ 4EPHEREEHT (visilizamab) AT H 11
Z-12 (ABT-874/]695, Wyeth Research and Abbott Laboratories) » L 5458 EH &4
LAsATE 1 #-12 p40 EHVEHEA AFIE & 126G A ik -

62H » 4k 111 HEEHERE)
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[0175] (LERGERIEZE S " EGFR G, - Hig4E & EGFR BCLIHAL,
JEE R EGFR H 4 (F AR 1E B R E5EHEE M EEY) - i fl
"EGFR fEHiAl, - IWEESRERRYIERES S EGFR WHREF/ N+ - 456
EGFR HIHi BT (55 MAD 579 (ATCC CRL HB 8506) » MAb 455 (ATCC CRL
HB8507) » MAb 225 (ATCC CRL 8508) » MADb 528 (ATCC CRL 8509) (£ 3EE
ELFI[5% 4,943,533 » Mendelsohn 25 A ) K EHEFEIE > sEar&{E 225 (C225 B
B » ERBUTIX®) FIEREIY A 225 (H225) (£ E WO 96/40210 » Imclone
SystemsInc.) ; IMC-11F8 » H.&524 AR EGFR #5142 (Imclone) ; 454 1T A
Zes#aa EGFR ByfiAe (SEEIEAEE 5,212,290) 5 &&& EGFR B R EAIER &L
Ag - WIEEIE AR 5,891,996 thFTil 5 DL 4h& EGFR HY ARG » 5840 ABX-EGF
5 HE BT (25 W098/50433 » Abgenix/Amgen ) ; EMD 55900 ( Stragliotto &
N 0 Eur J. Cancer 32A:636-640 (1996) ) ; EMD7200 ( EZ¥REEHT) » H BAFHYE
EGFR H Bl EGF # TGF-a - F5: 5 EGFR & & HY A JE & EGFR Hike
(EMD/Merck) ; A EGFR % > HuMax-EGFR (GenMab) ; #% E1.1 ~E2.4 - E2.5 ~
E62-E6.4-~E2.11-E6.3 F1E7.6.3 H{E US 6,235,883 thf#tAy5c 2 Afifa ; MDX-
447 (Medarex Inc) ; DL mAb 806 B A\ J5{E mAb 806 (Johns Z A s J. Biol. Chem.
279(29):30375-30384 (2004) ) - A] AT EGFR figs B4R s A La0 - (¢ Amk
TP ALEEE (2 RAI40 EP659439A2 » Merck Patent GmbH ) - EGFR $5H1 % E1F5
INGS T 5 SRR EEFSE 5,616,582 ~ 5.457.105 ~ 5.475.001 ~ 5,654,307 ~ 5,679,683 ~
6.084.095 ~ 6265410 ~ 6.455,534 ~ 6,521,620 ~ 6,596,726 ~ 6.713 484 ~ 5,770,599 ~
6.140.332 ~ 5,866,572 ~ 6.399.602 ~ 6,344,459 ~ 6.602.863 - 6,391,874 ~ 6,344,455 ~
5,760,041 ~ 6,002,008 1 5,747,498 » LR LI PCT 23 : WO 98/14451 ~ WO
98/50038 ~ WO 99/09016 F1 WO 99/24037 st iI (&%) - $FF B/ NS T EGFR
b m A k5 OSI-774 (CP-358774 » @, /% & [E » TARCEVA® Genentech/OSI

SB63H -+ 4k 111 HEEHERIE)
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Pharmaceuticals ) ; PD 183805 (CI 1033 » 2-PNf&lERE » N-[4-[(3-FB-4-8 A5 &
17| 3-(4-UE AL P 4 B ]-6- IR |- (LY > PlizerInc.) ; ZDI839
IR (IRESSA®) 4-(3°- -4’ F A e )-7- ) G - 6-(3-IE5 AR £ 6 i
Ubf » AstraZeneca ) ; ZM 105180 ( (6-5aFEs-4-(3-FH AR EL -2 EL)-E AN » Zeneca ) 5
BIBX-1382 ( N8-(3-&-4-g -~ %5 )-N2-(1-HH EL-IR g -4- 58-I g f7 [ 5,4-d ] IE-2,8-
— W% > Boehringer Ingelheim ) ; PKI-166 ( (R)-4-[4-[(1-FEE 7, 55 A ]- 1 H-THLIE
[2,3-dIE0E-6-FE] 6T ) 5 (R)-6-(A-ERBHEH)-A-[(1- 555 2. 50) G- TH-IHE 04
[2,3-d]0E0E) ; CL-387785( N-[4-[(3-3 855 1E) S B |-6- MLk £ ]-2- T 1A% ) ; EKB-
=] 4

s
5690 N-[4-[(3- -4~ A ) AL -3- - 7- 2 S -6 A AL ) 2- T

I

R ) (Wyeth) s AG1478 (Pfizer); AG1571 (SU 5271 » Pfizer ) ; #8 EGFR/HER2
Fis R B SEHIRR » SEU0AIIES IE (TYKERB® » GSK572016 B¢ N-[3-Z-4-[(3 &
HRD) B E AR A-6[5[[[2 HH AR A ) £ B | S B | HH AR ]-2- Dk IR A | -4- T e Uk gy ) o
[0176] (LERAHRIEGRE " BEERESESIHE - RS — iR EHY
EGFR $E[m &5 5 /N + HER2 BSRECHEEHIGIR] » 5520 7]1¢E Takeda JEIFHY
TAK165 ; CP-724,714 » H.Jy ErbB2 A7 S S B Sy CI AR BEEE IR ( Pfizer
1 OSI)  {B5eé4hia EGFR {BHIH] HER2 71 EGFR ##Fez4lA —#=aY4 E HER
FITIER] > 3540 EKB-569 (11 Wyeth &5 )  FIIBHE G (GSK572016 » H[{i¢ Glaxo-
SmithKline 75 ) > H &Ik HER2 1 EGFR F &S S5 ; PKI-166 (&
{# Novartis ) ; ;7 HER #IF%| - S50+ E (CI-1033 > Pharmacia) ; Raf-1
SN > sEL0H]{E SIS Pharmaceuticals JE{SHY » f]I5] Raf-1 {5 5REEHY S Z 525
ISIS-5132 ; JF HER $E[=) TK HIFIH] » SE0HEEE BT (GLEEVEC® » H]{E
Glaxo SmithKline 15 ) ; 2 $ I Fg R ELHIGHIHIT] - S50 ETE & E (SUTENT® »
H] {& Pfizer JE1S ) ; VEGF ~Z 88 B§ & B Mg #  & - 38 40 FLfth fL J©
(PTK787/7K222584 » a]{i¢ Novartis/Schering AG J&75) ; MAPK R4 N8 1

o4 - 4k 111 HEEHERE)
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HIHUE] C1-1040 (A]{E Pharmacia J&15 ) © EEMRIRAR > 5540 PD 153035,4-(3-&7%
P BRI 5 DEEIE IR e R 5 e IR o DO e s - 5840 CGP 59326 »
CGP 60261 F1 CGP 62706 ; TrEMsFmemeks » 4-CGREEREL)-TH-MEIE A [2,3-d | IE
B BmR (R > 4.5-8@-s0R R AR )- BB ER) © 2 i EE R 7y
ftyrphostine ; PD-0183805 (Warner-Lamber) ; 45+ ( fl4NEA457E HER B98%
Bedf G HVARLE) - R (SZEIFA5E 5,804,396 )  tryphostin ( 32 [E EF 557
5,804,396 ) ; ZD6474 (AstraZeneca) ; PTK-787 (Novartis/Schering AG) ; ;= HER ]
FI7 > B0 CI-1033 (Pfizer) ; Affinitac (ISIS 3521 ; Isis/Lilly) ; HiERE BB
(GLEEVEC®) ; PKI 166 (Novartis) ; GW2016 (Glaxo SmithKline) ; CI-1033 (Pfizer) ;
EKB-569  (Wyeth) ; Semaxinib  (Pfizer) ; ZD6474  (AstraZeneca) ; PTK-787
(Novartis/Schering AG) ; INC-1C11 (Imclone) » & fH 8 & ( 78 2& &= &) >
RAPAMUNE®) 5 BCa{EfA] AR ot ey © S2EJEA55E 5,804,396
WO 1999/09016 (American Cyanamid) > WO 1998/43960 (American Cyanamid) > WO
1997/38983 (Warner Lambert) » WO 1999/06378 (Warner Lambert) > WO 1999/06396
(Warner Lambert) » WO 1996/30347 (Pfizer, Inc) > WO 1996/33978 (Zeneca) > WO
1996/3397 (Zeneca) K1 WO 1996/33980 (Zeneca) °

[0177] (EENSFREEMEIZERR - HHER ~ POKIIE ~» FoR70E - 37
AR - WIEEER - B - P BEDT  PTRI4E A BR ~ BINERSES ~ & ] ~ =5
{E2h ~ RAWERENS ~ 75 BCG ~ H{XERE (bevacuzimab) ~ HIDZET ~ Seflld
O FUAALE - MUAZERE C e R - AEEE - FUAKRETT ~ JEREE
FEIEES  BERRsHE IR - BB (ibritumomab) ~ TEZR o-2a » THER o-
2b ~ AR ~ AlEBRME ~ EEIEN - RO - BERE ~ REUE - SEIRE
(nofetumomab) » BE S H /2 ~ MR ~ MEORIEELER - B0l - 557950~ &
CEHMEIERES - SRR EE AN BRI  ONUIEEA ~ MR ROAR ~ AT

B65H -+ 4k 111 HEEHERIE)
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YOI TS~ BB - VM-26 ~ 6-TG ~ FEEOKZS ~ SEHEE - ATRA ~ [ISREEE -
PR R~ ISR, - DU EFIRTEERR R TR -
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88K - 111 HERPRRE)
FCP-073073
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b) (HEZACIRS ~ CD8 & ahilsz el E CD8" 4l e » Hipshs
{EHZ20H CD8* 4HBEAYIFEAE
[0280] EHiT5E 37 257k » HA (RIS IS~ CD8 &G HIEl 7 &Y
CD8" iRy 4h & Bk <2 ah &1y CD8™ iRt -
[0281] EHi) % 38 25k Hozad &0y CD8" 4iRER S B A2
sle DA TIRBR TS EER T (PET) RGeS e e B o/
(PET/CT) it

