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I“‘\.
~ ANTI-HUMAN 5 | ,,< ')V [ ANTI-HUMAN
- F.IXa ANTIBODY /7 /7 | FXANTIBODY
ABOUT 200 TYPES : Eﬁ ABOUT 200 TYPES]

CONSTRUCTION OF EXPRESSION VECTORS, TRANSIENT EXPRESSION
USING ANIMAL CELLS (COMBINATIONS OF 40,000 OR MORE)

BISPECIFIC ANTIBODY
¥
SCREENING BY F.Xa GENERATION-PROMOTING ACTIVITY AND
F Xase INHIBITORY ACTION
FURTHER, AMINO ACID SUBSTITUTION WHEN NECESSARY

FIG. 2
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hADS-KO/MB26-PHhAL-AL

W1 O00u/mi

O-G4/I768-Gah/ 145k
@ 10ug/ml
Q31271326107 L2k

O luefml

QEd4-z55/1344-2107 /1454

O1-G4k/1321-64h/L45-k

i;E 5}3_ {}2 ﬁf?s %'}«ﬁi ﬁﬁ
F.Xa GENERATION-PROMOTING ACTIVITY

FIG. 3



hABS-KO/hB2E-PE/hAL-AD
O1-GAK/1268-GAh 145k
Oa%-r7 /1826210712 %
01-Gak/1321-GAhfLask
Q64-255/1344-2107 /185K
O85-Gak/I268-G4h/ L4086k
QB5-GAk/1321-GAR/1L354-K
QB4-27/ 13622107 JLEDGK
O64-27/1326-2107/1L334-k
QIB3-GAk/H4A2-GER/LI80H
O405-G4K/I232-G4h/L248 K
Q360G 12325401406k
O183-G4k/i232-G4h/LA06 K
Q4582106713462 10771408k
QR60-118/ 13002 107 /1334%
04992 118/ 13270 107/L377 4
0499.2171/1327-2 119/ 1804k
(695-2121/338.2119/1377-k
Q499-7118/ 13462 107/1 248k
Q354-2306/1259-2 107 /L324-k
C60-2121/1327-23 19/ 1534k
(4992118132 7-2107/1334+%

419

m 100ug/mL

10ug/mL

O Tug/mb

061 02 03 g4 05 0s

F.Xa GENERATION-PROMOTING ACTIVITY

FIG. 4



hAB9-KQ/hB26-PF/hAL-AQ
Q1-G4k/1268-G4h/145-k
Q31-27/1326-2107/12-k
Q1-G4k/1321-G4h/145-k
Q64-255/1344-2107/L45-k
085-G4k/J268-G4h/L406-k
Q85-G4k/J321-G4h/1334-k
O64-27/1344-2107/L406-k
Q64-27/1326-2107/1334-k
Q153-G4k/1142-G4h/L180-k
QA405-G4k/1232-GAh/L248-k
Q360-G4k/1232-G4h/L406-k
Q153-G4k/1232-G4h/LA06-k
Q458-2106/1346-2107/L408-k
Q360-2118/1300-2107/L334-k
Q499-2118/1327-2107/L377-k
Q499-7121/J327-2119/L404-k
Q499-2121/1339-2119/1377-k
Q499-2118/1346-2107/1248-k
(354-2106/J259-2107/1324-k
Q460-z121/4327-2119/1334-k
0499-2118/J327-2107/1334-k
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B 10ug/mL

8 100 ug/mi

0.3 02 -0.1 G 0;1 9;2
F Xase INHIBITORY ACTION

FIG. 5

0.3



6/9

. N 5 C g . T - = ull: 4] 18 6EFD
. . .. . 1 g I - Sthe wli- o T ) 1% 0970
. e ; R i T oall- - - s - 18 8559
. S I s < x dla ajl 5 REREIREY B s T R-f) 2o
Coe e e . . t - g I : © ol oul o) s 5 osed
L. . N T b wl . 5 - 18 wmmw
S e . Cep Thall- NIRIRY B ¢ S =3 o)
) - bl 1% R
R . . . . R it . . 15 ol
WD AYTUEYIY TS ARG T A TS RIY R AE S AL IHOTABHY A B 3818 10
£ EE 581868 FEoRAEZTO6EBCLSSFEZLOUG6BL9[SEEZTOSGS % w g T o ey | swen

8 i ¢ o g

£4 4 zaa s
=i = T R 18 669D
o 5 1 . - . . . T8 OGED
<l e T e : : 15 | 8spd
sl B D N T T . S 15 fgoph
R I N e Ce e . 18 | 08€d
_m,.,. RS EIES E TET B oot : y s ife I B I X!
o . A - . S EEES TR . . M . . . . . ;nﬂ mmwﬁ
. . o . o C - . W | 580
: ) ’ . ' T ’ . 5 igclel
. . . . - C 6 | 1D
oA H DHBPAVOHLABI ~YTHURAAEELIBDEYYOSTEISOD &G4 B TEAD 18
£ 8 L v EZ IO 68 CL6lHE 8 E L1058 L0EEC10684L5EYET 8 v ez 1] gou |ouey

