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of wiel, ik T (NGB3 Fol A5zt vatste] A5 Fo fofujaiA g2t dgol=, s A5l <
3l A5 myrb dojviar Wb 4 gluk. ERE, AaF T (NGB3 ol #axd) HlEo] AWM F4E 52 A
T oadF dojdivta Brke = dvk. ONGB3 e Agke] A me] JiA dap TR Foll gate], Am V3 T
= FAAez B dwd wE JrF s oA, AR a9E ZUE" & Ao

24 G o]F EEo (NGB3 wwkd bl vz f7=2 wUEy 3 5

= ’
of rolup A ekt o], AfE Aol A o] w2 Ao g, (NGBS wEd Ak fhxje]
sto] & el wE Wrp s AAHes gFgoen, AT f5E BUHY & 5 Y

<A W= 2d A3 (A431-CNGB3-myc A 3) >

A431 A (A B3] fAe] AEYG FEll AEST), CEdtel myc HI1E
Aste] Al HEAZ A A A E(A431-CNGB3-myc AIFE)E A

ol do

A431-CNGB3-myc AI3Z9] vl %2 DMEM High Glucose Bl %A (GIBCOARA) Al 10%2] Y]-s3F(JEEh{L) FBS(A Ejo} &
%, CorningAHAl) ¢} 192 #HUAd-~EEulo]al(InvitrogenAtADE SHFAIZl WIYAE v viXZ 3lo] 37
T, 58%% olitsleth sAstol A Yslqict. Alule 2~-34rtt} P33T,

<2tz i 2d npe >

wol B w2~ (NOD/ShiJic-scid JelAl%E, Y& CLEAAMEE F35)9 H7ol A431-CNGB3-myc A|XEE ]2 3}¢]
A s 2d w925 FEH]8S .

TAAoRE, 54 HEFHO = AM31-CNGB3-myc AIEE d53F F, 10cm ©]4)(Thermo Fisher ScientificA}

Al, Lot No. F3BAXQ103)& ol&3te] 23] Adigt NxE 1x10° cells/0.5mL/body7} ¥ =5 i wix]E 7}l

G AT Fololow a9lty. o Fojolg Al F bFA A&aA 75w el Wl Ry npgo)

B7: Yol FoJgozm, A431-CNGB3-myc A|EE o] A&}eit),

, A2 EEFRYO|E Alo] A (WXDXH=270<440 X 187(mm))  Wlell A 5~10W}a] /A1 A&, 19.8~27.1C,
32~75%, 12217k =79 & shellM ARSItk AbR (Al (RF-1(31F), 28dY aEFdADE &

ooy o
4 s

Q1 Her F5r () el w2 5 A ofs) WSttt A431-CNGB3-myc Al o] e=3E 1-3
Aol skl R3S Aato] Hetel TR (1 R PR JAFEE=A Htow Beld)
el 7 Fe)E A A 10 T 9 =

sl diste] Fe-mye FAE o8t W

e g
2
B
=y
.
r

4

22 |t kAN b
>~
Py

A431-CNGB3-myc M ©]4] 9] wh9-20] St 8l
o FF7} SARNUAT By fFe B 5 @9l
2 Hop shge] HlEglrh, 2uA Aol o4

)
E5, o] F vhge] Huh 2ARY cmye B4 A, o] omRH 15U Foli o] By 5F
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[0111]
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o]

J,
S
%)
32
)

[

=

=1
£
=

=

3ko], CNGB3 A4 FHelol=

KLAK Efel =9} HLAH FEbo] =9} (NGBS A4 Heto]=rt AZd feto]=of
e Arel digt dF= AR

o] ofmiAal MHe T/ A Wb Mol tist AlE Fo
TFAReZE, ¥ 20| YT ofnxit IR o]Fojx = 257/ HEelo|=E AL, A431-CNGB3-myc Al
Xo te MNE FoAdS vlusgr. ot 2% F 9 HElol== KLAK AE 3 HLAH Ad HE2S D-ofn|w2ko
ZHE, (NGB3 A4 HEpol= F7E L-ofu|itoz hAgdsldict.

x 1
KLAK-HLAH | Seaq. Seq. No.
WT | 14+14 KLAKLAK-KLAKLAK-HLAHLAH-HLAHLAH-VRRADNRPG | 8
DSE | 14+14 KLAKLAK-KLAKLAK-HLAHLAH-HLAHLAH-VRRAENRPG | 9

<Alx A dAe] H7E>

7} eto]=o] A A @d9] W7hs CellTiter-Glo(5743) Assay 7IE(Z2H7IAAD & o] &3], 72+ 3
Efo] =5 A 2] §k A431-CNGB3-myc A|ES] ATP 4& S43te] gaqict.

TAHoRE, A 23 AW Fo A431-CNGB3-myc MEZS, 96 A Zdo]E(Corning/CostarAAl, Lot No.
00515003)°1, 1x10'cells/wello] HEE AEe] ¥LE zAldl] FEQT. FEORTE 227 WFs T,
Zt Aol Z+ RAepol=2 47 HF HE7)F 35.5, 75 EE 150 uM7t HEE HUbebar, 24417F wiekagich, o %
7t A2 EE g AeHEs AAS AL, ‘r}% A3 CellTiter-Glo bufferd 7}8te] TRA|Go]=3 5 Ao
ofaf FENE 3Tt ol & golAlo]ER &qlth. o] gholAo]Ee 2u] k] PBS H golAlo]E9} FFe] 2%
CellTiterGlo ReagentZ 7}ato] mybgk AL whg oMo 7 3fil, o] Whe LMS 108 7F AL HWhx]etgitt.
AL vz Fo whg golo] Wk 73 (Luminescence) (RLU : RELATIVE LIGHT UNITS)Z Synergy H1 slolB =
(hybrid) HE] B= mle]a 2 ZeolE 2H (BioTekAA) & o] &3kl FA4agit}t. vHg &9 » Jgr BEE A
1=}

¥l AFolh, Wrg golo W Fwsl ALLE AP Fol A, Folyl Aelolmel AT Ay @Ao] 4F
A% et BE AR EdZeelEE S45a, 1 BFS 4 Peoltel FE] AL AY BYOR

A B7hag,

Zb fjete] =2] A431-CNGB3-myc Al Wt Al A4 2o HrtelA, 7z ukg &Aoo g Z=(RLD) O 54

235 = 19 vEpdth = 15 WD 7F 3 19 fEel= e AiE, rDSEJ 7F & 1¢] fjete]= D5ES] A

HE A7 yedit, F flEelEs BF Fk oEHow Ax A &4 28-S UEiSdth. NGB3 A9 H

Efol=7} 713 fEfe] =91 fEfo]= WI7F, (NGB3 A3 Hete]=7F Md W5 4] fete] =<l fEfo]= DoER T}
oAl Y A 28-S YEIlY.

[HA]e] 1]
KLAK Jebo] =9} HLAH #efo]=9} 713 Mefo]=rt A4 J“E} J=ol] thate], KLAK A 23} HLAH A ] Zoj&
g Wk Aol tigh AlE efd o] Arrt Hdivb s A seklt.

TARSZE, 3% 20 YERE olv| At AER o]FofX &= 165/ HAetel=E A3k, A431-CNGB3-myc Al
Foll g ME FolAdS nlmIGiTh. ol d 16 FF2 WEFO| =, KLAK A3 HLAH M E F-3-8 D-ofv]iit
o7 713 Aol RES [-ofn]=alo 7 AT,
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[0117]

[0118]

[0119]

[0120]

[0121]

[0122]

S==35| 10-2427844

* 2
HEE |KLAK-HLAH Seq. Seq. No.
1 14+14 KLAKLAK-KLAKLAK-HLAHLAH-HLAHLAH-VRRADNRPG |8
2 14+13 KLAKLAK-KLAKLAK-HLAHLAH-HLAHLA-VRRADNRPG 10
3 14+12 KLAKLAK-KLAKLAK-HLAHLAH-HLAHL-VRRADNRPG 11
4 14+11 KLAKLAK-KLAKLAK-HLAHLAH-HLAH-VRRADNRPG 12
5 14+10 KLAKLAK-KLAKLAK-HLAHLAH-HLA-VRRADNRPG 13
6 14+9 KLAKLAK-KLAKLAK-HLAHLAH-HL-VRRADNRPG 14
7 14+8 KLAKLAK-KLAKLAK-HLAHLAH-H-VRRADNRPG 15
8 14+7 KLAKLAK-KLAKLAK-HLAHLAH-VRRADNRPG 16
HLAH-KLAK

9 14+14 HLAHLAH-HLAHLAH-KLAKLAK-KLAKLAK-VRRADNRPG |17
10 14+13 HLAHLAH-HLAHLAH-KLAKLAK-KLAKLA-VRRADNRPG |18
11 14+12 HLAHLAH-HLAHLAH-KLAKLAK-KLAKL-VRRADNRPG 19
12 14+11 HLAHLAH-HLAHLAH-KLAKLAK-KLAK-VRRADNRPG 20
13 14+10 HLAHLAH-HLAHLAH-KLAKLAK-KLA-VRRADNRPG 21
14 14+9 HLAHLAH-HLAHLAH-KLAKLAK-KL-VRRADNRPG 22
15 14+8 HLAHLAH-HLAHLAH-KLAKLAK-K-VRRADNRPG 23
16 14+7 HLAHLAH-HLAHLAH-KLAKLAK-VRRADNRPG 24