[0282] &N /53 37-39 E—IHZ 7% » Hrfr CD8™ 4iifig/E CD8™ T 4
HE

[0283] EHi /55 37-40 E—IH /57 > Hfr CD8" {2 CD8" Mgk
AHIAE -

[0284]) BN /75 37-41 PHE—IH L A > HP{EHANER T1REY 1 RECGE
FAEF RN AT

[0285] BN /53 37-42 PE—IH LA » HPeg HAEE —EE X -

[0286] BN /743 250k HfeZ iiA@ttiZ CD8 e By eiie T
&4y 1 RAKETE -

[0287) EHi/TFE A3 44 20574 HPEAEFEER 1 £4 K-

[0288) &M /53K 43-45 E—IH L vk » H ez 7AEEZ R 1 5 -

[0289] EHi /53R 37-46 F{E—IH I3k » HpZ )7 AB A InM 24y
30 nM HYEERE -

[0290] B3 37-47 PHE—IH L A HP 2B R NBIEAB R
B -

[0291] & 55 48 2k HJE \BERAEY)E B iR R -

[0292] EHi T 48 255 HfzalEEA o

SB89H -+ 4k 111 HEEHERIE)
FCP-073073
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[0293] EHi /55 37-50 PHE—IH L A » el B BARIE
[0294] EHE % 37-50 PE—IHZ )54 KR 2slE@ A ER Rk
A~ BAEHRT ~ BEEEYIIUTE 25 -
[0295)] —HEFEMIBAREERZal & H e B - il A s s
WIS IEVEZ 57 - A E
a) I EHE 28 28-36 tE—IH 2 4Ei%E 2 CD8 GE e flf Tzald + DK
b) FEMEZEERES < CD8 SSERIEZ 2o E iRk CD8" T dii &5 &
HsE o ZAAHRAZ 238 i fe iz R e sz IR A » SR E
[ HE -
[0296] Ehi/75 53 2k E—FTHEGLITNFER
(o) FEEHRA I ENZ BRI aFN - AIiERA ~ BazBERE T EEN
PG E LT
[0297] —FEEHIEARERZHEHRFER L 77k % EEE
1) BN 73R 28-36 fHE—TH 2461828 2 CD8 Gl T2alE » Lk
1) 55— Hep FT7Ah K o eI E (AR 46 AR 30 . CD8 &5 e BB <2 5 MR
dH#k CD8" T dif. 2455 -
[0298) Ehi /75 55 2k E—FTHEGLITFER
(o) RGN EN REEFERE « AL - s EEEk T2 g H
IEZ IR VRZ B R AR 4 T . CD8' T 4l & & = A L% 55 — IS I %
FEfREARARF ~ CD8' T 4fE -
[0299] —HEEHIEAEBURALREZ RG] « AAEFA « BCREZ EHY
BAHBEZSENEFER kA ZAEE
1) R E T3 28-36 {E—IHZ &R E 2 CD8 S RlEd R e - dHAE
Bk BEEEE R Tz E > Dk

SF90H -+ 4k 111 HEEHERE)
FCP-073073
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1) 55 — e PTG B o ey Pl R (8% A8 AR 3 2 CD8 & = 71 B ek g 4 4%
CD8" T {2 &5 -

[0300] EHiHZE 57 20k HipEiRi s CD8 SallElt Riafk
i~ QO AERREEE AR T - AT S —REEEAR TERER 2 CD8 &
il 2 1% HAEIE T R e ~ diiEsEE « BUREMEEm <Al 0 H A58 R TS
EAERE T R AR - dAIAERAERERE IR -

[0301) EHEHEE 57 2% HpREaRm - iR AT s
FEeEE . CD8 SEa R LA T > Hip B —RER S LR T R e - 41
BEESRIERE 2 18 I PR CD8 &5 & 2 1% » A H H A28 —HSRIBLZ
TEFE— I REIBE 1% -

[0302] EHi/53E 53-54 F1 56-59 {E—IH 2 F7k » HAi i e mfL

ZEAH ©

[0303] &% 60 2474 » HpREaiBEsl PDLL Jifg - §1 PD1
fiAZ ~ P TIGIT $ifg ~ TIGIT #55TA ~ £T CSF-1R Jifg ~ §T CSF-1R & 51A ~ T
CEA f/i#2 ~ JT CEA 5 PTH ~ HT CTLA4 7% ~ CTLA4 3EHTH] ~ 1 OX40 Fifs
B OX40 fresieh] -

[0304] EhEHZE 61 257k - Hi 6 RliE i PD-L1 ifs -

(0305 & H2E 62 257k » Hrfrdii PD-L1 HiAeE IR R R -

[0306] EHi/75E 62 5k 63 2574 » Hfrdi PD-L1 G —fEsi X idEia
BEl =T -

[0307) B AR 64 2L Hb—s X EHEE TARCEVA® (JE/%
5T (erlotinib) ) ~ ZELBORAF® (4:ZEJET (vemurafenib)) ~ GAZYVA® (L
¥R BT (obinutuzumab) ) ~ AVASTIN® ( H % EE#¢ (bevacizumab) ) ~ COTELLIC®

( & L% & (cobimetinib) ) ~ ZELBORAF® ( 4t ZE JE J©& (vemurafenib) ) F1

FITH » £ 111 HEEHERE)
FCP-073073
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COTELLIC® (ZEEE T (cobimetinib) ) -~ ALECENSA® ( 425 T (alectinib) ) ~
KADCYLA® ( [ -l 9% ¥ B $1 B i ¥ (ado-trastuzumab emtansine) )
HERCEPTIN® ( gl % Bf B #1 (trastuzumab)) -~ PERIETA® ( fH %% Ef B 71
(pertuzumab) ) ~ 4L+ EREEHT (polatuzumab) ~ IFN-a ~ $i1 CD40 | ~ #i1 OX40 §1i
fig ~ OX40 {55 ~ $it CSF-1R JifS ~ HTLCEAHAS ~ IDO HIFIE] ~ =i TIGIT 71

ﬁ% o

[0308) i /528 60 2 J5i% » H s ARl 2 4= -

[0309] EJi /72 66 2 )% » HA4H &2 L2 ~ ETRENUE L 102
IL15 BaE TS 2 ILLS -

[0310] EJi 558 60 2 )% » Hir R e R 2R 2 M4 & CD3 Ay

RUHUREE S 77

[0311] EJE 55 60 2 )% » R aRmlE s 2M4EE CDI6 fyEE
FrRETURGS ST -

[0312] EJi 528 68 5L 69 )ik » Hi s R FAE & 02 hiis sl

HpiRsS =R E -
[0313] EhEHZE 69 B 70 2k » H i RIS & o T RS

}

% CD16A -
[0314] & 55 60 257k » Hr i GfelE B el e s -
(0315 EHEHEE 72 2745 > H R amm e eZediieE (bR sdeze
dMAEE =T -
[0316] & /52 53-54 F1 56-59 PE—IHLJ57A - HAEEER SR T
ZEAE
[0317) EhEHEE 74 2057 HEERE s A BEEER (PCV) -
[0318) & /52 53-54 A1 56-59 PE—IH.LJ57% - HAgdiEseAik T

F92H -+ 4k 111 HEEHERE)
FCP-073073

114101659 FEESE A0101 1142002466-0
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Tt -
[0319) EFiE/HEE 76 2 5% » HrPLIREEA R CAR-T SUHF SR B T
4 -

[0320] TS EHRRRERRA - AT - BB YIIUE 2RREY 25
EH R RTINS EVERT A - ZARE
a) I EHE 28 28-36 tE—IH 2 4Ei%E 2 CD8 GE e flf Tzald + DK
b) EMEZEERESE < CD8 SSEHIEZ 2o & BRdak CD8" T difi &5 &
HsE o ZAAMIRAZ 2508 1 fe H R e R R SE -
[0321] EHTFE T8 2k E—FTHEGLITNFER
(o) KB ERZ R AFRIR T EENEEE %25 E -
[0322] EEAEH B RERA  BEE R A YD E L RIRR Az &
HVBRIEHEERY 37 > &2 7EEE ¢
a) KFE N /T 3% 28-36 fE—IH 2 &EARE 2 CD8 (el T zal# » LIk
b) £S5 — el RSN SE IR (MRS 2 CD8 S RilH 2 s &0y R
@hrEy CD8' T 4RI & - H 2k B SR —HRpfalh A1 S5 B fERAHY CD8™ T 4HiAE
HYIEID > RIFERRIEEREGAE ~ BHEET - B0 EYIiE TRFEER -
[0323] Ehi)75 80 2k » E—FTHGLITNFE
(o) FEERA BN REDEREI Tz 2ol g - e s e &
AT 2 CD8" T MAEE S EH LR — R ElRh L B s 2 CD8" T 4
HiE -
[0324] BEHIEAEEUEAEREZ REEHFRIEYEH B R RA - BiEk
fr ~ BB TR e A B Y A AR E
1) R E 2 28-36 FE—TH 2 &EARE 2 CD8 &h oI Bl i e e —ifL i
TrzaE 0 UK

SF93H -+ 4k 111 HEEHERE)
FCP-073073
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1) 55— PTG R o ey Pl R (8% A8 AR 3k 2 CD8 & e 71| B RR I 4H 4
CD8" T {2 &5 -

[0325] EhJs5E 82 25k » HpakiZi « CD8 & &t o afehl] <
Hi% P Horh 55— A R B ASHEEL > CD8 &5 &8 18 H A& T i e > A
A HH A SR R RTR I T o AR 2 1% o

[0326] ‘EJE 55 82 Z 7k > Hh i SRl <R sk < CD8 S5 5.2
AT HAsE—IFERM I T R BRI 18 DU 4828 . CD8 &l
Zi% o A H AR T R S — B R L 1R

[0327] EHi/T3E 53-84 PE—IH 57 Hop &GRS 2 CD8 &5
FlER et & HY CD8' T AAEAYAES & BLfERs el & Hy CD8™ T AR -

[0328) ‘EhEHZE 85 Z ik » HkezatEny CD8" T 4k afEhe
ZaE FETIEE TR EE R (PET) frihsh & 3B i i Bk
Br/g (PET/CT) {1k -

[0329] ‘EHi /55 53-86 HE—IH L i iE—F B G HE KRS 2 CD8
SO BIERER G 48 /NEF N ETT S — kBt (140 > PET ~ SPECT B

) -
[0330] B/ 5577 1 80-87 SfE—TE i3 » Horb Tt MR 5
14

[0331] i e aReml ekt S e MEERR VG B E VIR IR Z
% HAE
a) (EEHBENZAEHRERREMEYREAS > SRS R
VAR SERY 2508 R S B R G R LR R 25
b) IHTEN AR RER LB R E VRS A K e I e R A7 6
GRS EMEVRSEA - DIk

F94H - 4k 111 HEHERE)
FCP-073073
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o) $&E B AR SIEMERZs E BRI B Y E b - RN E
FEFO IS 73R 28-36 tP{E—TH L &EARER 2 CD8 S HIEdsz <7 ol & HI Rl
ey CD8' T diifEvsS &2k - I H H &S Sy AR A2 5 i s iz
TR o

[0332] EHi/T5E 89 2 ik #E— P EESRRANMAEYRRHEEY) > K
BE PR R a R S e AR RIS B YT Rk -

[0333] BN /55 89 5 90 257 » KB MEdi PD-1 Hi%G -

[0334] EHi/T75E 89 B 90 2574 » H a2t PD-L1 §ifg

[0335) & HEE 92 257k » Hrdi PD-L1 HiAeE IR eR R -

[0336] &= > HESEHTZ 28-36 P{E—IH 2 &1 2 CD8 &G -

[0337] EiffeliRs s CD8 T HIHy 7% - HEaRESH gt

=1
2% 1-19 tf{E—TH. > CD8 454 7HY VHH s L DU At SLlingg » DUR ez SLaips

107

at

HlEE BF IR Linss &L UR At 481EeE . CD8 454 » Hi ey
e O Iw=x7/
O 0

OLOH HO ° 0 -

(0338 EHEHEE 95 2k Hft—fEs s LR L aVRIEE
EHEER e binsh SV o

[0339) Ehi % 96 2k Hip—f S ERE LR LeEEER
BA/E N-£ A O =B

[0340] ZEP2lm| > HAEEE /52 1-19 f 28-36 {E—IH2 CD8 &EEy

SF9SH -+ 4k 111 HEEHERE)
FCP-073073
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il - A —fEE AR S R b -
[0341] EhE 55 98 ZE&epBdh| - Hh—fs S i s bR L e e E
B/ B N-L B e = . -

