wo 2012/067176 A1 [ NI 0F 00 0O 0 O

12) FEFBAENICE DV T AR S -ERERE

(19) 18 FF AP A AEHLES > OO O S 00 0
EEHR g -
\ 10) B RRAES
(43) BB S = WO 2012/067176 A1
2012 £ 5 A 24 H(24.05.2012) WIPO | PCT
(51) BT S [JP/JP]; T 4128513 F%ff) RIEEZTHEM 1 THE 1
CI2N 15/09 (2006.01) CO7K 16/36 (2006.01) 35&M FHAEEKRKXESIHA Shizuoka (JP). TH
AGIK 39/395 (2006.01)  CI2N 5/10 (2006.01) ¥  — & (YOSHIHASHI, Kazutaka) [JPJP]; T
AGIP 7/04 (2006.01) CI2P 21/02 (2006.01) 4128513 FR[E R EEIZHEIFG 1 TH 1 3 5 Fith
1] st O .
@) ERHESS: PCT/IP2011/076486 RO HEBRARIEN Shizoka (IP).
. , (74) (KE AN B/K #0E, S (SHIMIZU, Hatsushi et al.);
(22) Bi%ﬁlﬁEEl.__ 20115 11 A 17 EI(17.11.201_1) 3000847 ROLR T ATEIET 1 —1— 1 B9
(25 EFEHBEDSE: HARE DLIXEIL 6 [ Ibaraki (JP).
26) EEAFEDEE: BARE @1 ?EE (REDHBEWEY, 2TOEBEOEARNRE
— EN T EE): AE, AG, AL, AM, AO, AT, AU, AZ, BA
(30) BEIET—4: o v Ry A ey T e e
458 2010-257022 2010 &£ 11 A 17 H(17.11.2010)  JP ggz CBS gZ}f’DBEI,{’D??IbII\g/Ing%b?Eg{éS LEGCECI?I
(71) HEAA CRKEZER< £ TORERIZDLT): 4t GB, GD, GE, GH, GM, GT, HN, HR, HU, ID, IL, IN, IS,
#l 2 #% ® £ #t (CHUGAI SEIYAKU KABUSHIKI JP, KE, KG, KM, KN, KP, KR, KZ, LA, LC, LK, LR, LS,
KAISHA) [JP/JP]; T 1158543 R ML X FH 5T LT, LU, LY, MA, MD, ME, MG, MK, MN, MW, MX,
B5% 12 Tokyo (IP). MY, MZ, NA, NG, NI, NO, NZ, OM, PE, PG, PH, PL, PT,
X QA, RO, RS, RU, RW, SC, SD, SE, SG, SK, SL, SM, ST,
(72 EREB LV SV, SY, TH, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ,

(75) FBAEB/HBEA CKEIZOVWTOH): HIIl Bz VC, VN, ZA, ZM, ZW.

. = * B 4 BL
(AN, Tomoyukd) [IBIL) TARS D RARAR w0 528 @R0KLRY. 2 TOBEOLEER

N Shizuoka (JP). =38 £ X ER(SAMPEI, Zenjiro) & HYRIHE): ARIPO (BW, GH, GM, KE, LR, LS, MW,
[JP/IP]; T 4128513 B2 R HEXZTHEIFS 1 TH 1 MZ, NA,RW, SD, SL, SZ, TZ, UG, ZM, ZW), A —7 v
35&FH hHBEEKRKXEHEAN Shizuoka JP). /I T (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), 3 —
12 B OUMA, Tetsuo) DR TSI B 2 (G, GR R, HU. I . I7, LT, LU, LV, MC.
BiEiEmEMA1TE135% TE-4 , FL FR, GB, GR, HR, HU, IE, IS, IT, LT, LU, LV, MC,
o2t A Shizuoka OP). KH 2 8k (SOEDA, Tet- MK, MT, NL, NO, PL, PT, RO, RS, SE, SI, SK, SM, TR),
suhiro) [JP/JP]; T 4128513 B[ BB S THER P 1 OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML,

TH135%FM PAREHRKXFHA Shizuoka MR, NE, SN, TD, TG).

(JI_R?— %}%ﬁ iﬁ]i(é\é[gqm, _Jz}téus1hi)3 [Jg/g]ﬁm ?42':2;5\%1 5 #RAl4171TRET ST

IR E Bk 15 T B P 1 [P-3 gt . T
BRLUN Shimoka 0P) 158 BIAqaraza- — HELRUSHESZ 5N SHBAOKHRIE
WA, Takehisa) [JP/JP], T 4128513 B%ff] B EHEIZ ™ BHEHILT FRA4.17()

Eaff 1 T H 1§§§f&| ﬁﬂl}%%&%&iﬁ%ﬁlﬂ AT ARELE:

Shizuoka (JP). #2 F (NISHIDA, Yukiko) - -

UPAPL T 4128513 B MABETHEM 1 TE1 — ERATES (KAE25R0)

35&M hHNREHRKXSIHN Shimoka(JP). § — HAHEORNEDESELTERLEESY X F
F  FH(IMAL, Chifumi) [JP/IP]; T 4128513 §H[E R (3RB1 5.2(a))

HEEMEA 1 TE 1 3 5% haREKRK

2%t A Shizuoka (JP). $5 K T (SUZUKI, Tsukasa)

(54) Title: MULTI-SPECIFIC ANTIGEN-BINDING MOLECULE HAVING ALTERNATIVE FUNCTION TO FUNCTION OF
BLOOD COAGULATION FACTOR VIII

G4 ERADAT  MBRREE VIIEFOKEEZRET SREZE I ISEREELREREESF

(57) Abstract: Various types of bi-specific antibodies are produced, each of which can bind to both blood coagulation factor IX/ac -
tivated blood coagulation factor IX and blood coagulation factor X specifically and has an alternative function to a blood coagula -
tion factor VIII cofactor function, i.e., a function of enhancing the activation of blood coagulation factor X by an activated blood co -
agulation factor IX. Among from the antibodies, a multi-specific antigen-binding molecule having a high activity and having an al -
ternative function to the function of blood coagulation factor VIII is successtully found.

67 By MmREEE X AFEHEnREES X BFRCNEREES XEAFORGICHRMICHES L,
&R E 58 Vil B FOMEEFH#RE. 3 ahbEELmiREES X BFIC & S MERESE X AFEELZER
EYHREERBETOIREZEISIEAD_EFEMLAKREAEL, Chodfifkohhs, MikEE
FEVIIEFOHMREERES DEREOSVWSEREMNRESAFERHBI ZLITRIILE,