96 4 Z#o]Ed ¥ A431-(NGB3-myc AlZol| H7lste= ZF HEfol=9] HT TXE, 2.34, 4.69, 9.38, 18.8,
37.5, 75 & 150 pM=E 3kar, Efe]= FH7b Fo] wjd ARES 20A1Fe 2 & A o] 9jell=, Fard] 13} Wkt
Az ko], ZF Jetel=o] AXE Y 24E Frlekalth. ZF fEto] =] A431-CNGB3-myc Aol gk Al A
g4 HrtelA, 7t whg gHo] g AL (RLD S FA AdE & 29 YERdY. =W F M1 ~ 116 —8— zr
7k, & 29 JEPol= 1-16S e whE &4 AFE dEpdnt. B, JEle]l= HI7FERE 20A1F Fo
QZX*OE AE A B A8S eI, KLAK A9e] siete]=e] shiol HLAH A ge] sete] =7}
¥ FEte]= 1-80], HLAH A Ee] Fete]=9] 3ol KLAK A9 fetel=rt AZE fetol= 9~168F 2
H 2 A8 e, =, fEe]= 1.8 FolA = 7 &L Elel= 82 7 11 flEhe|=
1T A A B4do] Aakal, JEtol= 9~16 Tollxe= Mg & Etel= 160 M X1 fEfel= 9ETh A

X Ay 2ol Al

d

rr

> E&;F

[l 2]

AR 104 T AR AT Y B4 482 ek Weels 82 o @l s, A UuE Ame o
AE gNgel Bwt Aok AES AA5sA.

s

FARoRE, E 3 HeE opvnit NEE ool 14 FF PEol=E FAsT, MII-CNGB3-myc
A o AL Folde vimeleith, oleld 14 $He) Wehol=i, KLAK A AT HAH AQ F#E Dol
Moz, 713 PE=E Py Lopmion G,

L

Z 3
HEIE |KLAK-HLAH |Seq. Seq. No.
8 14+7 KLAKLAK-KLAKLAK-HLAHLAH-VRRADNRPG 16
Al 14+6 KLAKLAK-KLAKLAK-HLAHLA-VRRADNRPG 25
A2 14+5 KLAKLAK-KLAKLAK-HLAHL-VRRADNRPG 26
A3 14+4 KLAKLAK-KLAKLAK-HLAH-VRRADNRPG 27
A4 14+3 KLAKLAK-KLAKLAK-HLA-VRRADNRPG 28
A5 14+2 KLAKLAK-KLAKLAK-HL-VRRADNRPG 29
A6 14+1 KLAKLAK-KLAKLAK-H-VRRADNRPG 30
B1 13+7 KLAKLAK-KLAKLA-HLAHLAH-VRRADNRPG 31
B2 12+7 KLAKLAK-KLAKL-HLAHLAH-VRRADNRPG 32
B3 11+7 KLAKLAK-KLAK-HLAHLAH-VRRADNRPG 33
B4 10+7 KLAKLAK-KLA-HLAHLAH-VRRADNRPG 34
B5 9+7 KLAKLAK-KL-HLAHLAH-VRRADNRPG 35
B6 8+7 KLAKLAK-K-HLAHLAH-VRRADNRPG 36
B7 7+7 KLAKLAK-HLAHLAH-VRRADNRPG 37

_16_



[0123]

[0124]

[0125]

[0126]

[0127]

[0128]
[0129]
[0130]

[0131]

[0132]

[0133]

SES50l 10-2427844

AAe 13} o] dlo], ZF Flefol=o] A A A4S Hrlelth. 2+ FEo]l =9 A431-CNGB3-myc xﬂﬁﬂ s
S AL AR gAJol Hulol A, FElol= 83 FElol= Al~A6R A3 WhE &) W FE=RLDS A 4

HS gono] kg = (RLD) G =4 23S T 49 L}E}ud
1

T = 39, Hetel= 8J+ Hefol = BI-B7E A3
o =W F T#8) 2 K 39 FEol= 85 e vk &9 AyE vehla, AL ~ A6, B TBL ~ T
B6, = 77, E 39 FEROI= Al~A6, BI-B6E H7FS WHE &9 AnE LPEME} KLAK Aol 14 ofm =it

o2 o]FoX= JEo]= Al~A6 T HLAH M@0l 4 ofv|iit o]l fEle|= A3~6E, HElo|= HF Fk7t 75
ulMeloje Az A 248 Ao vehllA @kth(®= 3). EdH, HLAH A€ol 7 ofr|iito @ o]Fojx= e}
°]= BI-B7 % KLAK A&o] 11 ofwizat o]3tel Heto]= B3-B7E, FEtol= HE F=7} 75plolol= Al 2
F BAE Ae] HEhiA @3t 4). B, fEel= A2vte] JEfol sun A AlE AY @48 ek
Atk oled AFHEEH, oldE Eel=EA=, KLAK A Eo] 14 of|iito s o] fojx]= gleto] =gt HLAH
Ade] 5 op|ite g ofFojA = HEto]=E AAAZ Hetel=rt, T we AE A 248 vehis A
KR oL /\ 01041;]_

oil

= IR AR

[A A4 3]
KLAK FE}o]=<} HLAH #HElol=9} 713 HElol=2 Od_@f‘z} Fefo| = A, FAZE ofH| =4S D-ofH|xAte 2
3 A$-9} L-otm=ato g 3 9o NE A4 FAY FrE FAESIT

TAHoRE, E 30l 71Ae] Wekol= A2(14 oFrwito 2 o] ol A KLAK ML 5 ofu] Ao @ o] ol
HAH A 5% D-ojulicito @ o]fojxich, eto]=(14D+5D)2tnke @b )sh Metol= 89] ofvmat F 14
olu|=Alo 2 o] Fo]X &= KLAK A Fo] D-on| Ao 2 o]Fo|x|al, 5 ofu|x=Ato0 2 o] Fojx]&= HLAH A g9l L-
ofrlieito @ o] oAl MEFO| = (14D+5L), Weto]= o] olu] Al F 14 ofmlito @ o] o)A KLAK MY
o] L-ofulwAto @ o]folx 1, 5 onwito@ o] Folx: HAH AGo] D-olulato R o]folxE Hetol=
(1UL+5D), Fekol= 8] ofvlitte] R5 L-ojmliito o] Fojxi Heko|=(LUL+5L)el ME 4 B4el
g, AAel 13 @ol s zABIRG. @, o Wetol=e] 713 Frho= REL WF L-opulwiiwtow

N

Zb Hefol =] A431-CNGB3-myc Al gk Al 4 2de] FrbllA, 2 feol=2 A3t vy &)
F AE=RLDS 54 A3E = 5ol dEv. @ fEe]=rt B L-oprete s o] folx| = fEfo] = (14L

+5)8] AE A Aol Jbg A3, BE WEolErh BF D-ommitom o] ojx i Petols A2(Hee]=
(14D+5D) 9] AL A 4ol 7bg Fek. oz, Do wmitoR o] Fojx i HElo|Esb, L-ojulmito o F
JAt HeelEnTh AEFE ol AEA ol &BEY] olfn, AEF GF BYW oLEEA L FE B4

o] %3 WY WEow FSHY.

ERE Y

AAel 28 AN 3604 b AE A B4e] ke Wete= Azel AX A B4el dis) EAEHGT
<AE Aol BFH 4>

AE g HE e T AW Sz ¥E A431-CNGB3-myc AlEel, HAetol= A2E HE FE7F 0(Hx
), 37.5, 75 W 150 pM7} HEE Hrlale] wikstgitl. HWElOlm HIFERE] 24, 48 W T2A17F Fof, A
B Z#2d HAste] HAUE AEAE HAE) 2 FFESIIY. 1 Aokt AE AESF(Cells/view)d EA
A % 6o YERATE, o] A3, A431-CNGB3-myc AlE2] A& AESF= H713 FElo]l= A29] 5k o&F
AAHoR adke Aol P,

<OEXEAIA fFE A9 FA >

A v g F1E el FOAH JEHMﬂ B A431-CNGB3-myc Ml2Eell, HERO)= A2E HF F=7F 0(Hx
o), 37.5, 75 EE 150uM7} HEE Hr1ete] wioksgy. FElel= M IREE 24, 48 E: 7247 —?oﬂ
ApopTag(G= AF3%) Fluorescein In S1tu Apoptosis Detection KitZ ©]-&3}0] ofEEAAS A3, =
o, HMelol= HVIZHE 48A)17F A3} Fo] A Eo| thsle] Apop-Tag assays 3 A= yEc. =4 &
Hoechst ) ¥, Hoechst 33342 solutionol] gt Mol AFE vepditt. o] A}, H7kgh fEfo|= A29] &

oJEAH o2, Apop-Tag FAE AEF7F BobA, FEfol= A2¢l] ofal] ofEXEAIAVE FrE 5ol SlH AT

-
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[0134]

[0135]

[0136]

[0137]

[0138]

[0139]

[0140]

[0141]

[0142]

[0143]

[0144]

[0145]

[0146]

[0147]

[0148]

[0149]

=S5 10-2427844

oin

[4A¢] 5]
A WS 2R vhgscl A 2 % AN 3l b A A B4o] ke SElE 28 Fojaiel,
A et d@ An &R%E 24

o
<eolse] By Uz 9 Fol>

A431-CNGB3-myc MEE H7F o] o]2stal vA 79 9] Apg Yuts 2dl vpg-2o diste], o] AEFT vhE
st Al B Uo] 37CE e Agd Add 0.5nL8 @i WALA 3 Ao HEfo|= A28 A HFd &
A7 NS B Yo Folegdtt. FElol= A2E w9z AFY Fol#o] Omg/10mL/kg(hET), 5
mg/10mL/kg 3= 10mg/10mL/kg7} ¥ &= FoI &} th(n=3).