[0342] EJE 52 98 B 99 2 Ee IR - if— B Al S sHA BN -

gl
(0343] EAI1 - GIASE CD8 79 VHH FIFT Iz
[0344] $i CD8 VHH HISSERAIHH i

(03451 FARREGURFEVE—fERESMEE - Bl C K hFc £25CHY CD8a
~Z2fa (CD8a-Fe) =t C KimsH A MIECHYEFEEH - Hp CD8a &€ M b1
(CD8af-His) £ CD8B gl - 411 Ghahroudi Z£ A\ > FEBS 1997 At TAEAE SR T
HE (A2 R EEEN576,015,695) - (EAFERE RT-PCR J57% > = VHH &=
sfeE o R e PE RV RIS T - DU R S S © 28R ] CD8ap-
His B¢ CD8a-Fo » DIAFEIRYRIE - ik A RAR R S B R SR 31 T265 T
AR YNEEE o fF = EmA0VUSREETE 212 o FEM ELISA RAB(E 0 A se FE I 41T
Sanger HIfF °

[0346] 554b - #&m7 SPR HETEATEERERY VHH FTAG ¥ A (huCD8a-Fe) F1&
FEIRs (cynoCDB8a-Fo) CD8 HYSH AN ) » Rl » 2C8.1-H (fEA R A
Fy T wi2C8 | ) LB 2 HRRAN 330 51 huCD8+ HPBALL dliffi4d & (& 3) -

[0347] VHH seE2Ed1h

[0348] TewiE A/ &S ERVERI Y fE 2 A C Rlin His fEACHIHFLE)
VIR EAG TP FREE - BfgkEEHY VHH TR 4L © Ni Sepharose excel 40 ZB21T
SLHYEE H'E 4l (LA (GE Healthcare) - AR I TRGTRHFIH (23874 (SEC)  MEHTERC
HY VHH tA£ e FL Ef)aRE 7 - SHARECHY VHH B TEET3CiR &l (SPAE)
S EHE H AR (GORE) » 2R #E(T SEC -

96K -+ 4k 111 HEEHERIE)
FCP-073073
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[0349] SPR FHH

[0350] #&Eskim ek TRtk (SPR) i E&iE VHH SREH A (BE
B gE huCD8w/huCD8B-Fe¢ ) FIEEEME ( BEE EHH cynoCD8u/cynoCD8B-Fc) HY
sEEFRF T - (£ HBS-P+ (GE Healthcare) #1745 {# %] - 1+ Biacore T200 (GE
Healthcare) |t 37°CN#1T SPR Hha o (£ H#i HulgGl Fe il &4 (GE
Healthcare) fijj& 1.5p g/mL B CD8aB-Fc » 37 2L 100p L/min BY57 28 BE88 VHH {E
Bt inzZlER T o B 100-0nM BFRFE 5 B E VHH - BHE R ESE
&% 1:1 Langmuir 8 I E B IE2 280 > B1FE Kb ~ Kon M Korr ©

[0351] CDS8" 4

[0352] &F¥f huCD8+ HPBALL g (2 CD8 Wy A T 4 = M
%) (DSMZ, Germany) » #&M1 FACS 22 ~ Si{bAERBEEE C Kl hulgGl Fe @
EHYELH VHH - EFERE ATCC AR ARSI (HEK) {FEfJE CD8 ezt
BRAHRE & - AEMHTEA 10% viv BEAFIUE AT 1% viv S EER-##EER (Thermo Fisher
Scientific) #Y 100 pL RPMI & EHYFEALE | > &Y 300,000 {EAHAEREAELTEE 96
FLAR T © A 1gG Fe miEHY VHH SR AGEURE By 10ug/mL HYAHAEAE 37°C T
A 60 oy o FEREIREEEHY VHH » IiAE 37°C LA 7.5 png/mL BRI [H 4
A HAR T ALEXA FLUOR® 647 (1=E#7 A IgG Fe $if& (Jackson Immuno Research,
Inc.) 5748 60 77 3& - ZA1& I 0.5% 4-1IUF 5 & H BV ER 42 E8/K (pH 7.4)
AR R - Sl 28 FACSCalibur jfi =CAHIAE S (BD Biosciences) #1774 © —
FR 7 AR A < TR E B A CD8a & & HY VUSRS HY OKT8-Fo F{ERZ ¥ -

[0353] &&5URHRE 3 1 HERHH 2C8 VHH-Fe BAHL OKT8-Fe HHEHY
FRADJIAIES HPBALL dHAURVSS & ©

[0354] B4 PBMC Hy&EE

[0355] #Ef% 2C8 VHH #f7¥ A 2 MAIHHE PBMC ARy #—F FACS

FITH » 4k 111 HEEHERE)
FCP-073073
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o3t © VHH 2222 By His #ERCAY RS - W B2 H ALEXA FLUOR™ 647 {35, -

[0356] M&IME L @ M NEEKE 4 @R HIEE (Health center,
Genentech) Ry MIRA - WA AT 30 Srs##ETRE o HNEEREE
PR ImL A LIRS E R G - M AEZEAT(E A 4mL A T4 MNE M BEAZAHAE
(PBMC) J3# (Ficoll-Paque 77) - Ryt RIERF R4S » 2 Mmel PBMC IR
B 0 &2 515 1000 uL 57 107 {E4HAEA 20 L FeR EEAM: A M (Miltenyi
Biotech) #E{T4y(h « ¥ 100 uL £k 5x10* PBMC 43HCE] 96 SEFLIR B LUETTTR
T ARE T - SRR 2 PUAS EARIE BERGHY /5 2% (Thermo Fisher Scientific)
7 48 EDC-NHS 41E AL ALEXA FLUOR® 647 (AF647) Zufslfy JLai L FH Y

[0357] #% OKT8-AF647 B VHH-AF647 #5842 (20 ng/mL) ~ §ii CD14
VioBlue (Miltenyi Biotech; 1/25) ~ $1 CD16 PerCP Cy5.5 (Becton-Dickinson; 1/200)
1 CD4 VioBright-FITC (Miltenyi Biotech; 1/50) ~ $i1 CD3 APC-Vio770 (Miltenyi
Biotech; 1/50) {E B FURHUASR GYHEZR NN 10 7368 - MG R AL 2mL 4T
AMAEAER (Becton Dickinson) B > JeomRE & HHEZR MRE 10 7758 - 28 &L
1500rpm s 5 5788 o KPR EERIE - KU PBS 1X, BSA 0.5% Jeifk - 7%
£ MacsQuant 10 43472 (Miltenyi Biotech) F3#E{THEEE o

[0358) B i (FATATNNZLMAERIN » EHEIEIEY )7 28 E AR IS PBMC 5ufes

[0359] 4 BUREA 2 MmAiEfAry4ER - OKTS8 A1 2C8 VHH /Rl
PIHYA R - AfE CD8' T JHAEHYGEAY (AT CD3- JHAY (a0 - NK 4HfE) HI(E
KPR - PBMC BoARYE RIS T HHDIRYEER - 2C8 VHH (84 M (HEE
ZIZAHEZAAE) 1 PBMC (HEESEZAME) iy CD3"CD8" T 4ifEFSZE
El4g e - (EMEEE ¥ A CD8 By -

[0360] &EfERE

[0361] & r#EE CD8a | 2C8 RYFRAL - #EE 1 EARI R 3G CD8oa 45

SF98H -+ 4k 111 HEEHERIE)
FCP-073073
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Bl 2C8 HySLAGsEtE (8 5) - 2C8 &hié& CD8a HYTHRNI 4l Arg25 ~ Lysd2
GIn44 ~ Val45 ~ Leud6 ~ Leud7 ~ Serd8 ~ Pro50 ~ Thr51 ~ Ser52 ~ GIn75 ~ Arg93 ~
Leu94 ~ Gly95 ~ Asp96 A1 Thr97 - 1555 CD8a Fa Bl T B A1 At A4 H i 2C8
Ay —(E B (B R A LT 4.5 A N » SRR RS MHCI $5&HY/NE CD8of
GG RIIEE (Wang F A > J Immunol 2009) -

[0362] #EH VHH CDR HY NH SR HRRAT /75

[0363] A —{ = RARHIEL PEG (LRYEL T » #HY CD8+
AMAEAYEBUEAT > 585 2C8 RYFIAEIAI IR B me(EHY - 40 Rashidian A - JEM
2017 FRATHL - By 1SR ECCERRATIRY 2C8 tREYZESE - Fff1¥ 2C8 #Y CDR #

7 NNK Z#% > 40 Koenig Z A » JBC 2015 F1HHL -

[0364] FHIS .2 426k 7 CDRNNK fRftS(E - Hp &SRt ai
{[Ezes » i H B0 EEAE VHH Y& CDR L Bk Bl & FrA 20 {EiE AR < K
8% I ve P NG R B AS T - M DA (KA R BRI IE A e AR [ CD8o-hFe 7
1775 T ERlR e A EEE - (EOTASCEEANSE 3 fm SRRy SOty VHH 3 > AT T
—{UHIF (NGS) - {1 MiSeq (lllumina) {5 {EHIE HY DNA #5E1 E#(T NGS
BB 3 ImEHER (R EHVFHRPR AR B P EE R BH R K E B 5
tE -

[0365] fr¥f NGS &RHYITR - FfTEZEER] A99G 1 A100fD 58FUE
5 o BURATIEMLL - BA A99G A1 A100fD Ze8 17 2C8 RYZE £ KA T 1iE =
471015 -

[0366)] 2C8 Ay AJR1L

(03671 FfTiZ& 4k CDR (30-35 (HI) ~ 50-65 (H2) A1 94-102 (H3)) AE ]
IGHV3-23*04 _EZfefd 2C8 NJRAL - 2KE SEERIBTH TR A Bt 8 H B H £ 5
WLE - BFMEERTE T 75 FEEEE (F37 - R45 - G47H1L49) » HiE

SF99H -+ 4k 111 HEEHERIE)
FCP-073073
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B4R VHH BYsS & ~ T E VAT AV REE RO FRRY » £ SPR RfEE - FfikEE
[EFE S71 R V78 et BRIl e =i sd & - NIR(ER - BEATAE
H A B R R BRI RE - BRMTESFIFRES A GilENESIEE =

(%1 Henry Z A > PLoS One 2016 AT ) T e /AL H 1 REN AHY
TR ZAMTEAERA: - BERA ] REEI IR A S RETRY VHH 725
IS o FAME L49 52 R— TS IRAVEE: - 2R Ry Ala (L49A) 1% > TFIERE
FIEMER ARG LR - VHH [BUCRAKES (£3) -

FK3ZEL A RISEC #{EE#LEH VHH FIER

rebE 7 (30 mL Expi293
FEFHI mg)

Hu2C8 0.256

Hu2C8.149A |2.493

[0368] BUVEETESLEEAERT ADA &GS
[0369] “emiAR VHH WVEEREE CE R ERERNE A F LT
VHH #7188 [Cordy Z£ A > Clin Exp Immunol 2015 ; Holland Z A - J Clin Immunol

2013 ; Papadopoulos Z A+ Cancer Chemother Pharmacol 2015] - Ff95%5 7 VHH
S A PR e (FAERY DT VHH FiGRVEE & > 5 IA T T{EBZR2E5% (V8IT ~ T110Q ~
S112Q A1 A114 73540 LUBEEER 5 7R S (A1 HUFi AR 4 S AEBRARY e -

[0370] 7% 71T VHH §i 2885 aa e - i VHH 25825541 PBS fh L1 2p
g/mL ZRA4E Maxisorp My _F > 7£ 4°C T 315 - FI PBS +0.5% BSA +0.1% Tween20
(PBSBT) il - SliAt 25°C T 2% BSA EIEF 2 /NI - 2k H 96 {idlA[E) R
TRREEHI(E R IIBERALL 1:50 7k - LA EEEE 25°C T B VHH EHifIZE L
—HORE 1-2 /N © JEilR(& - AF 25°C NEBZEBINIIEA Fo {21 HRP 2°471
A5 (1:10,000) F5748 30 7r8% - A PBSBT J&ifki% - F TMB RV EERS 10 778