¥ € £ie id o

P THao B




7719

. . . . - - o . . - : B9Z0 § Ep LD
. . ©e v -1 BYEr | 6EED
. .. . - . . : : Ol BOZLLC | LZEC
. t aozp | goep
) o . . L aser | ovep
N [ . . e . - - . B BUPL FAGED
. . . . . . - . . - - BREr | el
- - . . P . . T #9Zr | FEED
. S O O .. . asze | ozer
. . .mma . e e PN . 1 gezr | TrED
amqwuwmmombafxﬁlmxz GiE A L IO SV HOFANABY D ENNTEIEHSDLITTAD BGZL
L9 S FPETTOES LIS PEETIOGE LOEPEEINGBLSSYECTOGS LD EYE S T§ Foag [2Wel
] £ £ z H el
za g Taan T ad
R | M e e T 1B | sepd
Ce Az ol - fafladladi- sl 18§ oopb
SRR | of-delstai-feli-1 1O BgHD
ce il el T sl 1 L soeD
SEEEEEEEEEEE £ IR sk 0 sl 1@ ] 09gd
N Y| B otz - lisil Ete] ¥SED
o oy s - 1 10 lesid
Cos R 73 L - - 3 | 1% a5l
- - - - - L 1 Id Fob
S Cee R 18 | 168
saizaTLDO LR -~ - = - FAMDYD TRHEODY Y 18
21068 ctoGrElztlaCTubsmpoar0gsdsal zou |ouwey
1 T &
- | 2 QLG




8/9

Q9 9Ol

mm_w_,w,m‘ a8zl | Zyie
A sl 8920 | 6EED
IR E 8920 | LZED
Al g92zr | BoER
=l ] seze { over
il BeZL | 6520
ELL BRZL § EEED
sl & | soze vver
IR 8920 | 97ED
“lizl- goze | TZEp
S8 ALATIOED KZ A o sihaile BOED
mmﬂomw.wmmvmmﬁwm,ﬂﬁmmmﬁwﬁmmmmb,mm dod auren
T 1 [ I &
P aod [ G € ]
o - __QII_QH i : - 892 | EY IO
A Cat o 89ZL | GEED
5 Co A o A ] ssEr jLzee
- “ac 8920 § OOED
. - e b o ] e Lever
; - ﬁv : 8970 | 65T
% oy A goer | zeee
P Cac ' 8920 | PrEL
. Cas s 1 89zr | 9zEr
- Ca - - - | asze | izEr
.m.f.wamwbdm.ammmqmmdmxm&ﬁmamuﬁubymw.»wm.u.mmmzmﬁw@ﬁmwmj}axwm gaze

FEORE I 6ELBSPETTIOSILBlEvYEETOERLOEYE DA T IO oy | ouey

g
T~
k4
0

¥EETOE
8 g L g & g

£ dd [/ R




9/9

- : Toolaa g N . : &1 081
: . : . : oo ocia alapsf g R T no . 2% BOET
. T N R N .. . . st GO
v T a djjailsg - . § I : : & FOPT
. . e g g gl Ce e e e . . . P LLET
- . . N R .. - - . . Z s
g M T SR 5 | R S : ) 21 AN
: : : : a & sl AR S ) : Al 13 KA
- . o e s T . . . z 5P
4 I 8880 T - - ~ ISR R D00 L A X TOH 4 s 1 d 3] <L
mmm. T a6 3 PogeT S FEEIOBIBLBEYEE T & g LY mex sure
0 i & izl L g
¥ EX OO &
,_wwm.,-%. = . . . - odly m .- . - . P Qm,ma..
..mwmmy..m..ﬂ g ‘ ’ fuy R -1/ R C ) T §80FT)
HE o f el & T e g Al Edil : ' : 21 20¥1
a o a |pel g - ’ T i <TR-00:{i . ’ ¢/ S ; &1 {FO0F1
FERE S R R o) N g ’ : ffoaa R | A : g 21 LLET
o ow | HEl o : | . ¢ : iy &% BPEET
_wmmmmm ol - : ol allt oo gl Co - ‘4OBT {¥EET
gud g . =01 I | 4| A T ‘ ' Z1 8%¢1
P | S 3 . . . . . . . 71 SET |
¥ A A ANR|Y 813 ¥ 49 i DEBINTITRIZIT A -~ -~ - - - GsvVvH I A kS a 4
wmwmm.ﬂcm & ¥ E G LB SIVEC T DG 8 BPRYE LY EF a8 ¥ tf Fed By
8 ¥ & £ Z € o]
z=®dao . Eouod T D a