<Helol=o] H7F Y2 oy Ad Fo>

A431-CNGB3-myc A EZ H7F Yol o]Asta A 79 F9o] A s 29l vpg-2of thsle], o4&
stoll A =73 o] 37CE L A A9 0.5 @i WA E AT HEfol= A2E Ag ol
3171 %0 S 57 el FoJstdh(13]Al Fol). 1 $, A431-CNGB3-myc AIEE 57 9 Mo}ﬂ LA 8
T2} 9 o wpTIARE st EPo|= A28 NS FoIsiitt. S, JElol= A28 NS 1Y 13], A 33] Fo
AT, -’“E‘rol‘: A2E w929 AlFY FolgFo] Omg/10mL/kg(thZ+"), 2.5mg/10mL/kg, 5.0mg/10mL/kg T+
7.5mg/10nL/kg7} ¥ L2 Folstdth(n=3).

<Buko] A2 >

]_

1 rulu
O
d

=
T
O

oo AN

i

Peol= A28 Foldk A vuhE mW vheai HE FolRE Az FOEE 483 Fol o] aETE v}
At A BANATI T, Beke AHRGAT. AP F4§ B oA dhE B4 F, 444 9z

= =
Bysigith. e B2 AFE HY2 100 544 g% x=d

s

lo iz
)
™
]
(¢}

=Asta, 4 A9 108 %9 CellTiter-Glo bufferE 7}ste] TR A }o|= & 3 YAl oH

3|star, olE FolAlolER SQth. o] golAolE 2w ke PBS 2 E‘rol*ﬂ] oF FEe 2X
CellTiterGlo Reagent& 7}ste] et A& whg §H o= 3ar, o] whg BAS 1027F Aol A LA
AL A2 Fo] wkg §oeo] g ZFE(RLU)E, Synergy Hl dtolHzl= HE RE wmlojgz FH#Ho]E gt
(BioTekAHA]) & o] &3] FA43oct. vhg &9 Wy Zw= ATP o] Axolw, g A7t 2555 ATP
Fol AHa, FolwEl Felol=o] Ax A} o] A AL et BEE AP triplicate(n=3)&
4%, 1 Hos 7 HEPolme] AX A S o= A Hlsgit.

ATP & 572, CellTiter-Glo(5E 43) Assay 7|E(ZZHI7IAANE o] &35t P}, 54T
o
&

Xz
O

Briol 28 @3 Fol AT GUT 2 vHpasl Hoel WG BERD 53 AskE = ool ey,

EE, PEOS A28 33 WE Fold A4F WHF w9 vhgso Bute Wy JERS 4 A%E % 0of
bt = 8 W 99 ubehl uhe o], whal Felsh ole] xel ool o mhgolME, Feldh el
= 29 ool EH o Hubel W FERLZE Askulo] glo], Hupel ATP ol AstEEol HNHA.
sure] TP ool Aok, Bubel ol 4 MIL-CNGBI-mvc AES AE AES] 4T v, oleig Ashe
W, Hetel= A2el o), B We] M3I-ONGB3-myc AET} AEEE A, Welelm Aze Al W 27
A OAE Y EaE BAE S gon, B3 A7 Wi @ Auctezd §8 olga & 4 k.

<TUNEL &~ >

do=w 14gs Wl #E AL S giste], HE G4 2 TUNEL |48 35t} o]
A, FAEfolE A2 FoF A=, TUNELY (TdT-mediated dUIP nick end labeling) <F/dolw(=A] A2F), el
ol A2%E O}XEAAE Esta, AX AN FHE UeEhE Ao] FelE ).

m
N

A31-CNGB3-myc AM|E 2 22 23t AZo] fHsts AEZFo ek, Fetol= A2(AEFo|=(14D+5D)) o] A|3E



[0150]

[0151]

[0152]

[0153]

[0154]

[0155]

[0156]

[0157]

[0158]

A} A}

=70 Tjr

4 AE FAl AEFEAE, AHE A WA A9 ishikawa AIE, AFE A Wk frefe] SNG-TIA 2
Abgr A At el Hee-1 AME, A 2bg ek Feie] RL9S-2 AlEE o] &383ltt. ol Al¥= Ad3l-
CNGB3-myc Al Eo} wpxb7pA| = &ko] st

2t MEE AYste el =2A =, & 49 YERlE ofv| 4t
Art. ol#dk 3 =79 FHElo]== KLAK A Qg3 HLAH Mg FES D-ofnjw=to =2 | 71
i&OE A3kt

et

o

24 48

J )8}

32

x4
KLAK-HLAH-Z13 | Seq. Seq. No.
A2 14D+5D+Z13 KLAKLAK-KLAKLAK-HLAHL-VRRADNRPG | 26
A 2-1 | 14D+Z13 KLAKLAK-KLAKLAK- VRRADNRPG 38
A 2-2 | 5D+Z13 HLAHL-VRRADNRPG 39

96 4 Z#o|Ee] M ZF Mo FHIbeh= 7 FERol=9] HFE FEE 0(3Etel= F3TE), 2.34, 4.69, 9.38,
18.8, 37.5, 75.0, 150.0 ¥+ 300.0 pM= 3 A o]elo= AAle] 13} HU&tA sto], 72+ fEeto|=9] AE A4
S48 Hrrsigith. Felolm FA7E wbg SN g FE=(RLDE 100%2 3 -9 7 ukg g9 A
F RS A ATP (%) oz2A AEs3it. S A3E © 10~% 149 Jepdth, =i F T14D-213+5D-
713, = FElo]|= A2-13} FElo|= A2-25 BT H713E Wk golo] At) ATP kS, [14D-713, & FElo|=
A2-1WHS H7bek ukg golo] Ao ATP %S, T5D-Z13) & FEbo|= A2-2vHS H7Lek wbg gole] Abg] ATP %

S, 14D-5D-713, = FEpol= A29HS H7b3E vk SN o] o) ATP % (%) 7+t UrE}LﬂD}. T 10~% 149 Y
Rl upe} o] slEfo]= A2 A431-CNGB3-myc AIE B%F ofh, 2ba ek Aol feisks og] AXEFo s
M= AE A F4 8-S 7L glgol 1A 52%&, KLAK S1Efo]=o} 713 fEfo]=e] A7 FEfo]l=
9 HLAH Fefo] =9} 713 fefo]=9] 14 efe]=2 15 APk AEo A=, KLAK Fefo] =9} 713 FEfo] =9
4 Fetej=nto g He AlxZ 2 HLAH fefel=9} 713 ete]=9] A4 Fefol=vho @ A2|sh Aot whit
AR ME A B A8 A BEEHA AR, wlg- ot

(A 7]

A31 AEZ= A 23] FARY AﬂE%‘ frel AETFQ ASENH, A431-CNGB3-myc AE7F H7e o] A€ Aa
ks R < T stk wEbA, A W B wpgso] Bk, A 1
Efo] A= ofu|wit A ER °1$°M% olglg HEelol=9} [F7 HElo]=E AA3 HElo]
KLAKLAK-KLAKLAK-HLAHL, A< 40)(elsk, TIF7(RR)-(K+H) HEtol=, i & F Att)E Fofsta, ¢
M thek M A 3 ZeS 2AEE Y. [F7(RR)-(K+H) $elol=+= KLAK A <E3} HLAH A&
ofulAto 2 1 oo FEfo]= RES L-oju|ito R A EGIT.