SF100H - 3£ 111 HEEPRHAS)
FCP-073073
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WA 650nm FEAEM] -

[0371] <0[E 6 A - HEZRZEEIHPR 7 H1 CD8 VHH EAfE 96 ([ {5
HESEAVTALFERYET VHH PiigRI&E & -

[0372]

NFEFfE(EFRE (v130 ~ v142 71 v144)

GERRI S > FFFHSE S R AR ER#E CD8o 58 IS = HY
o [& 1 A% 4 8ot VHH 5ef

IR R G A1) o
ZZ4VHH 73l
Pl CDR1 CDR2 CDR3 VHH
DYAIG SEQ ID
CIRIFDRHTYSADSVKG | GSFWACTRPEGAMDY
2C8 (SEQ ID NO:1
(SEQ ID NO:8) (SEQ ID NO:10)
NO:6)
DYAIG SEQ ID
CIRIFDRHTYYADSVKG | GSFFGCTRPEGDMDY
2C8v130 (SEQ ID NO:2
(SEQ ID NO:9) (SEQ ID NO:11)
NO:6)
DYVIG SEQ ID
CIRIFDRHTYYADSVKG | GSFFGCTRPEGDMDY
2C8v142 (SEQ ID NO:3
(SEQ ID NO:9) (SEQ ID NO:11)
NO:7)
DYAIG SEQ ID
CIRIFDRHTYYADSVKG | GSFWGCTRPEGDMDY
2C8v144 (SEQ ID NO:4
(SEQ ID NO:9) (SEQ ID NO:12)
NO:6)
[0373) &5 F16 93 RIEE~A0FEH SPR HIER 2C8v142 F12C8v144 Hi af

AT

1 2C8v144 FHEL » 2C8v142 w[#4E CDR3 ha& WISF 28

2C8v144 fHEE > 2C8v142 fERFEN /K FRVBRI A BN AL -
7 52C8v142 AN BETIGE CD8oP HIBIHILTT

° 2C8v144 Hf AR CD8o B ST » il H AREEZRAR AR

B

Kon (1/M*s)

Kosr (1/5)

Kb (pM)

AZEH CD8uf

1.34e7

1.76e-3

131.7

FCP-073073

114101659 FEESE A0101

FI01H - 3£ 111 HEYRHAS)

1142002466-0



202519557

R CD8p

1.09e7

3.7e-3

344.1

7 62C8v144 FIAFIR BTG CDS oBLIBTHILTT

114101659

Kon (1/M*s) Korr (1/3) Kp (pM)
AJH CD8af 1.7e7 8.448e-4 49.7
BEHRIE CD8aB | 1.39¢7 1.9¢-3 136.6
[0374] ¥ T HRETIRERNE

[0375] B &k 2C8 VHH 454 % CD8" T 4AUIEEAVB 22 » el
I 2C8.v130 HYFEAE (T TREAM T dliREbg 4 AE -

[0376] FEME < @ KK B = ARG EHIH i 78Ry PBMC 11 PBS
IX 500 - AR DR AT 10x10° {EAHAEEE AL PBS1X H « IRINAEERS
TERVH R B R P B Y R IR no s (CFSE) 2.5 uM T{EA/R (Molecular
Probe) » ZAMBALZR NRE 5 o784 o EMBIANAN 9 RSTEHY RPMI - 109 FBS 24 1k
&k > ZA1% LA 1500rpm BlELy 5 778 o (L AHREET80F073 Bie < /1T » A RPMI~ 1096 FBS
B AT RS M -

[0377] 7K 100,000 {E4% CFSE {54 ~ 4HRHEAE L EIE 96 FLiF » DA
{ER7 0.2 pg/mL HY#L CD3 (Becton Dickinson » THERMRHYAR ) NI FHrERRAIHEY 1
ng/mL BY$H1 CD28 5% 0.4 pg/mL HYEHRE & EKE T Z B (SEB) ( TruCulture
& » Myriad RBM) ZKAETT ZARRISL - HHA LR MR - £ 500,000 {iH4E CFSE
B AHREREEE][EIE 96 FLAR o dEEEEFLHIAID 2 ng/mL /Y CEF fAJE
(Mabtech) - f 10 ng/mLASZ#E ( "LPS, - Sigma) H{E/eRMADE{LEISE -
HBREREA (RPMI, 10% FBS) AfEfa ML - 1% - WA GRS — =15
STHDPBS 1X,2C8v130 VHH ( 1p g/mL A1 10p g/mL BAGERE ) B¢ Lys2 VHH (10p
g/mL) {E R0 A ACAE Ry 200p L/AL - 8 Lys2 VHH &5&7AREG - I HAE

F102H - 3£ 111 HEYRHAS)
FCP-073073

FEESE A0101

1142002466-0



202519557

De Genst Z£ A_» JBC 2005 HHfl -
[0378) 534b - & 7 EHEMEEREY A y+¥ VHH & &/ HIaVE 2
A EATHY FBS By 10% HYEREMEE - M2ARBEESR 0.4p g/ml {Y
SEB ° f£3 M2 Al > R 37°C TRE S K °
[0379) fEtREELME > bR FIETR - WA PBS 1X 00— - iAA0 100
uL PR o] [E 2 S TR (Live Dead Aqua, ThermoFischer) » it H R &HAEAE
4°C B 15 578% - #R1&F PBS ~ 0.5% BSA ik » &1 CD4 APC-Vio770
(Miltenyi Biotech; 1/50) ~ #ii CD3 Pacific Blue (Becton Dickinson; 1/100) ~ $7i CD8a.
APC (Becton Dickinson; 1/100) EYTEE S HiASE SV IR BT < itdHiEfEK
A 20 778 > A& H MacsQuant 10 (Miltenyi Biotech) #17T PBS AT =\
AR AT o
[0380] TA-TE BmnAEE (10p g/mL) BUE{f (1p g/ml) sATREEHY
2C8.v130 ~ EERE (10pn g/mL) BYFE CD8 454 VHH (Lys2) 5¢ PBS (&) (AT
TEEAZE CFSE 1242 A PBMCs (n=3) #E{THVEAEMEREER < LA RIFHY
BT (8L B 7A) - fERTARRY =(HiHME & - 2C8.v130 1 Lys2-VHH
B GRS T E - BERARINGESA 4SS CD8” 4y VHH A St
JEFFEM: T 4HREECE - (81 CD3/CD28 Lk HI% (18 7B) - ArAEME &1
& iRy CD8" T A A (25> CFSE AR 909 ) - I AN 2C8.v130
2 Lys2 VHH #f T AifTE /2 A 28 - #@8HFE SEB &% 1 MHC-IL 1 TCR Zf&
HY2ZEsE - (B2 P AIRSE & (R IN SEB A g2 ey I A 2R (i
7> CFSEARHY 15% ) - 240 » B EEEIRIEE - £ AR TR R FBEZ R
(E7C) - Ry JiEEEHE ZHYEH MHC-I/TCR/CDS $&&1)2:81 - {1/ CEF fikfE
AE{E TCR i 22tE CD8' T 4Hiff - 2480 » JHIGHYIRNE &5 n[{EHIEY S :
CD8" T 4Hiff » N Rt AR IR RBUS B AR ([B 7D) M- B8 E 1~ VHH

F103H - 3£ 111 HEYRHAS)
FCP-073073

114101659 FEESE A0101 1142002466-0
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AR S AR - DUMEEIRY T =0 - AE B AN B TLRA ilget% (LPS fikfF) &
ASHN VHH B AR ZZ 23 T 4t 4 (B 7E) -

[0381] 8A-8D LEE: LA 109 FBS B¢ H RS TRl & M A F f i a AHyhY
AHTERVAE SR - HRSTHIE M ALE PBMC 7 2 FIERS - G H AT 400
JE HR DA A2 BB Gk « AR ARV T » IR A IR & - /E(EH 109 FBS
AR HEREE MR ER  FREERER (B 8AN8B) - Kt » f£7]
BMENIMABERFHIEAL T - VHH A gehdd s s T g4 -

[0382) E&FAI2 : PRk EErHT 2C8vi44 VHH BIFFEE

[0383) 2C8 VHH HyiEH

[0384] &SR 7RI N AEZE RESCA (ZZ4VRAVEEEH]) &
Bfi’y VHH 1 "*F-AIF-RESCA &gy VHH (&% "F #§& VHH 1 F $ii CD8

VHH) #y%4%2 (Cleeren F. Z A > Nature Protocols 13, 2330-2347 (2018)) < 7R{3
P RESCA HAF (I) ALEEEEHE - RIS < @ 1L ZEEINER J BL R B 2R = A A
N-Z BB e A AR R AT S ES B - 1 RESCA JL#ERY VHH AN INE]*F & (L789
BEYH o (ERAREBAACRERSY) » ERE T VHH VE(LESR - ZIREH
AR HERE « BRI ~ N- £ A (o m B R S S SU R G AR T o (F Ry
e PRk I 0 % (T /K S B R T 4B 1 o (T4 72 1 4H S e B 4% T pHL LR
& > DARR#I *F-AIF {i RESCA HYfig 4 - 17538 SE-HPLC HIE R8¢ E I E X
BERE - EREERRETHEEAIE - GE# SE-HPLC f1 SPR JAIEIZELE S
(R IEMEAR Sy » RIERTE) -

[0385] DL40-60% A LEERE CRERRIE) E{F{HH 2C8v145 VHH
i 15F $$HE VHH RIS R 2C8v144 19 '°F $7i CD8 VHH - 4% YR AItLIEE
#ilE Fy 3.0-8.0 Ci/pmol > R LEB4HFEREME 959 » if ¥ *F it CD8 VHH » %#
e S WESR o8t 9496 -

F104H - 3£ 111 HEYERHAS)
FCP-073073
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[0386] A AF(aisme s dVsRe » 1 CD8 VHH Bl M X TE Y
SLEp T BB —(EE (H VHH IR E (FEaRl) fVR(L - BEE CDS &iahs
FEAE o A LB MR TR » SR BRI A SR 4% R - i I I R LB B &)

(FEMERMA/E N-Z B EEEE ) - TPUR/) VHH BEAVAAL - (Eimies
LHEEMVEAEIEE; 2 $ CD8 VHH HYEE -

[0387)] /N H#kE CDS' [EREEEMSEYIH PET i

[0388) iEiE{r/NeE i TS CD8+ MR RMEMALYIAY PET Hifg > &F
fit 7 1°F $i CD8 VHH Wy E S E 8 RedE -

[0389] f&M= @ K HPBALL (% CD8 Ay A T 4T My 4HAE %
(DSMZ, Germany) ) ¥i Daudi (}87 CD8 iy M HEJRE4RRT £ (DSMZ, Germany) )
PAARFEIEEBLR G » DAEA CD8 RS FRYRGHER - LIFEfEA °F 1 CD8 VHH
T PET Hifg - B = > » et CB17.SCID b /NEEAY HBSS:matrigel 50:50 J&
G AT 1000 E{EAATE B K T SRR e {I B - — BB/ NEFILY
400mm’ » {FEEHEEAFARG B EST '°F 1. CD8 VHH - 11 Inveon PET/ & fSER /&
(CT) $&##(% (Siemens Preclinical Solutions, Inc.) 37T 60 43$&B8E PET §7H -