<flEfol=9] WAy Fol>

A431-CNGB3-myc MEE E7F ol o]43ln YA 149 Fo] =g s 2l npg-zof th3te], 1Y 18], 697
A&ste] IF7(RR)-(K+H) FEelol=g Al Ao £3lAzl &9 50uleE vAWoZRYH FoJ3iit.
I[F7(RR)-(K+H) HAelo]l=+=, nlg-2=9 AT FoJ&Ho] Oug/body(HZE), 10ug/body B 50 ug/body”} &

%5 Fojahgr,

o] 43, JElol=F EO%oW UA e 2T (n=8)ol A=, A431-CNGB3-myc AIZE H7F ol o]2atar 144
244 Z7kA oAb AAAGE 1olw, AEELS 88.9%Att. olol thdte], IF7(RR)-(K+H) FElo]=Z 10n
g/body/day =¥ 50 ng/body7} HEZE FoJ3F #(n=6)oA+= AEELS 100%H ). T3, A8 F85 AN &2
T -2 5759 oF ME(A431-CNGB3-myc MlE)e] & XA A3, gxzddAes & AxesE 59 A

r—{u:

AA AQAR, FTRO-(K+H) Wefe| =2 Folgh ol urie] vhgrolx of Axe] S vz =
FHolgith, B, 7 wpse] AFE FTRR-(K+H) Beto] o] Rojafolu} Fof 35o] # glo], 5ue
Wl gl oleld AReRH, 44W A FTRO-(K+) Weol=t oF A¥el oa A¥ A4 24
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[0159]

[0160]

[0161]

[0162]

[0163]

[0164]

[0165]

[0166]

[0167]

[0168]

[0169]

[0170]

[0171]

[0172]

[0173]

[0174]

[0175]

[0176]

S==5| 10-2427844

ERER
% ol ERE FYA T vhel distel, Axldl 7914 ol$8 FTRR-K+H) Hele|=E g %ol
shan, o AEl U@ AL 4 B4 48 2AA

<FA|AEoAl A =9 ek 't Fek TF vk (0VCAR3-Lue PH-22) >

o] ot F¢ 2Ae TAMEH fAAE EYF Wi AZF(OVCARILuc AE, BAERTE
1HE R A

S o] 83}t}d. OVCAR3-Luc A9 wike, RPMI medium 1640(11875-093, gibe by life
technologies)S wl<F wiA|2 s}ar, 37C, 58%=% o] tsterh 37 3lollA] Asigitt.

8% 4% SCID wk$-22(C.B-17/Icr-scid/scid Jcl A%, d¥ CLEAAZRH 7)o 5 ¥l OVCAR3-Luc Al
S oF 1x10 718 o] 48ke] OVCAR3-Luc mH$-222 Fw|8Hgit).

<HElo]z ] ujHu Fo >

Ao 73 7ro] o] OVCAR3-Luc wF-$-2of, 19 13], 697F A<:38ke] IF7(RR)-(K+H) HEo| =2 A Ad<
of &A1 &4 50ulE wE AWozRE TSt IF7(RR)-(K+H) FEpol= nlg-29] AFg Fola
o] Opg/body(th=) X 10 ug/body’} HE=2 Folatgitt.

<Fd A9 479 FH >

7k wpg-2o tiste] WG o|nH HALE s, T & F79 photongot FF 2Z 9 AV|E AAHom 7

sl

(1) Photon¢] =4

[}

FAHH-FA HolA] TF ) FE o] &3], in vivo TF o]m|A X (Xenogen IVIS-200, Caliper
Corporation#]) & o]&3ste] =AY t. A, OVCAR3-Luc wF9-2~9 E7F o 30mg/mLe] D-FA #8245 (126-
05116, ¢ka &=oF & HAA) &< 100uLE Foskltt. Fo 15& 5, 3T vk5-25 in vivo 23 ojv]d &
2 Z743te] PhotonFE AS3HUTE.

(2) B¢ AR 54

2t OVCAR3-Luc mHg-2s0] 5 3919 24 24 A4 (m)e T 73 wgozye, 57 Ao o) 75k
oho#H, FEe A7) 94 m)S WUl AW AE o] gdte] ZATYL.

[%4 2% A9 )] = (34 mm] < 97 @m)] x [ )] x1/2

H

159 7} whg-29] 5 & F7{9] photonFo FHE (%) AAIA WsE vehda, & 160 7 vk F
Fg A () ZUR S AAH WSS Uehdth, photonTe] FlE L FF AN Fge BT
Elo]= ol Fo] JRAAe Aol S 7]F(100%) 0.2 3k, =W FolA  Ttreatment) &, FEPO]= &
S AA A9 T A 7] debdth. = 159 veRd wkel el IF7(RR)-(K+H) fete] =8 Fof gt
nhg-2oll M=, fEte]l= A2l 7|3bell= photong 7t 7€ SuiskAl ¢kar, HEtol= Azl 7IZE Fo] S
Z(Saline) Bth 2RQkeh. HE7E, FF xﬂzﬂ.ﬁ HAepol= Az 7)7kell= tlE2F Y IF7(RR)-(K+H) Felo|= &
ol Aol A, Y Al 712k AT SUES IFTRR)-(K+H) Felel= Folgte] sl 2.
olelgt AF=HH, IFT(RR)-(K+H) efo]=2o] Fojo olaf A o] ¢ =4S 43T 5 dor, 47 3
Elo| = A RA fEitta 3

b

12 2

¥ n:‘-z rﬂw‘

2% 4719 Aol Hebn o) AR FOGBS PAR W Adetn, OGBS WA fTE 2SR

ZA AU A#AEHL g AAge dAa B4 of#o](Ovary cancer tissue array)(US BiomaxAlAl) 4% 5 2
ZH(0V20811 2 0v2088)¢, Z+E Arlel %= of#o](Multiple organ tumor tissue array) o 2%
(FDA800a = MC964a)E o]&3&tch. w3, 3JONGB3 FAl:=, AdHa = 34 % Biorbyt(Catalog
No.orb156415BRT 100 UG)(°l&}, &l orby a2 & 4= dth.) 2 Osenses(Code; 0SC00253W)(elsl, &)

2



[0177]

[0178]

SES0l 10-2427844

2530, Al & ¢ vk 9] 2F[FE ol &3t
22 Ayl Wy AL ostet o] sttt 4, ek Eu) 22 HAS, A A HAFE E2AA
(immunoblot, DS¥}wpujo] @ Wt)ZAbA]) 2 30&E-7F W = % TBST(Tween 20 g
Egx ks A Aol o 5wgke] Al AeE : , x=

shpaapoll FA ko] 53 REEAIA, WA FlSAtolAl S ERF AeE g §, TBSTo| gk 5w7t
o AA AHEE 23 Aok, ALEA, dd 2 AHAL, FONGB3 FAS REAL Antibody Diluent(Code
$2022, DakoAlA) &+ 1008HE 3|28k 12} A gHeo] AAAH A4 30%7F W-EA|Z] & TBST 9|8 5%
ke A AglE 23] ek, T3, g 22 RS %2 22 A (EnVisiontSystem-HRP ¥2] Polymer &
27] 34, DakoAtA]) 9t Aol A 30837F WFEAIZ] 3 TBSTOl o]3k 587ke] A4 2EE 23] sy, a1 F,
g =2 ddS DAB A A%k [DAB+Liquid(2FA] Abe]=), RUO(K3468), DakoAlAl]l o= 53k A &3sfe] &
A ATH. DAB A Fo] ] AR A% F do]o] duiEAddor 283 HEldn S P Q

At

1=
ot
o
ofL

Argre) whagk 24 ojele] F 0v208119) ¥4 AwE 3 53 1001, 0V2088°] 44 AFE i 11-3% 169 27}
eldTE, ZHE A9 oFxZ o]#o] = FDAS00ae] M ZAdE ¥ 17 % FE 189, MC964ae] A A= F

. 7 %)
19~21¢] 7}z el § = 7F SONGB3 Ml who] T4, ¢l AL &Y g wWel odAm Ays, -, &
=R % s}
=4 5 23]

A A Mo olAuA] e AFZ zhzh ou]Fch. Ujiiie] x4 Awlo] FCNGB3 HAS] & wel ol
go] glo}, (NGB37F &= o] Q&S & & AU,

_21_



SES01 10-2427844

# 5
0oV20811 Grade | Stage orb | 253W
1 | Serous adenocarcinoma 1 la + +
2 | Serous adenocarcinoma I - -
3 | Adenocarcinoma (sparse) - la + +
4 | Serous papillary adenocarcinoma 9 11 + +
5 | Serous papillary adenocarcinoma la - +
6 | Mucinous papillary adenocarcinoma 1 Ic - +
7 Mucinous papillary adenocarcinoma (fibrous tissue and _ + B
blood vessel)
8 la + -
9 Mucinous papillary adenocarcinoma 1 ~
10 + +
11 Ila + +
12 Ic + +
13 Ib + -
14 . . 2 + +
15 Serous papillary adenocarcinoma Illc : —
16 v + -
17 3 Ic + +
18 Serous_papillary adenocarcinoma (carcinoma sparse _ llla + +
necrosis)
19 Ic + +
20 3 + +
21 Ib — "
22 . . 2 IIb + +
Serous papillary adenocarcinoma
23 la + +
24 IIb + +
25 Ib + +
26 3 +
27 . . . la + +
28 Mucinous papillary adenocarcinoma IIa + +
29 Ib + +
30 9 la + +
31 Ila + +
32 , , - Ib + T
33 Serous papillary adenocarcinoma 3 I ; "
34 2 Illc + +
35 2-3 II + +
36 | Mucinous papillary adenocarcinoma 2 I + +
37 | Mucinous papillary adenocarcinoma (tumoral necrosis) - Ib -

[0179]
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#6
oVv20811 Grade | Stage orb 253W
38 Ila + +
39 3 v + +
40 | Serous papillary adenocarcinoma + +
41 2 Ib + +
42 2-3 Ia - +
43 lfleoroodu?“:)sasp;III)ary adenocarcinoma (fibrous tissue and _ llle + +
44 | Serous papillary adenocarcinoma v + +
45 | Mucinous papillary adenocarcinoma 3 Illc + +
46 + +
47 Ia + +
48 X . - + +
29 Serous papillary adenocarcinoma ] 11l " "
50 3 la + +
51 IIb + +
52 | Serous adenocarcinoma 2 11 + +
53 3 la + +
54 | Serous papillary adenocarcinoma 2 + +
55 Ila + +
56 | Mucinous papillary adenocarcinoma 3 la + +
57 | Serous papillary adenocarcinoma II + +
58 | Serous adenocarcinoma 2 Illc + +
59 | Serous papillary adenocarcinoma Ib + +
60 | Serous papillary adenocarcinoma Illc + +
61 | Mucinous papillary adenocarcinoma with necrosis 3 la + +
62 lla + +
63 | Serous papillary adenocarcinoma la + +
64 - Ila + +
65 | Serous adenocarcinoma + +
66 la + +
67 3 11 + +
68 | Serous papillary adenocarcinoma Ib + +
69 Ic + +
70 2 la + +
71 | Mucinous papillary adenocarcinoma 3 + +
72 Mucinous papillary adenocarcinoma (corpus albicans _ Ib + +
tissue)
73 | Serous papillary adenocarcinoma (fibrous tissue) - la
74 | Serous papillary adenocarcinoma 3 111 + +

[0180]
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*7
oVv20811 Grade | Stage orb | 253W
75 | Serous papillary adenocarcinoma (ovary tisuue) - Ic - +
76 + +
77 | Serous papillary adenocarcinoma fla + +
78 3 IIb + +
79 | Mucinous papillary adenocarcinoma with necrosis II + +
80 . . PR -
81 Serous papillary adenocarcinoma Ib n "
82 | Serous papillary adenocarcinoma (ovary tisuue) - 11 + +
83 | Serous papillary adenocarcinoma 3 + +
84 Ser9us pap!llary adenocarcinoma (chronic inflammation _ la + +
of fibrous tissue and blood vessel)
85 Ib + +
86 | Serous papillary adenocarcinoma I + +
87 3 la © |+
88 | Serous papillary adenocarcinoma with necrosis I + +
89 2 + +
90 | Serous papillary adenocarcinoma II + +
91 3 Ic - +
92 | Mucinous papillary adenocarcinoma with necrosis Ib + +
93 | Adenocarcinoma (sparse) - 111 - +
94 . . I + +
95 Serous papillary adenocarcinoma s " "
96 | Mucinous papillary adenocarcinoma Ib + +
7 Mucinous adenocarcinoma 3 Hla — *
89 Ib + +
99 Ia + +
100 | Adenocarcinoma II + +
101 2 Ia + +
102 | Endometrioid adenocarcinoma 1 Ib + +
103 | Endometrioid adenocarcinoma (tumoral necrosis) - I - -
104 | Endometrioid adenocarcinoma 1 + +
105 | Endometrioid adenocarcinoma (tumoral necrosis) - Ic - -

[0181]
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0ov20811 Grade | Stage orb 253W
106 | Endometrioid adenocarcinoma Ia + +
107 | Endometrioid adenocarcinoma (sparse) Ila - +
108 Ia + +
109 - +
110 I + +
111 ! Ib + +
112 Ia + +
113 Ila + +
114 I + +
115 Ia + +
116 3 I + +
117 | Endometrioid adenocarcinoma 2 Ia + +
118 I + +
119 Ila + +
120 3 v + +
121 Ic + +
122 2 Ilc + +
123 Ia + +
124 Ic + +
125 3 Ib + +
126 Ila + +
127 . - -
128 Clear cell carcinoma I " "
129 | Clear cell carcinoma (sparse) with massive necrosis Illc - +
130 | Clear cell carcinoma (sparse) with necrosis +
131 . I +
132 Clear cell carcinoma " "
133 | Clear cell carcinoma (tumoral necrosis) 11 - -
134 Ic + +
135 | Clear cell carcinoma + +
136 I + +
137 . . . + +
138 Undifferentiated carcinoma a " "
139 1 I + +
140 Ia + +
141 | Squamous cell carcinoma from malignant 9 Ila + +
142 | transformation of teratoma Illc + +
143 + +
144 3 la + +

[0182]
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# 9
OoVv20811 Grade Stage orb 253W
145 | Squamous cell carcinoma + +
146 o + +
147 Illc + +
148 Transitional cell carcinoma ~ N
149 Ia + +
150 - +
151 v - +
152 - -
153 fe - +
154 Ib - +
155 - +
156 : - +
157 Endodermal sinus carcinoma i N n
158 Ib - +
159 Il - +
160 Ib - +
161 v - -
162 B + -
163 fe + -
164 I - +
165 Ic - +
166 Ib - -
167 I - +
168 Ia - +
169 Ib - -
170 Ia - +
171 | Granular cell tumor IIb + -
172 Ic - -
173 I - +
174 - -
175 - -
176 la - +
177 + +
178 - -
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SES06l 10-2427844

£ 10
0oVv20811 Grade | Stage orb 253W
179 + -
Ib
180 - -
181 | Granular cell tumor la - -
182 II - +
183 Ib N.T. +
184 la + +
185 Ib + +
186 + +
187 la + +
188 + -
Dysgerminoma
189 Ilb + -
190 la - -
191 I - +
192 - -
193 + +
- E]
194 | Interstitial cell tumor - -
195 + +
196 | Sertoli cell tumor Ic - -
197 I - -
198 - -
Theca cell tumor la
199 - -
200 Ib - +
Malighant theca cell tumor
201 I - -
202 | Malignant teratoma la - +
203 - -
Ib
204 | Immature teratoma - -
205 I - -
206 | Gynandroblastoma - -
207 | Malignant fibroepithelioma la - -
208 | Malignant non—specificity steroid cell tumor - -
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0V2088

Grade

Stage

253W

Serous papillary adenocarcinoma

O N[N —

©

—_
o

—_
—_

—_
N

—_
w

la

+|+|+

I

+ |+

++ |+ ]|+

Serous papillary adenocarcinoma (fibrous
tissue and blood vessel)

-
~

Ia

+|+

—_
o

Serous papillary adenocarcinoma

—_
(=]

—_
~

Serous adenocarcinoma

—_
©

—_
©

N
o

N
—_

N
N

N
W

N
£y

N
o

N
(=]

Serous papillary adenocarcinoma

N
~

N
o

N
©

w
o

w
—_

w
N

w
w

©w
~

Ia

++|+]+ ]+

w
o

Serous adenocarcinoma with necrosis

w
(=]

Serous adenocarcinoma (sparse)

w
~

w
©

Serous papillary adenocarcinoma

w
©

IS
o

+

+

I

Ia

++]+

+

+ |+

+

++]+

]|+ +]+
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0V2088

Grade

Stage

orb

253W

41

Serous adenocarcinoma (sparse)

42

Serous adenocarcinoma (fibrous tissue and blood
vessel)

43

44

45

46

Serous adenocarcinoma

47

48

Serous adenocarcinoma (fibrous tissue and blood
vessel)

+ |+

49

50

Serous adenocarcinoma

51

52

Serous adenocarcinoma (ovarian tissue)

+ |+ [+

53

54

55

56

57

58

59

60

61

62

63

64

Serous papillary adenocarcinoma

+

+

[+ [+ [+ F[F][+]+]+

+ |+

I

65

66

Serous adenocarcinoma (necrotic tissue)

+

+

67

68

69

Serous adenocarcinoma

70

Serous papillary adenocarcinoma (fibrous tissue and
blood vessel)

+ |+ ]+

+

71

Serous adenocarcinoma (necrotic tissue)

72

73

74

75

76

77

78

79

80

Serous adenocarcinoma

+ |+ |+

[+ [+ ]+
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0V2088

Grade

Stage

253W

81

82

83

84

85

Serous adenocarcinoma

Ilc

+

86

Serous adenocarcinoma (ovarian tissue)

+

87

88

89

90

91

92

93

94

95

96

97

89

99

100

Serous adenocarcinoma

+

+

RO S S (S [ S (o (S S o

+ |+

+ |+ +]+

101

Serous adenocarcinoma (chronic inflammation of
fibrous tissue and blood vessel)

102

Serous adenocarcinoma

103

104

Serous adenocarcinoma (fibrous tissue and blood
vessel)