[0390] 5 T sF(H58RK PET i CD8 K& » (/N R VIR T ik &R -
AR BLEREHT 22 > [ gentleMACS Octo Dissociator (Miltenyi Biotec) ¥
it - AR R FTSHVABRER 2 R0E 8 70 um AHATEIEES (Coming) DAL R GRS «
AR IR N A T 5 T8 - 10 HAE 100 uL RPMIBEEAATFAE T > KF 300,000 {F
{HREEEAEAC BT 96 FLIRT - G4HAEAT 20nM Y ALEXA FLUOR® 647 tE50HY
OKT8 #7i CD8 #iif8 (60 73§ » 4°C) DLK Sytox 5 EasE4At e (15 734 - 4°C)
(Thermo Fisher Scientific) F4f « FelR4HAf » 74127548 FACS Calibur i A 4HARAE
M LAREERERE T CD8* 4RAfEY 1T 43 B -

[0391] 40 9 Ao > ¥F $1 CD8 VHH 7#FLAEZE 10% CD8" HPBALL

FI05H - 3£ 111 HEYRHAS)
FCP-073073

114101659 FEESE A0101 1142002466-0
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GIRUER PET Wi B2 o6k CD8* FERE4INE - SEFUBRIE » PET HRA (%
ID/g) B CD8' HPBALL 4HAMEE > Ffr{c BEEATRHRAME « HHSEATRY FAC %
s » f3HEH(E HPBALL 4HHZE 547 55,000-85,000 {F CD8 5 FHH » fiEHAE
& CDS8" T 4Hp.E. A 200,000-300,000 {[f CD8 73F#H - ¥F $if CD8 VHH Z&E,

HIEBIG > HAT LU RS REAIAE_F KT (49 1-30nM TBEE ) 9 CD8 i -

[0392] /NEME TALLI FRRIRAEMIEY PET R

[0393] '8F 4 CD8 VHH #1%Zr B8 ( TOA , ) 1 CD8 188 (2. -
RSB A SR WO2019/033043A2 ) A/ TALL 1 PRI S AdRS 1)
Bf& © TALLI (% CD8 F2 (1 MIm4MA 2 « B SEAie FACS 8708 » (&3
TALL1 #HfEE. %Y 12,000-15,000 {# CD8 75+ H -

[0394) E§fi= - ¥iEM: CB17.SCID.bg /NeGAY HBSS:matrigel 50:50 S8
Gy 1000 E{E TALL 4HROR NRAEFIE MR - — BiERE K/NETLY
400m3 - FLAFEY) 7 4HHETT PET i o B T ¥Zr-OA $ii CD8 HifSHEETHS: -
EHHEFIRE B E TS - WAESE 0~ 1~ 2 70 5 RIETHFRE PET f7fd - &7
3 18F #ii CD8 VHH #{Til % - &R BT LS - WG AR — BT
60 7858 PET R -

[0395) {#F IRW &¢E2 (Siemens Preclinical Solutions, Inc.) £E4B4%A95%
e PR _EAEET TR EAESL (ROD) HIE - BUE 1 REE RS 1 cc T > Al
Dl s 25T EIEATE 73 LE (% ID/g) MIE S5 BB E=BIIEETHEE -

[0396] 'F #ii CD8 VHH fnaFft 1 /NIFAI PR BT (i CD8 227 TALLI
A GRS - A0 10 P - {2E691% 90 srf8(% » b DUBAE o] (L7 CD8
iy TALL1 EFESATRERE - A2ERL 1 14 AV IEE-MURLEE - A 'F 1 CD8 VHH
VR ] ATE 0.5-4 /NEFINSERK © FHEEZ T > ¥Zr-OA $ii CD8 $iAS 8 & {1 R AY
HFfETRG (B JESHR 1 25 K) #EITHEZRAIEHS - md '°F $i CD8 VHH HY R

F106H - 3£ 111 HEPRHAS)
FCP-073073

114101659 FEESE A0101 1142002466-0
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/NN R E R PR ZF A A S AR L PR B B OB PR > (T (AL [E] —
R EE o [F]—r & TR MY PET fifti (640 FDG PET) - BUEEIRAESS
“RMEFTERHE CD8 fafi o B F 24 (SCHAMRE - 5540 ©Ga) HYFEM A
CD8 VHH £ fit 1 s Bife - iEimaaEE T K A RAVERS S IE - (H154L%
(EiaFERE T > I DRI AR BT E AR 2R A TR MY R - B
20 > FIF °F i CD8 VHH » BT DU S A R 22 B H SR8 0y e A R a1
HFE—2EFEEYRELELNS K-

[0397) {&)9%=HY PET g

[0398] fEfEafEe A "°F §ii CD8 VHH #1715 85 - DIEEEIEER
=& CD8 FUARB T 2 & T LUEHEIRA - AR (2.5 ke) 15 64 {meiy "°F
1l CD8 VHH » HABHHIE S 1.2 mCi o AL 1 /NRFAREE & CD8 HYAHARE
B il - SEAAREESS ~ BORRADRERR - G40 - [E 11 BYTRERERUREST &R —/ N
#Y PET MIP [& & « fHEEZ T - D15 F $i8 VHH{Z—/ ]\ - {£ PET MIP [E{5:
E1EIES CD8 HysHas ([E 11 EE) - RABEIEREHER -

(0399) &AY3 - (& CD8 Jl RIEE FEREICIENRIE ~ LI ENTENT
1E ~ BB R BB D e B R 02

[0400] AHIFERTALAY CD8 5&7I - 40 °F 41 CD8 VHH » HFEF
CD8" 4R AR EE 4SRRI - IERHY R B A I E AT PRI 6 TR A 2
AR ER R R - B0 > iSRRG AR e ERaE S (B0 > e )
FIHEATHESS o CD8™ T AHAEAY BIRR - BRI G A EE R aE R Gl &
AR > AR SRR - HRRERIFEURE (FERARIR > &R R
BER) - BAHDHFERAEYIIE L RRE a8 — s S A R e R -

[0401] FEARHEEARROFTAE TR T stEEERE R e el
A AFARYE T PD1 K=t PDLL Bl - s540H LUSHEREERY BT -

F107H - £ 111 HEYRHAS)
FCP-073073

114101659 FEESE A0101 1142002466-0
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e T AAEARE S R E S AV R MRS - 62 NK dIiE TR HEA E B HY
EERFRIENURG - (MUY T ER 0 CAR-T dHREROE - IR B E R e AN (e gE L
Kot BRG] - o T diiEANRERAERER & B Ry B M URS e iE B4t
CD3 B RS - &G NK AATAIRE R H R E B BV S MRS s Bt
CD16 (FegammaRIID) #4557 ZALHTAS « 7T CD16A BERRSRIEHRG ~ ft CD56 B
PEPUAS ~ 71 NKpd6 B FEMFAS AT HA NK JHAEE & R RS -

[0402] FE—tbFf 5% - CD8 &Gl (B0 - °F $i CD8 VHH) HIH]
FiaE ~ 228  FER ~ ol > DUREEAMRIFEEAIRE - B e R BRIA BURAE »
BABHR RS YIS RIRH R I 8% - AR FTAL -

[0403] FE—tbFhi 5% - CD8 &Gl (B0 - °F $i CD8 VHH) H]H]
FORFEFEST BRI (B0 - FEIE ~ B RN EIRE - #EEF ~ BB
B EBRIA ) R e R e RS el A G  H P sl R RE 1R
R - PI0 - 250 M RE R P R BR BE U & W HBERILA RUE - i
GEE ] DARBEZEE TS EEk T CD8+ BRI & siE AR A CD8+ fEfE4
HE - B EICE AR S CD8+ AR -

(0404) EAT 4 : (/T CD8 BRI THlE RIS R EHT T
P

[0405] AHIZEFTHLEY CD8 45 &% » 5840 °F §ii CD8 VHH » HI AR F
CD8™ AT AEREAME SRR © BERRVEANEE R R - & R RA
& A TR B FRIR Y G A VIR H R (R A AT BRI SR R R S

[0406] [L41 > AHIEERTALEY CD8 &H& R - 5540 °F 1 CD8 VHH - ] H]
FRi&E B CD8™ T 4RI A=W o0 VT E 2= S A BRI M Vs R e il »
BRI R e R R AR EE &S o CD8™ T IRV IR - RIfHEEHGER
HY EL P2 RR RS T B - B ARHY R Gt AT T B R R AR (R R B R VI sH A VAR

108 - 3£ 111 HEEPRHAE)
FCP-073073

114101659 FEESE A0101 1142002466-0
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et -
[0407) EIARYIZEME A6 &5 285 B E R e S e - 2 7L

411 » Gopalakrishnan % A_» (2018) Science.359(6371): 97-103 - [l » Bl
FHEEE SR BN S MAH RRAY BR BB (A P AR BT A 88 0E 1 i R HY i
EVAR T o AHEERTIY CD8 454G » 540 °F 411 CD8 VHH » 1] F A i B
BEEREEE (P AHFEST AV R G ) B E M BRRV A PI4HEE
(fan - BEEEeAEE) -

[0408] fHINE < @ (EEETHREIEE (Hla0 - ASH S H At 7 Py o
VAR AV B FIERRG E G A (FIA0 » FEEEA)  {LETREIE
RROER AT IEAEER T AHFTMEY CD8 (5| - 554 °F it CD8
VHH - W AF S 87 T h CD8' SHREH A &SRR - B2 T2k B{E &
B R A (A0 - AN HEEFTIHY RV aRE ) - A REE R 6 1%
PR A BE T AR EBATU CD8 454K - 840 °F i CD8 VHH » i {r & i &
B AR CD8" U A I AU 4R8I - R R A R B R A
MEEET CD8 = ERYK - AHE SR B Z YRR (FI0 - AR
BRI AE YRR DU SR AR AE ISR ) - 0 TR
FIRERG AT 4EHY CD8™ T 4HAt S B B WIS B W A VIR A TR A R YRR SN
FEYIETE o

[0409) 1E#EE i 5A FIREREANAKTESERY CDS' T 4= e B aIR i
MAEYIEMRZ - hEE IS BEHR N E EZ R a SRR Y E iR R
VILHEEY) o VIR EEYIE T 2 A R EIRE A4S ERERY CD8™ T 4HRt=

VBT - B » (ERIERI I ENMEAE R/ 2hEREHY CDS' T 4= Y 2 & U &
HYFEHE B B - BRI L EOMEAER/EERNY CDS' T iR By B & T
FMT (ZEZ{EMAEYIERSE ) BIE - fE— L)t - FMT B YsHEEY R

F109H - 3£ 111 HEYRHAS)
FCP-073073

114101659 FEESE A0101 1142002466-0



202519557

FEFEIE R e R R TR L B S A/ SRR Ry CD8 R HY B A s
TER e g BN ES -

[0410] FF—EBhE 7T » 4F FMT 2 Fisfei T d-v4a 25y > B -
PRI H RSN/ g Ry CD8 R MRY & #ETT CD8 plif& - frE(T FMT
S TIAEYIRERY R - BAETEZ AR - EIaRR - BHERE TG - L
{EfEE FMT s AP S8 e S B2 E M SA0/ 2B g ry CD8™ IR 0 » £
—EEH FET > R FMT A A VB SR B E N R E R SR B
BEEE e CD8™ 2% » AR AFMTECH MM AV EEY ERR L) -

[0411] EEREVEMFESIR R CD8 BE ] a] LUE A HH 35Tl
Y] CD8 &5-&7 » sExl{EH wt2C8 VHH ~ 2C8v130 VHH - 2C8v142 VHH E,
2C8v144 VHH Y ¥F ${ CD8 VHH -

[0412] FE—SSEHHZET - B R e in ERHIHIE - £ — S &
HED > FEEREaRE T AL EraeR - £ —SEi i ZET > TR EaR
& T dIREEERr M - i EMEES R EMDIREETIRGE SR & - £ —E8)E
FEF - BERERE NK Qi e - £ —SE 7T » NK 4iiFHtE
AR R RN - SR REMEE RS DIRGE TR EL -