105

106

Serous adenocarcinoma

107

108

Serous papillary adenocarcinoma

109

110

111

Serous adenocarcinoma

112

Serous adenocarcinoma (ovarian tissue)

+ |+

113

114

115

116

117

118

119

120

Serous adenocarcinoma

+ |+

+ |+
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0oV2088 Grade Stage orb 253W
121 | Serous adenocarcinoma with clear cell 3 la - +
122 | carcinoma _ —
123 - -
1 I
124 ) . . - _
125 Mucinous papillary adenocarcinoma — —
2 I
126 © T
127 . ) — _
128 Serous papillary adenocarcinoma 1-2 II
129 I + +
130 1 + +
131 Muci ill d i b e
132 ucinous papillary adenocarcinoma " "
133 + +
134 1-2 Ia " "
135
136 - -
137 Mucinous adenocarcinoma 2 — —
I
138 - -
139 . _ _
120 Adenocarcinoma — —
141 | Adenocarcinoma from malignant transformation 3 la - -
142 | of teratoma - -
143 . _ _
124 Adenocarcinoma — —
145 o ] + +
146 Endometrioid carcinoma (sparse) Ib N N
147 | Squamous cell carcinoma from malignant N N.T. N.T.
transformation of teratoma (mature teratoma IlIc
148 | sparse) + +
149 | Squamous celll carcinoma from malignant + -
150 | transformation of teratoma b - -
1511 g Il carci 3 - *
15 | Sauamous celll carcinoma — "
153 | Squamous cell carcinoma from malignant + -
154 | transformation of teratoma I + -
155 @ - ¥
156 - +
157 _ +
158 Endodermal sinus carcinoma - — :
Ib
159 -
160 _ _
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0oV2088

Grade

Stage

orb

253W

161

162

Endometrioid carcinoma

163

164

165

166

167

168

169

170

Granular cell tumor

171

172

Granulosa-theca cell tumor

173

174

175

176

177

178

Granular cell tumor

179

180

181

182

Clear cell carcinoma

183

184

Clear cell carcinoma with necrosis

|+ + |+ + |+ ]+

+ 4+ + ]|+ +

185

186

187

188

189

190

Dysgerminoma

191

192

193

194

Immature teratoma

195

196

Strumal carcinoid (sparse)

197

198

Undifferentiated carcinoma with neruoendocrine

feature

+ |+ + ]+

199

200

Transitional cell carcinoma

|+ |+ |+ +]+

N.T.

0V2088

Grade

Stage

orb

253W

201

202

Carcinosarcoma

203

204

Cellular fibroma

205

206

Embryonal carcinoma

207

208

Diffuse B—cell lymphoma
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FDA800a orb 253W
11 _ Basal cell carcinoma of occipitalia skin + -
o= :
2 Squamous cell carcinoma of left chest wall + -
3 Small cell carcinoma - -
4 Adenocarcinoma + -
5| H Squamous cell carcinoma - +
6 Large cell carcinoma + +
7 Bronchoalveolar carcinoma - -
8 Spermatocytoma + -
9 HAa Spermatocytoma - -
10 Embryonal carcinoma +
11 —_— Adenocarcinoma (Gleason grade:4; Gleason score:4+5) +
12| °°° Rhabdomyosarcoma - -
13 Adenocarcinoma +
L~ {crut
14 Adenosquamous carciinoma -
15 Adenocarcinoma -
L an
16 Low garde malignant interstitialoma - +
17 Duct Adenocarcinoma + +
—— A :
18 Islet cell carcinoma - +
19 Adenocarcinoma +
—— Zm
20 Low garde malignant interstitialoma +
21 Adenocarcinoma + +
22 | 27 Low garde malignant interstitialoma - -
23 Malignant melanoma + +
24 Squamous cell carcinoma + +
il PNy
25 Adenocarcinoma + -
26 | WE Adenocarcinoma + +
27 | & Squamous cell carcinoma + +
28 | O| 5t M Adenoid cystic carcinoma + +
29 | ¢ Mucinous adenocarcinoma + +
30 Hepatoblastoma + -
7t
31 Hepatocellular carcinoma + +
32 Ductal carcinoma in situ + +
33 o Invasive ductal carcinoma + +
347 ° Duvtal carcinoma in situ + -
35 Medullary carcinoma N.T. N.T.
36 Adenocarcinoma endometrium +
37 Xz Clear cell carcinoma with necrosis (sparse) + +
38 Leiomyoma - -
39 Squamous cell carcinoma +
40 | At= Endocervical type adenocarcinoma +
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3% 18
FDA800a orb 253W
41 o Mucinous adenocarcinoma - +
42 Serous adenocarcinoma + +
43 | M 27 Thymoma (type B3) + +
44 ZHAF A Medullary carcinoma - -
45 Papilly carcinoma + +
46 Atypical meningioma - +
47 Malignant ependymoma of right occipital lobe - -
48 | Anaplastic oligodendoroglioma with calcification (sparse) - -
49 Pantmorphic glioblastoma of right occipital lobe + -
50 Medulloblastoma of cerebullum + -
51 . Transitional cell carcinoma - -
52 - Low garde malignant leiomysarcoma + -
53 Transitional cell carcinoma - +
54 | ME Papillary renal cell carcinoma - -
55 Clear cell carcinoma + +
56 Diffuse B—cell lymphoma + -
57 Diffuse B—cell lymphoma of right thigh - -
58 |2z H Diffuse B—cell lymphoma of mandible - -
59 Diffuse B—cell lymphoma of spleen - -
60 Hodgkin's lymphoma of left clavicle - -
61 of 5 x 5| Leiomyosarcoma of chest wall - -
62 Embryonal rhabdomyosarcoma of left leg - -
63 = oo Rhabdomyosarcoma - -
64| Primitive neuroectodermal tumor - -
65 | =9 Clear cell sarcoma + +
66 | == 9f Neuroblastoma - -
67 | 52 Mucinous liposarcoma - -
68 | St Chordoma + +
69 | g2 XA Neurofibroma of right low back N.T. N.T.
70 | SEHE Synovial sarcoma of right chest wall - -
71 | by Osteosarcoma of right femur - -
72 | 254 Malighant mesothelioma - -

[0192]
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MC964a orb 253W
1 Astrocytoma + -
_2 Anaplastic oligogendroglioma - -
z o) Malignant ependymoma + -
_4 Astrocytoma + -
_5 Astrocytoma + -
6 Glioblastoma + +
7 Squamous cell carcinoma (sparse) + +
_8 Ale Squamous cell carcinoma (sparse) + +
—9 Squamous cell carcinoma + +
i Adenocarcinoma - -
1[4 Adenocarcinoma + +
7 Interstitialoma + +
13 Hepatocellular carcinoma + +
14 | S Cholangioma + +
T Hepatoblastoma + +
16 Adenocarcinoma + +
T AZ Diffuse B—cell lymphoma - -
W Interstitialoma + +
19 Adenocarcinoma + +
[ 20 | 4% Interstitialoma - +
7 Diffuse B-cell lymphoma - -
22 Adenocarcinoma + +
23 | RSy Interstitialoma + +
? Interstitialoma + -
25 Islet cell carcinoma + +
[ 26 | A Adenocarcinoma + +
? Adenocarcinoma + +
28 Metastatic adenocarcinoma + +
F CH & Metastatic dysgerminoma - +
3—0 Interstitialoma - -
31 Small cell undifferentiated carcinoma - -
E Small cell undifferentiated carcinoma - -
? _ Atypical carcinoid + -
? a Squamous cell carcinoma + +
; Adenocarcinoma + +
? Squamous cell carcinoma + +
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£ 20
MC964a orb 253W
37 Squamous cell carcinoma + +
38 | At=2dE | Squamous cell carcinoma + +
39 Squamous cell carcinoma + +
40 Endometrioid adenocarcinoma + +
41 | Xt Endometrioid adenocarcinoma + +
42 Clear cell carcinoma - +
43 Invasive lobular carcinoma + -
44 | R Invasive ductal carcinoma - +
45 Cystosarcoma phyllodes - -
46 Serous adenocarcinoma - -
47 | Ha Serous adenocarcinoma - +
48 Serous adenocarcinoma + +
49 Diffuse B—cell lymphoma + -
50 | H| & Diffuse non—Hodgkin's lymphoma - -
51 Diffuse B—cell lymphoma + +
52 Adenocarcinoma (Gleason grade:3; Gleason score:3+4) + +
53 | MEM Adenocarcinoma (Gleason grade:3; Gleason score:3+3) + +
54 Adenocarcinoma (Gleason grade:3; Gleason score:2+3) - +
55 Seminoma with necrosis - +
56 | A Diffuse B—cell lymphoma - -
57 Embryonal carcinoma + +
58 Clear cell carcinoma - +
59 | M Clear cell carcinoma - +
60 Sarcomatoid carcinoma - -
61 Transitional cell carcinoma + +
62 | &g Mucinous adenocarcinoma + +
63 Leiomyosarcoma + +