[0413] FE—tbFhi T - fEAAHEERTEY CD8 45 &7 (5540 °F #1
CD8 VHH) #E{THY CD8 [l o] FIR SRt A% T 1o Z BT f R 2 e A s i o 1
(58401 CD16 B¢ CD3 #ERER 5y ) ZAT ~ HIFA ZRHYREREAIME &5 CD8" IR -
BEE R G T e B B BRI B e aa0 77+ (580 CD16 =k CD3 B[ R
73 ) W SAH BRI E I AEYIRRCY) -

[0414] 52 BB (EFHHAR A BEHNHIR AT LUS (E Al b A B - £ — L5
it 7T - mEERHIGIREDT PD1 2t PDL1 §ifg - fE—EHH TR T » 18

B EHIHIB TR 2R PR E T (TECENTRIQ®) -

F10H - 3£ 111 HEYRHAS)
FCP-073073

114101659 FEESE A0101 1142002466-0
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[0415] SRyEshdis T LUES 2 CD8 A AR EIEM 7T - B
PIEFE T 4HREEERF 20+ » 35S E CD3 MR ERURAHIES - DIRES G
CD16 FfEREtHETURRY T -

[0416] FROMUREIMEEHE T FAE FHEHF RN B8y A FAELUE
F RO H SR HVELIE - EIE E o PR AR P EURR AR AR LS 2 4 Ny £ A
DA AN S8 TH AT BB i <83 o B 3 e R332 1110 = R AT T Y 202 1S 8 T &5
8o 6 By AR R EE EATHE A -

FULH - # 111 HEYRAS)
FCP-073073

114101659 FEESE A0101 1142002466-0



202519557

Fyil

<110> ZFEREE S/ T (Genentech, Inc.)

<120> (D8 #

<150> US 62/
<151> 2019-0

<160> 15

B LR

895,865
9-04

<170> FastSEQ for Windows Version 4.0

210> 1
211> 124
<212> PRT
Q213> KFEE

<400> 1

Glu Val Gln
1

Ser Leu Arg

Ala Ile Gly
35
Leu Cys Ile
50
Lys Gly Arg
65
Leu His Met

Ala Ala Gly
Tyr Trp Gly

115

<210> 2
211> 125
<212> PRT
Q213> ATLfF

<220>

Leu Val
5

Leu Ser

20

Trp Phe

Arg Tle
Phe Thr
Asn Ser

85
Ser Phe

100
Lys Gly

51

223> Bk

<400> 2

Glu Ser Gly Gly Gly Leu Val Gln Ala Gly Gly
10 15
Cys Ala Ala Ser Gly Phe Thr Phe Asp Asp Tyr
25 30
Arg Gln Ala Pro Gly Lys Gly Arg Glu Gly Val
40 45
Phe Asp Arg His Thr Tyr Ser Ala Asp Ser Val
55 60
Ile Ser Ser Asp Asn Ala Gln Asn Thr Val Tyr
70 75 80
Leu Lys Pro Glu Asp Thr Ala Val Tyr Tyr Cys
90 95
Trp Ala Cys Thr Arg Pro Glu Gly Ala Met Asp
105 110
Thr Gln Val Thr Val Ser Ser
120

Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1

114101659

5

10 15

FEESE A0101 $B1E  HBE(FIR)
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202519557

Ser Leu Arg Leu Ser
20
Ala Ile Gly Trp Phe
35
Ala Cys Ile Arg Ile
50
Lys Gly Arg Phe Thr
65
Leu Gln Met Asn Ser
85
Ala Ala Gly Ser Phe
100
Tyr Phe Gly Gln Gly
115

<210> 3

211> 125
<212> PRT
Q213> ALFY

<220>
223> Bk

<400> 3
Glu Val Gln Leu Val
1 5
Ser Leu Arg Leu Ser
20
Val Ile Gly Trp Phe
35
Ala Cys Ile Arg Ile
50
Lys Gly Arg Phe Thr
65
Leu Gln Met Asn Ser
85
Ala Ala Gly Ser Phe
100
Tyr Phe Gly Gln Gly
115

<210> 4

211> 125
<212> PRT
Q213> ALFY

<220>
223> Bk

114101659

Cys
Arg
Phe
Ile
70

Leu

Phe

Thr

Glu
Cys
Arg
Phe
Ile
70

Leu

Phe

Thr

Ala Ala Ser Gly Phe
25
GIn Ala Pro Gly Lys
40
Asp Arg His Thr Tyr
55
Ser Ser Asp Asn Ser
75
Arg Ala Glu Asp Thr
90
Gly Cys Thr Arg Pro
105
Leu Val Gln Val Gln
120

Ser Gly Gly Gly Leu
10
Ala Ala Ser Gly Phe
25
GIn Ala Pro Gly Lys
40
Asp Arg His Thr Tyr
55
Ser Ser Asp Asn Ser
75
Arg Ala Glu Asp Thr
90
Gly Cys Thr Arg Pro
105
Leu Val Gln Val Gln
120

FEESE A0101

Thr Phe Glu Asp Tyr
30
Gly Arg Glu Gly Val
45
Tyr Ala Asp Ser Val
60
Lys Asn Thr Val Tyr
80
Ala Thr Tyr Tyr Cys
95
Glu Gly Asp Met Asp
110
Ser Ala
125

Val Gln Pro Gly Gly
15
Thr Phe Asp Asp Tyr
30
Gly Arg Glu Gly Val
45
Tyr Ala Asp Ser Val
60
Lys Asn Thr Val Tyr
80
Ala Thr Tyr Tyr Cys
95
Glu Gly Asp Met Asp
110
Ser Ala
125

$2H - HBE(FIR)

1142002466-0
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<400> 4
Glu Val Gln Leu Val
1 5
Ser Leu Arg Leu Ser
20
Ala Ile Gly Trp Phe
35
Ala Cys Ile Arg Ile
50
Lys Gly Arg Phe Thr
65
Leu Gln Met Asn Ser
85
Ala Ala Gly Ser Phe
100
Tyr Phe Gly Gln Gly
115

<210> 5

211> 125
<212> PRT
Q213> ALFY

<220>
223> Bk

<400> 5
Glu Val Gln Leu Val
1 5
Ser Leu Arg Leu Ser
20
Ala Ile Gly Trp Phe
35
Ala Cys Ile Arg Ile
50
Lys Gly Arg Phe Thr
65
Leu Gln Met Asn Ser
85
Ala Ala Gly Phe Phe
100
Tyr Phe Gly Gln Gly
115

<210> 6
211> 5
<212> PRT

114101659

Glu Ser Gly Gly Gly Leu
10
Cys Ala Ala Ser Gly Phe
25
Arg Gln Ala Pro Gly Lys
40
Phe Asp Arg His Thr Tyr
55
Ile Ser Ser Asp Asn Ser
70 75
Leu Arg Ala Glu Asp Thr
90
Trp Gly Cys Thr Arg Pro
105
Thr Leu Val Gln Val Gln
120

Glu Ser Gly Gly Gly Leu
10
Cys Ala Ala Ser Gly Phe
25
Arg Gln Ala Pro Gly Lys
40
Phe Asp Arg His Thr Tyr
55
Ile Ser Ser Asp Asn Ser
70 75
Leu Arg Ala Glu Asp Thr
90
Ser Gly Cys Thr Arg Pro
105
Thr Leu Val Gln Val Gln
120

FEESE A0101

Val Gln Pro Gly Gly
15
Thr Phe Asp Asp Tyr
30
Gly Arg Glu Gly Val
45
Tyr Ala Asp Ser Val
60
Lys Asn Thr Val Tyr
80
Ala Thr Tyr Tyr Cys
95
Glu Gly Asp Met Asp
110
Ser Ala
125

Val Gln Pro Gly Gly
15
Thr Phe Asp Asp Tyr
30
Gly Arg Glu Gly Val
45
Tyr Ala Asp Ser Val
60
Lys Asn Thr Val Tyr
80
Ala Thr Tyr Tyr Cys
95
Glu Gly Asp Met Asp
110
Ser Ala
125

$3E - HBE(FIR)

1142002466-0
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Q213> ATFF1

<220>
223> Bk

<400> 6
Asp Tyr Ala Ile Gly
1 5

<210> 7

Q1> 5

<212> PRT
Q213> ALFY

<220>
223> Bk

<400> 7
Asp Tyr Val Ile Gly
1 5

<210> 8

211> 17
<212> PRT
Q213> ALFY

<220>
223> Bk

<400> 8

Cys Ile Arg Ile Phe Asp Arg His Thr Tyr Ser Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 9

211> 17
<212> PRT
Q213> ALFY

<220>
223> Bk

<400> 9

Cys Ile Arg Ile Phe Asp Arg His Thr Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

114101659 FEESE A0101 $48 - HBE(FIIFR) 1142002466-0
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<210> 10
<211> 15
<212> PRT
Q213> ATFF1

<220>
223> Bk

<400> 10
Gly Ser Phe Trp Ala Cys Thr Arg Pro Glu Gly Ala Met Asp Tyr
1 5 10 15

<210> 11

<211> 15
<212> PRT
Q213> ATFF1

<220>
223> Bk

<400> 11
Gly Ser Phe Phe Gly Cys Thr Arg Pro Glu Gly Asp Met Asp Tyr
1 5 10 15

<210> 12
<211> 15
<212> PRT
Q213> ATFF1

<220>
223> Bk

<400> 12
Gly Ser Phe Trp Gly Cys Thr Arg Pro Glu Gly Asp Met Asp Tyr
1 5 10 15

<210> 13
<211> 234
<212> PRT
213> BA

<400> 13

Met Ala Leu Pro Val Thr Ala Leu Leu Leu Pro Leu Ala Leu Leu Leu
1 5 10 15

114101659 FEESE A0101 $58 - H8RE(FIIFR) 1142002466-0
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His Ala Ala Arg Pro Ser
20

Trp Asn Leu Gly Glu Thr

35

Asn Pro Thr

Gln Phe Arg Val Ser
25
Leu Lys Cys

Pro Leu Asp Arg Thr
30

Val Leu Leu Ser

45

Arg Gly Ala

Val Glu
40

Trp

Gln

Ser Gly Cys Ser Leu Phe Gln Pro Ala

50
Ala Ser Pro
65
Ala Glu Gly

Thr Phe

Leu Asp
85

Leu Thr

100

Ser Ala

Thr Phe Val

Tyr Phe Cys
115
Val Pro Val
130
Pro Pro Thr
145
Pro Glu Ala

Phe Leu

Pro Ala

Cys Arg
165

Ala Cys

180

Leu Leu

Leu Asp Phe

Cys Gly Val
195
Arg Asn Arg
210
Gly Asp Lys
225

Arg Arg

Pro Ser

<210> 14
<211> 276
<212> PRT
213> B

<400> 14
Met Arg Asn Gln Ala
1 5
Pro Leu Pro Thr Gly
20
Ala Glu Pro Arg Pro
35
Leu Leu Leu Pro Leu
50
Phe Arg Val Ser Pro
65
Glu Leu Lys Cys Gln
85
Trp Leu Phe Gln Pro
100