[0194]
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3% 21
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64 Hodgkin's lymphoma of neck + +
65 2z Hodgkin's lymphoma of neck - +
66 Diffuse B—cell l[ymphoma of left groin - -
67 Diffuse B—cell lymphoma of light elbow joint - -
68 | M 27t Diffuse T—cell lymphoma of mediastinum - -
69 | &7tat Diffuse B-cell lymphoma of mesentery + -
70 Osteosarcoma of left leg + +
71 Osteosarcoma of right femur - +
72 " Osteosarcoma of right femur - +
73 Dedifferentiation chondrosarcoma of pars sacralis - -
74 Well-differentiated chondrosarcoma of right femur + +
75 Mesenchymal chondrosarcoma of pars sacralis + -
76 | Ol & Squamous cell carcinoma of cheek + +
77 | & Squamous cell carcinoma of lip + +
78 | 2 Squamous cell carcinoma of nose + +
79 | & Squamous cell carcinoma of pharynx + +
80 == Squamous cell carcinoma of larynx + +
81 T Squamous cell carcinoma of larynx + +
82 | o1& Diffuse B—cell lymphoma of pharynx - -
83 | &5 Squamous cell carcinoma of larynx + +
84 | 2 Squamous cell carcinoma of nasopharynx - -
85 Squamous cell carcinoma + +
86 | & Embryonal rhabdomyosarcoma - +
87 Mucoepidermoid carcinoma + +
88 | K| EX X | Mucoid liposarcoma of left leg + +
89 Mo X Isolated fibroma of chest wall - -
90 Fibrosarcoma of left forearm + +
91 Medullary carcinoma + +
92 | &M Papillary carcinoma + +
93 Diffuse B-cell lymphoma - -
94 Malignant melanoma of anus margin + +
95 | Ol & Basal cell carcinoma of scalp - -
96 Squamous cell carcinoma of left chest wall + +
[0195]
[0196] [AA]e] 9]
[0197] oo g RE Fel¥ A4F T INGB3 & SAsko], (NGB3 83 Hek ghxpel CNGB3 rd ZHghe] vt
S AEE g deA ARG, #3, o] Fo] A2 siupvix olauist Al AL f1dEle] Fls wop
ool Art
[0198] <gdxy MZ>
019  APAERE A4 G3, obrd A@e] o@o] HeNHA om, Ay P AP) 29 L soket
Z oahrfet vshgelel Sab(eiagh #4037, AFAE 4 39, gk B4 39, A GeA 19, 0P
o B4 29, AT WUF B4 39 W AT ADF B4 19) oY AHY AL AN stn, dojd
99 AYAEE TN BEHGT. 4T A2F BAE 4T WASH 47 2Fo] BF WHF Bl
[0200] <dixFE >
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vt FAFoRE, 94, S 1,000<g, 4ColA 2087 94 Besta, Aeas 35,
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-
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o ottt o,

<flefol= g4 >

713 HE}o] = (VRRADNRPG : A< ¥
FEto] =)= GenScriptAlell <3}

3ol veRs AFAIX v 93t 713 FEpo]=(L-opn| ko 2 o] Fol x| =

<olHd EBRE >

800 uLel dHozHE dld d42FS §F Laemmli gF AT E3kste] 4 AMES ZASATE. 7]
MES SDS-PAGES] o]all ®eEstar, olojx PVDFEte R &zith. PVDFUHS A&oA 6037+, 5% BSA
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HealthcareAlA]) S o] &3le] AE3UTE. dANEHED A& 34 a4 AZEQo] (S Analyzer 4, (ATTO
AHAD & o] &3t @ekitt.

<EA #A>

oo
210 ol

RE BXe o3t BA AZE9 S GraphPad Prism 6, (GraphPad Software AMA])& o]-&3le] &35F3T).

72 274 Azl opiy Bzee] Avm Pojxl (NGBS W=l AT Z4w W o Aujg(4ael 19 A1d
y o Fer B 1% 2, 239 @ ol Fny 5 glel) W
o, 100pLe AHORYE weld GaFL o §oku, UL B4 3 37.5ule] APoERE veld ok

U B BEe) A0Y ZEE 9 8P 458 FHoEM ngs 33

2o olgagT. 7 W, § :
9t
* 22

oA ME Aldd 3& do AlaE 3=
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Y X1 18864576 17.43
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SEQUENCE LISTING

<110>

<120>

<130>

<160>

<210>

<211>

<212>

<213>

Hamamatsu University School of Medicine
Cell Killing Agent

PC26227

42

1

19

PRT

Artificial Sequence

<220><223> Description of Artificial Sequence: Effector peptide

<400>

1

Lys Leu Ala Lys Leu Ala Lys Lys Leu Ala Lys Leu Ala Lys His Leu

1

5 10 15

Ala His Leu

<210>

<211>

<212>

<213>

2
9
PRT

Artificial Sequence

<220><223> Description of Artificial Sequence: CNGB3 binding peptide
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<220><221> misc_feature

<222> (5)..(5)

<223> Xaa can be any naturally occurring amino acid
<220><221> misc_feature

<222> (7)..(7)

<223> Xaa can be any naturally occurring amino acid
<400> 2

Val Arg Arg Ala Xaa Asn Xaa Pro Gly

1 5

<210> 3

<211> 9

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Z13 peptide
<400> 3

Val Arg Arg Ala Asp Asn Arg Pro Gly

1 5

<210> 4

<211> 9

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: CNGB3 binding peptide
<400> 4

Val Arg Arg Ala Glu Asn Arg Pro Gly

1 5

<210> 5

<211> 9

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: CNGB3 binding peptide
<400> 5

Val Arg Arg Ala Asn Asn Leu Pro Gly

1 5

<210> 6
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<211> 9

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: CNGB3 binding peptide
<400

> 6

Val Arg Arg Ala Asn Asn Arg Pro Gly

1 5

<210> 7

11> 7

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: IF7 peptide
<400> 7

Ile Phe Leu Leu Trp Gln Arg

1 5

<210> 8

<211> 37

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: KLAK(14)-HLAH(14)-Z13 peptide
<400> 8

Lys Leu Ala Lys Leu Ala Lys Lys Leu Ala Lys Leu Ala Lys His Leu

1 5 10 15

Ala His Leu Ala His His Leu Ala His Leu Ala His Val Arg Arg Ala
20 25 30

Asp Asn Arg Pro Gly

35
<210> 9
<211> 37
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: KLAK(14)-HLAH(14)-D5E peptide

<400> 9
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Lys Leu Ala Lys Leu Ala Lys Lys Leu Ala Lys Leu Ala Lys His Leu
1 5 10 15
Ala His Leu Ala His His Leu Ala His Leu Ala His Val Arg Arg Ala

20 25 30

Glu Asn Arg Pro Gly
35
<210> 10
<211> 36
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: KLAK(14)-HLAH(13)-Z13 peptide
<400> 10
Lys Leu Ala Lys Leu Ala Lys Lys Leu Ala Lys Leu Ala Lys His Leu
1 5 10 15
Ala His Leu Ala His His Leu Ala His Leu Ala Val Arg Arg Ala Asp
20 25 30
Asn Arg Pro Gly
35
<210> 11
<211> 35

<212> PRT

<213> Artificial Sequence
<220><223> Description of Artificial Sequence: KLAK(14)-HLAH(12)-Z13 peptide
<400> 11
Lys Leu Ala Lys Leu Ala Lys Lys Leu Ala Lys Leu Ala Lys His Leu
1 5 10 15
Ala His Leu Ala His His Leu Ala His Leu Val Arg Arg Ala Asp Asn
20 25 30
Arg Pro Gly
35
<210> 12
<211> 34

<212> PRT
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence: KLAK(14)-HLAH(11)-Z13 peptide

<400> 12

Lys Leu Ala Lys Leu Ala Lys Lys Leu Ala Lys Leu Ala Lys His Leu

1 5 10 15

Ala His Leu Ala His His Leu Ala His Val Arg Arg Ala Asp Asn Arg
20 25 30

Pro Gly

<210> 13

<211> 33

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: KLAK(14)-HLAH(10)-Z13 peptide
<400> 13

Lys Leu Ala Lys Leu Ala Lys Lys Leu Ala Lys Leu Ala Lys His Leu

1 5 10 15

Ala His Leu Ala His His Leu Ala Val Arg Arg Ala Asp Asn Arg Pro
20 25 30

Gly

<210> 14

<211> 32

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: KLAK(14)-HLAH(9)-Z13 peptide

<400> 14

Lys Leu Ala Lys Leu Ala Lys Lys Leu Ala Lys Leu Ala Lys His Leu

1 5 10 15

Ala His Leu Ala His His Leu Val Arg Arg Ala Asp Asn Arg Pro Gly

20 25 30

<210> 15

<211> 31
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<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: KLAK(14)-HLAH(8)-Z13 peptide
<400> 15
Lys Leu Ala Lys Leu Ala Lys Lys Leu Ala Lys Leu Ala Lys His Leu
1 5 10 15
Ala His Leu Ala His His Val Arg Arg Ala Asp Asn Arg Pro Gly
20 25 30
<210> 16
<211> 30
<212> PRT
<213> Artificial Sequence