114101659

55
Leu Leu
70
Thr

Tyr Leu

Gln Arg Phe
Phe
105

Ser

Leu Ser Asp
Asn
120

Lys

Leu Ser

Pro Ala
135
Thr

Pro

Pro
150
Pro

Ile Ala

Ala Ala Gly

Ile Ile
185
Val

Asp Tyr

Leu
200
Lys

Leu Ser

Val Cys Cys

215
Ser

Leu Ala

230

Arg

Pro Gly Arg Pro

Ser Arg Ala Pro

25

Gly Glu Arg Val
40

Val Leu Leu

55
Leu Gly Arg
70

Val Leu Leu

Leu

Thr

Ser

Arg Gly Thr Ala
105

FEESE A0101

Ser Gln
75

Ser Gly

90

Arg Arg

Ile Met

Thr Thr

Ser Gln
155
Gly Ala
170
Trp Ala

Ile Thr

Pro Arg

Tyr

Lys Gly
10
Pro Val

Met Ala

His Ala

Trp Asn
75

Asn Pro

90

Ala Arg

60
Asn Ala
30

Asp

Lys Pro Lys

Arg Leu Gly
05
Gly

Lys

Glu Asn Glu
110

Phe Ser

125

Pro Ala

Tyr

Tyr His Phe
Thr
140

Pro

Pro Arg

Leu Ser Leu Arg

160

Val His Thr Arg Gly
175

Pro Leu Ala Gly

190

Tyr Cys
205

Pro Val Val

220

Thr

Leu Asn His

Lys Ser

Ala Thr Ser Pro
15

Leu

Pro

Ala Pro Glu
30
Pro Pro Val
45
Ala Arg Pro
60
Leu Gly Glu

Arg

Thr Ala

Asn Gln

Thr Val

80

Thr Ser Gly Cys Ser
95

Pro Thr Phe Leu Leu

110

$6H - HBE(FIIR)
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115
Arg Phe Ser
130
Asp Phe Arg
145
Asn Ser Ile

Lys Pro Thr

Thr Ala Ser
195
Ala Gly Gly
210
Tyr Ile Trp
225
Leu Val Ile

Lys Cys Pro
Asp Arg Tyr

275

<210> 15
211> 276
<212> PRT

202519557

Tyr Leu Ser Gln Asn Lys

Gly Lys

Gln Glu

Met Tyr
165
Thr Thr
180
Gln Pro

Ser Val

Ala Pro

Thr Leu
245

Arg Pro

260

Val

<213> TS

<400> 15

Met Arg Asn
1

Pro Leu Pro

Ala Glu Pro
35
Leu Leu Leu
50
Phe Arg Val
65
Glu Leu Lys

Trp Leu Phe

Tyr Leu Ser
115
Arg Phe Ser
130
Asp Phe Arg
145

114101659

Gln Ala
5

Thr Gly

20

Arg Pro

Pro Leu

Ser Pro

Cys Gln
85

Gln Pro

100

Gln Asn

Gly Lys

Gln Glu

120
Arg Leu Gly
135
Asn Glu Gly
150
Phe Ser His

Pro Ala Pro

Leu Ser Leu
200
Asn Thr Arg
215
Leu Ala Gly
230
Tyr Cys Asn

Val Val Lys

Pro Gly Arg

Ser Arg Ala

Gly Glu Arg
40
Val Leu Leu
55
Leu Gly Arg
70
Val Leu Leu

Arg Gly Thr

Lys Pro Lys
120
Arg Leu Gly
135
Asn Glu Gly
150

Asp Thr Phe

Tyr Tyr Phe
155
Phe Val Pro
170
Arg Pro Pro
185
Arg Pro Glu

Gly Leu Asp

Ala Cys Gly
235
His Arg Asn
250
Ser Gly Gly
265

Pro Lys Gly
10

Pro Pro Val

25

Val Met Ala

Leu His Ala

Thr Trp Asn
75
Ser Asn Pro
90
Ala Ala Arg
105
Ala Ala Glu

Asp Thr Phe

Tyr Tyr Phe
155

FEESE A0101

Pro Lys Ala Ala Glu Gly

Val
140
Cys
Val
Thr
Ala
Phe
220
Val

Arg

Lys

Ala
Ala
Pro
Ala
60

Leu
Thr
Pro
Gly
Val

140
Cys

Leu Asp
125
Leu Thr

Ser Ala

Phe Leu

Pro Ala
190

Cys Arg

205

Ala Cys

Leu Leu

Arg Arg

Pro Ser
270

Thr Ser

Pro Glu
30

Pro Val

45

Arg Pro

Gly Glu

Ser Gly

Thr Phe
110

Leu Asp

125

Leu Thr

Ser Ala

Thr Gln

Leu Arg

Leu Ser
160

Pro Ala

175

Pro Thr

Pro Ala

Asp Ile

Leu Ser
240

Val Cys

255

Leu Ser

Pro Pro
15
Leu Arg

Thr Ala
Asn Gln
Thr Val
30

Cys Ser
05

Leu Leu
Thr Gln

Leu Arg

Leu Ser
160

B7H - HBE(FIR)

1142002466-0
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Asn Ser Ile Met Tyr Phe Ser His Phe Val Pro Val Phe Leu Pro Ala
165 170 175
Lys Pro Thr Thr Thr Pro Ala Pro Arg Ser Pro Thr Pro Ala Pro Thr
180 185 190
Thr Ala Ser Gln Pro Leu Ser Leu Arg Pro Glu Ala Cys Arg Pro Ala
195 200 205
Ala Gly Gly Ser Val Asn Thr Arg Gly Leu Asp Phe Ala Cys Asp Ile
210 215 220
Tyr Ile Trp Ala Pro Leu Ala Gly Ala Cys Gly Val Leu Leu Leu Ser
225 230 235 240
Leu Val Ile Thr Leu Tyr Cys Asn His Arg Asn Arg Arg Arg Val Cys
245 250 255
Lys Cys Pro Arg Pro Val Val Lys Ser Gly Gly Lys Pro Ser Leu Ser
260 265 270
Asp Arg Tyr Val
275

114101659 FEESE A0101 $8H - H8R(FIIFR) 1142002466-0
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[ S0 H R S 5uE ]
s oKIE1 ] 1 CD8 S5 o | - HE S PIAGHY B a2 5 ( VHH 35
HAZ CD8 GG HILAEY 1 nM B /N Kp RS & A% CD8 -
(F5°KIA2] AR EAHEESS | A2 CD8 &SR - HfaZ CD8 &ty
Bilah e AZH CD8 #Y ko €9 0.002/s B/ ©
(F5°KIH3 ) AR EAREESS 1 HHEEE 2 IHpT CD8 EEHl - Hfik
CD8 &E &GS S BEE CD8 1Y Kp &9 1 nM B(FE /| -
[E5oKIH4 ) WH SR EAEES | THE S 3 THPE—THATit 2 CD8 &&A
Hriz CD8 45 & HI4E & B E iRk CD8 #Y kox 47 0.004/s BCEE/N
[E5oKIES) WIHEEEAEES | THES 4 THPE—THRTIt 2 CD8 & &
HAZ CD8 G A g RlEliH CD8™ T AAEAYE L -
[E5oKIH6) WHEEHEAEES | THES S WP E—THATit 2 CD8 &&H
HrpZ CD8 I gafkds CD8™ T iU &£ -
aROKIAT ) ANHHEEEAHEESE | THESE 6 P {E—THATIZ CD8 &5
HZ CD8 GG KA gdEa CDA™ T 4HhE -
[E5oKIE8) WIH SR EAEES | THES 7 WP £ —THATit 2 CD8 & &
H ez VHH g 58S VHH -
[E5oKIE9) ISR EAEES | THE S 8 TP £ —THATIt 2 CD8 &H&Al
Hoaz VHH 3R AJF R
(E5°KIH10) W0 FHER S AEEER 1 THE 5 9 ITHP{E—THRT#L Y CD8 45K -
HLAPEZ VHH 38Ry BIEE & AN BH CD8a Az HLALE Arg25~ Lys42 ~ Glnd4 ~ Valds ~

Leud6 ~ Leud7 ~ Serd8 ~ Pro50 ~ Thr51 ~ Ser52 ~ GIn75 ~ Arg93 ~ Leu94 ~ Gly95 -
Asp96 ~ Jz Thr97 » HaZ g AR dRyTeiRiE SEQ ID NO: 13 -
[E5oKIAN ) A0EHER S AERE S 10 THRTHL 2 CD8 45 &K » Hrbe%z VHH 35

FIH - 411 HEEH FHAEE)
FCP-073073

114101659 FEESE A0101 1142002466-0
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HELAHMAERE (CDR) 1> HAE SEQID NO: 6 3¢ 7 ZfgA#Fr5 » CDR2 »
HAE SEQ ID NO: 8 3¢ 9 2 kg 51 ; K CDR3 > HAL#& SEQ ID NO: 10 &
2 PE—H ZHEERR Y -

aRoKIA12] AOHEEEMEEESE 11 IHATAL 2 CD8 57 - Horvaz VHH 5

(E=

(1)CDRI » 414 SEQID NO: 6 - kLg% « CDR2 » HA14 SEQ ID NO:
8 Z WL ~ LA CDR3 » HAE SEQID NO: 10 2 B EEEFRA1

(2) CDRI » H:414 SEQID NO: 6 7 Lg% « CDR2 » HA14 SEQ ID NO:
9 2R BB RS ~ LUK CDR3 » HALE SEQID NO: 11 Z FEEEFFH

(3) CDRI » 414 SEQIDNO: 7 7 i +%1 « CDR2 » HA14 SEQ ID NO:
9 2R BB RS ~ LUK CDR3 » HALE SEQID NO: 11 Z FEEEFFH

(4) CDR1 » 414 SEQID NO: 6 7 ik +%1 « CDR2 » HA14 SEQ ID NO:

9 W E By ~ LUK CDR3 » HALE SEQ ID NO: 12 7 B HfeFr3] -
(E5°KIH13]) WIFHEEEAEE SR 11 THRTA 2 CD8 &5l » HraZ VHH 3
H& CDRI1 » HAa& SEQID NO: 6 & g% ~ CDR2 » HA& SEQ ID NO:
9 W E By ~ LUK CDR3 » HALE SEQ ID NO: 12 7 B HfeFr3] -
(E5°KIH14]) WHEEEAEESR | THESR 13 HPE—IEAs CD8 &a
Bl - Hooraz VHH B S L49A - HAazdmit e fRI5 Kabat 4R5% -
sAoKIELS ) WIFHEREAEESE | THE SR 14 THPE—IEAl . CD8 &5
R > HrpeZz VHH El & —B S (EBEE d VBT HifC ~ T110Q HUfX ~ S112Q HifX;
ke A4 SENRTAH AR BEAH < R B B (B > P2 mSteiRE Kabat 45T -
(E5°KIH16]) WHEEEAEELR | THES 15 P E—IEAs CD8 &a
il - He% VHH 3 & SEQ ID NO: 1-4 i {E—38 Z Re AR 5] -
(E5°KIH17]) WFHEEEAEESR | THESR 16 P E—IEAl s CD8 e

F2H - 4t 11 HEEH FEHAEE)
FCP-073073
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B HPBIR S Fo Bl -
[355R7E18) —FELCBRRE > R » ELARAEAD ot S RRIRIEE | T8 17 T
i F—TEFfI 2 CD8 %547 -

s oKIE19]) —fERIE SRS - HE R SEE S 18 AT %R -
[55°KTH20]) —fafE E40AE - HE e a0 S S0 IHE S 18 IHATIL 2 X RE L

YA B FEIE S 19 TEAT I Fe R o
ERORIH21 ) S0FH B SR E0lE 56 20 JEAT . 15 T 4R - H A axTE T 4iREE
st A LB AHRE . B4R (40 Expi293 dipE) ~ SRRAZ4NRE -
[:5kI1E22] —FEBE CD8 &6 Hik » ZHEES
a) [EBUERZ B IRE T BN A EFEESE 20 HEEE 21 HATR  F+
AR DR
b) [ElU s FH T T AREEA Y CD8 4547 -
SEORTE23) AHFEEEFEESE 1 THEE 17 HP{E—TERTL. CD8 454
75 > Horhe VHH filf i 28 fmEs o
[E5oKIH24 ] J0rH 5 S5 FIE0IE 56 23 TRl CD8 &5 G| » Hazifs 2w
Ukt~ A A AE - S
[EEoKIH25 ) J0rH B S5 I #nl& 56 24 TRl CD8 &5GH » ARz ifa 2 i
B MEAZTE
EAORIH26 ) 40 HH B SR E0[EI 56 25 THPTIl . CD8 &5-a » H AR aZ i A%
fEE BF ~ 87r ~ P0T¢ ~ Ga ~ BGa ~ “Cu ~ 2Mn ~ Mn ~ 5 129 -
[EE°KTE27 ) A0FREE SRR 26 23 THE 26 T (£ —TEFTI .2 CD8 454
7 > HorEz VHH BZ4S RS S E0 7 2Ll 2124 -
[E5oKIH28 ) A0 FH 5 S5 I HalE 56 27 THA L. CD8 45478 » AR ez ZEar il oy

AL TR B AL (B R 2 5% VHH 3, -

F3H - 4t 11 HEEH FEHAEE)
FCP-073073

114101659 FEESE A0101 1142002466-0
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[E5°KIH29] 40FH 5 EERIRRESS 27 THEER 28 THAP{E—IAAT 2 CD8 &5 &
Bl Ho iRl e B sE oY) Kt oYMz E e i rmeEs -

[55°RTE30]) WHEEEFEEE S 29 TEFTI > CD8 4547 » H
BF o HZ R -

[E5°KIE31] A0HER A4 E S5 30 JaATZL, CD8 &G - H ez o iy

>u§£
Sl

e =]
SR ABCAE

P

=M EEY)
o 0
o OH HO © 0 -

[EEoKIH32] — RISz EAE /Y CD8 il )70k » s iAEE
a) BN A EFEEE 23 THE S 31 T T —IEFT T 41855 CD8 454
BT el & PAK
b) EHIZ &R 2 CD8 &E &M el E CD8 diff v 45e » Hdha s
{EHIZZEH CD8* 4HREHITEAT -
[35°k1E33]) IFHE A EEESE 32 TEATH > ik » Hd R =
CD8 4Eafliisz st E CD8 4l » S m ek zst®E CD8” 4Rk -
EAORIH34) JOFHEEEFEIESE 33 TP 2 )k - szt CD8” 4H
MRk a2l ®E T IEE B e ir (PET) fRiEiR B3 0Er
Je s o/ RS ETE (PET/CT) 71 -
[EESKIE35]) A0FHEEEFIEE 56 32 THE SR 34 ITEPE—IEA > ik - H
%% CD8" #fiff1/2 CD8" T 4=l CD8" s g 4HAf -
[EEKIE36] A0FHEEEFIEE 5 32 THE SR 35 IEPE—IEA > ik - H

FAH - 411 HEEH FEHAEE)
FCP-073073

114101659 FEESE A0101 1142002466-0
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FRZEAE R T1&EY | RECGERNEETT -
[E5°K7H37) WIHHEEEAERES 32 THESE 36 HPE—IRA L 7% » K
PN AREE SR
[E5oKIH38] dNFHER #5637 I E—IHFT AL V50 - sz hiAE
% CD8 SEEHIRYSCAE T84T 1 REKEHE -
s oKIH39 ] ANFHEREAGRE S 37 THECER 38 ARl 57k > HF A
BFEHEE1 EZ4 R
[55°K7H40]) WHEEEAEES 37 THESE 39 WP AR 7% » K
TR HREEZN 15 -
[E5°K7H41]) WHEEEAEES 32 THESE 40 HPE—IRA L 7% » K
FZ HAEEAL 1 oM £47 30 oM 2 B -
[E5°K7H42) WHEEEAEES 32 THESE 41 HpE—IRA L 7% - K
PRz E e NBOEAB RIEEY) -
aROKIAA3 ] AOHGHEEAEEE SR 42 THPTIL . 7k > P2 N R
& BRI -
[E5°K7H44 ) WIHEEEAEES 32 THESE 43 HPE—IHA L 7% - K
gz EHREE
[E5°K7H45 ) WHEEEAEES 32 THESE 43 HPE—IHA L 7% » K
Tz E B B RERREGRIE - BAEDET - BAEYIPIE 2R
(55°KkIH46] —MEFHMIE A REERY 25 EE R aRE « ARERA BRE
TV REME 257k ZAEE
a) U HH S A E B 23 TH S 31 TH M F—TEpT I 514 CD8 &5
Bl T 2zalE - LU
b) FEMEZEERES < CD8 SSERIEZ 2o E iRk CD8" T dii &5 &

FSH - 4t 11 HEEH FEHAEE)
FCP-073073

114101659 FEESE A0101 1142002466-0
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HpsEa 2 ERIRRIRRZ A B PR A e G I a2 4REREE - SR e
R -

[F55KTE47 YA HEE S FIEEE S 46 THRTIL S 1k Hof— DB & TP ER

(o) KR ERANENZ R EFE « ZARRE - SEBEEE T T
FEG ZZZHE -

[E°K7H48) — BRI AR ERY 2l BV IRIR R 2 7% » s 7 EAE

a) 40 H A S RIAGEIRIEE 23 TS 31 TP (£ —TEATIY S0 . CD8 454
Rz el - AR

b) 1155 —RF 1Bh K 255 — R BR BRI 80848 . CD8 S5 &% <7 ol B B
ZH%% CD8" T Yl &5 -

[F55KTE49 YN HEE B FI B S 48 THFTIL . 10k Hof— DB & T8

(o) KraRANEN R EARE - AL - SUEERERTZZAE |
dhfE % g S B % B4R 4% . CDS' T 4f &2 = i 3% S — IS T BhY 3%
g4+ CD8' T 4 E -

[E55KIH50] —TEE AT &Rz e R - AREROE - SUER
AV B REIE < 2\ B AR 2 U7k » s A E

1) YU PR S A #E A 23 THEES 31 TP {E—IERTI 2 88184 >~ CDS8 454
FBLZ e G R E ~ sZ 4L ~ SRR — R TR E 0 K

i) 155 — R F B R B e P B (e M 4S8 . CD8 & £ 71 B i Jeg 4 4%
CD8" T il &5 -

S ORIAS1 ) J0HH A BRI 5 50 JEPT I Y 7k » H ez a8 2 CD8 45
GEIEZ R ERE - ZARRCE - SR BERE R T E IR,
TR RS CDS8 GG 2 1% BAER Tz e a%a| ~ s 4aRes - 5628
EREE < Al W B 525 R B TR e R - SR AR - 30K

FOH - 4t 11 HEIH FEHAEE)
FCP-073073

114101659 FEESE A0101 1142002466-0
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FEIERE 1% ©

[35oKIES2]) dOHHEE B AIERE S 50 THA I )77 - HA sz e/ aBeml - &%
AR ~ BRI IR e T4 SR 4 2 CD8 &5&R| 2 BT » HAZE
EIRLEIER T % R AR sZ AR L - BGRB8 KA TiA SR
CD8 &E &2 1% » il HH A% 55 iFfE R e s — ISR 1% -

[35°KIES3]) WA AERESS 46 THE S 47 THREE 49 THEF 52 THHME
—IARTI . T Hp P2 al B e i R e A -

[ 35°KIES54) 0HHEE B AIERESE 53 THAT I 2 J774% - HA sz R/ aRRlEht
PDLI1 (88 ~ $ii PD1 $iifS ~ $it TIGIT $182 - TIGIT $5H1K( ~ $i CSF-1R $ig ~ It
CSF-1R #EHUE( ~ L CEA $#8 - L CEA #55iK| ~ $it CTLA4 §iifg - CTLA4 #5351
B ~ $71 OX40 $88 - B¢ OX40 {2 -

A KYASS ) A RSB ERIE 5 54 THRTAL 2 50k - HAp s ez 6 EE
PD-L1 #ife o

[ 35°KIES6 ) A0HH S5 SEAEEIE 5 55 TPl J57% » Hpazdi PD-L1 Jifg 2
e[ 4552 ZR RS (atezolizumab) °

[3E°KTHS57]) A0 HHEE R AIERE 5 55 THECES 56 ALY J77% » HAre% i1l PD-
L1 Jiig el —E S R RS g T -

[ 35°KIES8) AHHEEEEAIERE S 57 TR 2 J774% - HA ez — B Ad 60
ETARCEVA® (JT)& % T (erlotinib) ) ~ ZELBORAF® ( 4:ZEJE/T (vemurafenib) ) -
GAZYVA® ( R tE % BF ¥ i (obinutuzumab)) ~ AVASTIN® ( H {X B 7
(bevacizumab) ) ~ COTELLIC® (ZEEEE (cobimetinib)) - ZELBORAF® ( 4EZg
JEIE (vemurafenib) ) &z COTELLIC® ( ZZEEEF T (cobimetinib) ) ~ ALECENSA® (¥
4252 (alectinib)) ~ KADCYLA® ([ %-#f 22k BEH B A #7 (ado-trastuzumab

emtansine) ) ~ HERCEPTIN® ( gl Z2ER By (trastuzumab) ) ~ PERJETA® (H348k

FTH - 411 HEEH FEHAEE)
FCP-073073

114101659 FEESE A0101 1142002466-0
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BEH (pertuzumab) ) ~ 4 EREEHT (polatuzumab) ~ IFN-o ~ 7 CD40 | ~ 1 0X40
i8G ~ OX40 {2kl ~ 1 CSF-1R $i8 ~ H1 CEAHIAS ~ IDO HIHIE| ~ B TIGIT
RS -
sRoKIESO ) dNHREESEAEEE S 53 IHATILY Uy - Hrpez iz o R4
B/ & - 5B 112 ~ ETREPUS 2 102 ~ 1L1S ~ B TR MUS 2 1L1S -
[E5oKIH60] dNFEHER S F#EE 55 53 JARTAL . J57 - HA e e a2 el
ZEAOAE AR - sEA et Ze RS (R s ZE dlRE A R IR T -
[E5oKIH61] dNFEHER S FHEE 56 53 IARTAL . J5ik - HA sz e/ aR e
FrEMIUREE T T HFRM4ES CD3 B CD16 - &4 CD16A -
FAoKIA62 ) AIEHEESEFIHEE 5 46 THESE 47 TS 49 JHES 52 IJHHHE:
—IARTHLY U5k K Paz sl E Wy S s i e o
[E5oKIH63 ] dNFEHER S HEE 56 62 JARTAL . J5ik - HA sz e e e A
{EREERE (PCV) -
[E5oKIHO4 ] (OFHERSHIEEE SR 46 THE S 47 TR 49 THE S 52 JHPE
—IARTHLY Uk K paz sl a iy e sz s -
55 oKIH6S 1 U H SR B A#[E 5 64 THRTHL 2 70k » Hrh sz difERiA/E CAR-
T Bt R 20 T 400 -
[E5oKIH66 ] —FEFHAIEA HRS RERIn R AE ~ #E BT ~ BistEYIbE
FRmHY B W R e RN R e 2 Tk - s A E
a) U H S B E B S 23 THEEE 31 THR T —IEPTI . 514 CDS 454
Bl Tz zaig  LAR
b) (HHIEZ €188~ CD8 &ahliaz el & EmsHak CD8" T il <& &
Hpdd & 2 (HAERHRZ 258 & W RE a4 R IR RIS -
[E5oKIH6T 1 A0 H SR B A E S 66 THRFTA 2 )74 Hif— S aa NP

F8H - 4t 11 HEHH FEHAEE)
FCP-073073
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