<220><223> Description of Artificial Sequence: KLAK(14)-HLAH(7)-Z13 peptide

<400> 16
Lys Leu Ala Lys Leu Ala Lys Lys Leu Ala Lys Leu Ala Lys His Leu
1 5 10 15
Ala His Leu Ala His Val Arg Arg Ala Asp Asn Arg Pro Gly
20 25 30
<210> 17
<211> 37
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: HLAH(14)-KLAK(14)-Z13 peptide
<400> 17
His Leu Ala His Leu Ala His His Leu Ala His Leu Ala His Lys Leu

1 5 10 15

Ala Lys Leu Ala Lys Lys Leu Ala Lys Leu Ala Lys Val Arg Arg Ala
20 25 30
Asp Asn Arg Pro Gly
35
<210> 18
<211> 36

<212> PRT
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence: HLAH(14)-KLAK(13)-Z13 peptide
<400> 18

His Leu Ala His Leu Ala His His Leu Ala His Leu Ala His Lys Leu

1 5 10 15

Ala Lys Leu Ala Lys Lys Leu Ala Lys Leu Ala Val Arg Arg Ala Asp

20 25 30

Asn Arg Pro Gly
35
<210> 19
<211> 35
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: HLAH(14)-KLAK(13)-Z13 peptide
<400> 19
His Leu Ala His Leu Ala His His Leu Ala His Leu Ala His Lys Leu
1 5 10 15
Ala Lys Leu Ala Lys Lys Leu Ala Lys Leu Val Arg Arg Ala Asp Asn
20 25 30
Arg Pro Gly
35
<210> 20
<211> 34
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: HLAH(14)-KLAK(13)-Z13 peptide
<400> 20
His Leu Ala His Leu Ala His His Leu Ala His Leu Ala His Lys Leu
1 5 10 15
Ala Lys Leu Ala Lys Lys Leu Ala Lys Val Arg Arg Ala Asp Asn Arg
20 25 30

Pro Gly

_56_

10-2427844



on
Ju
Jin
Qi

<210> 21

<211> 33

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: HLAH(14)-KLAK(13)-Z13 peptide

<400

> 21

His Leu Ala His Leu Ala His His Leu Ala His Leu Ala His Lys Leu

1 5 10 15

Ala Lys Leu Ala Lys Lys Leu Ala Val Arg Arg Ala Asp Asn Arg Pro
20 25 30

Gly

<210> 22

<211> 32

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: HLAH(14)-KLAK(13)-Z13 peptide

<400> 22

His Leu Ala His Leu Ala His His Leu Ala His Leu Ala His Lys Leu

1 5 10 15

Ala Lys Leu Ala Lys Lys Leu Val Arg Arg Ala Asp Asn Arg Pro Gly
20 25 30

<210> 23

<211> 31

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: HLAH(14)-KLAK(13)-Z13 peptide

<400> 23

His Leu Ala His Leu Ala His His Leu Ala His Leu Ala His Lys Leu

1 5 10 15

Ala Lys Leu Ala Lys Lys Val Arg Arg Ala Asp Asn Arg Pro Gly

20 25 30

<210> 24
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<211> 30
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: HLAH(14)-KLAK(13)-Z13 peptide
<400> 24
His Leu Ala His Leu Ala His His Leu Ala His Leu Ala His Lys Leu
1 5 10 15
Ala Lys Leu Ala Lys Val Arg Arg Ala Asp Asn Arg Pro Gly
20 25 30
<210> 25
<211> 29
<212> PRT
<213> Artificial Sequence

<220><223> Description of Artificial Sequence: KLAK(14)-HLAH(6)-Z13 peptide

<400> 25
Lys Leu Ala Lys Leu Ala Lys Lys Leu Ala Lys Leu Ala Lys His Leu
1 5 10 15
Ala His Leu Ala Val Arg Arg Ala Asp Asn Arg Pro Gly
20 25
<210> 26
<211> 28
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: KLAK(14)-HLAH(5)-Z13 peptide
<400> 26
Lys Leu Ala Lys Leu Ala Lys Lys Leu Ala Lys Leu Ala Lys His Leu

1 5 10 15

Ala His Leu Val Arg Arg Ala Asp Asn Arg Pro Gly
20 25

<210> 27

<11> 27

<212> PRT

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: KLAK(14)-HLAH(4)-Z13 peptide
<400> 27
Lys Leu Ala Lys Leu Ala Lys Lys Leu Ala Lys Leu Ala Lys His Leu
1 5 10 15
Ala His Val Arg Arg Ala Asp Asn Arg Pro Gly
20 25
<210> 28
<211> 26
<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: KLAK(14)-HLAH(3)-Z13 peptide
<400> 28
Lys Leu Ala Lys Leu Ala Lys Lys Leu Ala Lys Leu Ala Lys His Leu
1 5 10 15
Ala His Val Arg Arg Ala Asp Asn Arg Pro Gly
20 25
<210> 29
<211> 25
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: KLAK(14)-HLAH(2)-Z13 peptide
<400> 29

Lys Leu Ala Lys Leu Ala Lys Lys Leu Ala Lys Leu Ala Lys His Leu

1 5 10 15
Val Arg Arg Ala Asp Asn Arg Pro Gly
20 25
<210> 30
<211> 24
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: KLAK(14)-HLAH(1)-Z13 peptide
<400> 30

Lys Leu Ala Lys Leu Ala Lys Lys Leu Ala Lys Leu Ala Lys His Val
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1 5 10 15
Arg Arg Ala Asp Asn Arg Pro Gly
20
<210> 31
<211> 29

<212> PRT

<213> Artificial Sequence
<220><223> Description of Artificial Sequence: KLAK(13)-HLAH(7)-Z13 peptide
<400> 31
Lys Leu Ala Lys Leu Ala Lys Lys Leu Ala Lys Leu Ala His Leu Ala
1 5 10 15
His Leu Ala His Val Arg Arg Ala Asp Asn Arg Pro Gly
20 25
<210> 32
<211> 28
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: KLAK(12)-HLAH(7)-Z13 peptide

<400> 32

Lys Leu Ala Lys Leu Ala Lys Lys Leu Ala Lys Leu His Leu Ala His
1 5 10 15
Leu Ala His Val Arg Arg Ala Asp Asn Arg Pro Gly

20 25

<210> 33

<211> 27

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: KLAK(11)-HLAH(7)-Z13 peptide
<400> 33

Lys Leu Ala Lys Leu Ala Lys Lys Leu Ala Lys His Leu Ala His Leu

1 5 10 15
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Ala His Val Arg Arg Ala Asp Asn Arg Pro Gly
20 25
<210> 34
<211> 26
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: KLAK(10)-HLAH(7)-Z13 peptide
<400> 34
Lys Leu Ala Lys Leu Ala Lys Lys Leu Ala His Leu Ala His Leu Ala
1 5 10 15
His Val Arg Arg Ala Asp Asn Arg Pro Gly

20 25

<210> 35
<211> 25

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: KLAK(9)-HLAH(7)-Z13 peptide
<400> 35

Lys Leu Ala Lys Leu Ala Lys Lys Leu His Leu Ala His Leu Ala His

1 5 10 15

Val Arg Arg Ala Asp Asn Arg Pro Gly

20 25

<210> 36

<211> 24

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: KLAK(8)-HLAH(7)-Z13 peptide
<400> 36

Lys Leu Ala Lys Leu Ala Lys Lys His Leu Ala His Leu Ala His Val

1 5 10 15

Arg Arg Ala Asp Asn Arg Pro Gly
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20
<210> 37
<211> 23
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: KLAK(7)-HLAH(7)-Z13 peptide
<400> 37
Lys Leu Ala Lys Leu Ala Lys His Leu Ala His Leu Ala His Val Arg
1 5 10 15
Arg Ala Asp Asn Arg Pro Gly
20
<210> 38

<211> 23
<212

> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: KLAK(14D)-Z13 peptide
<400> 38
Lys Leu Ala Lys Leu Ala Lys Lys Leu Ala Lys Leu Ala Lys Val Arg
1 5 10 15
Arg Ala Asp Asn Arg Pro Gly
20
<210> 39
<211> 28
<212> PRT
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: KLAK(14)-HLAH(5)-Z13 peptide
<400> 39

His Leu Ala His Leu Val Arg Arg Ala Asp Asn Arg Pro Gly

<210> 40
<211> 28
<212> PRT

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: IF7(RR)-(K+H) peptide
<400> 40
Ile Phe Leu Leu Trp Gln Arg Arg Arg Lys Leu Ala Lys Leu Ala Lys
1 5 10 15
Lys Leu Ala Lys Leu Ala Lys His Leu Ala His Leu
20 25
<210> 41
<211> 9
<212> PRT
<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Z24 peptide

<400> 41

Met Gln Arg Thr Arg Ala Thr Pro Gly

1 5

<210> 42

<211> 9

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Z11 peptide
<400> 42

Val Arg Ser Ser Arg Ser Thr Pro Gln

1 5
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