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CLAIMS
1. Use of an antigen-binding molecule having human-FcRn-binding activity in an acidic pH
range condition for the manufacture of a medicament for the treatment of a disease which
requires eliminating plasma antigens,
wherein the antigen-binding molecule comprises an antigen-binding domain whose anfigen-
binding activity changes depending on the ion concentration condition and an Fcy-rgceptor-
binding domain that comprises an antibody Fc region, wherein the antibody Fc region is an Fc
region which comprises at least one or more amino acids selected from the groyp consisting of:
either Lys or Tyr at amino acid position 221;
any one of Phe, Trp, Glu, and Tyr at amino acid position 222;
any one of Phe, Trp, Glu, and Lys at amino acid position 223;
any one of Phe, Trp, Glu, and Tyr at amino acid position 224;
any one of Glu, Lys, and Trp at amino acid position 225;
any one of Glu, Gly, Lys, and Tyr at amino acid position 227;
any one of Glu, Gly, Lys, and Tyr at amino acid position 228;
any one of Ala, Glu, Gly, and Tyr at amino acid position 23
any one of Glu, Gly, Lys, Pro, and Tyr at amino acid posigion 231;
any one of Glu, Gly, Lys, and Tyr at amino acid positiod 232;
any one of Ala, Asp, Phe, Gly, His, Ile, Lys, Leu, Mgt, Asn, Gln, Arg, Ser, Thr, Val, Trp, and Tyr
at amino acid position 233;
any one of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys{ Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, Trp, and
Tyr at amino acid position 234;
any one of Ala, Asp, Glu, Phe, Gly, His, Ile/ Lys, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, Trp, and
Tyr at amino acid position 235;
any one of Ala, Asp, Glu, Phe, His, Ile/Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, Trp, and
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Tyr at amino acid position 236;
any one of Ala, Asp, Glu, Phe, His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, Trp/and
Tyr at amino acid position 237,
any one of Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Gln, Arg, Ser, Thr, Val, Trp/and Tyr
at amino acid position 238;

any one of Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Thr, Va
at amino acid position 239;

any one of Ala, Ile, Met, and Thr at amino acid position 240;

Trp, and Tyr

any one of Asp, Glu, Leu, Arg, Trp, and Tyr at amino acid position 241;
any one of Leu, Glu, Leu, Gin, Arg, Trp, and Tyr at amino acid position 243;
His at amino acid position 244;

Ala at amino acid position 245;

any one of Asp, Glu, His, and Tyr at amino acid position 246;
any one of Ala, Phe, Gly, His, Ile, Leu, Met, Thr, Val, and Tyr
any one of Glu, His, Gln, and Tyr at amino acid positibn 249

amino acid position 247;

either Glu or Gln at amino acid position 250;
Phe at amino acid position 251;

any one of Phe, Met, and Tyr at amino acid position 264;

any one of Glu, Leu, and Tyr at amino acid positiog 255,

any one of Ala, Met, and Pro at amino acid position 256,

any one of Asp, Glu, His, Ser, and Tyr at aming acid position 258;

any one of Asp, Glu, His, and Tyr at amino Zcid position 260;

any one of Ala, Glu, Phe, Ile, and Thr at ¢fmino acid position 262;

any one of Ala, Ile, Met, and Thr at amyiho acid position 263;

any one of Asp, Glu, Phe, Gly, His, Je, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Trp, and Tyr
at amino acid position 264;

any one of Ala, Glu, Leu, Phe, @ly, His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, Tip,

any gne of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Gln, Arg, Ser, Thr, Val, Trp, and
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Tyr at amino acid position 271;
any one of Asp, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, Trp, and T,
at amino acid position 272;

either Phe or Ile at amino acid position 273;

any one of Asp, Glu, Phe, Gly, His, Ile, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, T
at amino acid position 274;

either Leu or Trp at amino acid position 275;

any one of Asp, Glu, Phe, Gly, His, lle, Leu, Met, Pro, Arg, 'Ser, Thr, Val, Trp,
acid position 276;

any one of Asp, Glu, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser,
amino acid position 278;

Ala at amino acid position 279;
any one of Ala, Gly, His, Lys, Leu, Pro, Gln, Trp, and Tyr at amino/cid position 280;
any one of Asp, Lys, Pro, and Tyr at amino acid position 281;

, and Tyr

d Tyr at amino

hr, Val, and Trp at

any one of Glu, Gly, Lys, Pro, and Tyr at amino acid position 282;

any one of Ala, Gly, His, Ile, Lys, Leu, Met, Pro, Arg, and at amino acid position 283;
any one of Asp, Glu, Leu, Asn, Thr, and Tyr at amino acig'position 284;

any one of Asp, Glu, Lys, Gln, Trp, and Tyr at amino agid position 285;

any one of Glu, Gly, Pro, and Tyr at amino acid posifion 286;

any one of Asn, Asp, Glu, and Tyr at amino acid pgésition 288;

any one of Asp, Gly, His, Leu, Asn, Ser, Thr, Tgp, and Tyr at amino acid position 290;
any one of Asp, Glu, Gly, His, Ile, Gln, and at amino acid position 291;

any one of Ala, Asp, Glu, Pro, Thr, and Tyy/at amino acid position 292;

any one of Phe, Gly, His, Ile, Leu, Met,
position 293;

any one of Phe, Gly, His, Ile, Lys,
acid position 294;

any one of Asp, Glu, Phe, Gly,

sn, Pro, Arg, Ser, Thr, Val, Trp, and Tyr at amino acid
eu, Met, Asn, Pro, Arg, Ser, Thr, Val, Trp, and Tyr at amino

is, Ile, Lys, Met, Asn, Pro, Arg, Ser, Thr, Val, Trp, and Tyr at
amino acid position 295;
any one of Ala, Asp, Glu,Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Gln, Arg, Ser, Thr, and Val at
amino acid position 29
any one of Asp, Glu/Phe, Gly, His, Ile, Lys, Leu, Met, Pro, Gln, Arg, Ser, Thr, Val, Trp, and Tyr
at amino acid posjfion 297,

any one of/Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Val, Trp, and
Tyr at aghino acid position 299;
any otie of Ala, Asp, Glu, Gly, His, lle, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, and Trp
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at amino acid position 300;
any one of Asp, Glu, His, and Tyr at amino acid position 301;

Ile at amino acid position 302;

any one of Asp, Gly, and Tyr at amino acid position 303;

any one of Asp, His, Leu, Asn, and Thr at amino acid position 304;
any one of Glu, Ile, Thr, and Tyr at amino acid position 305;

any one of Ala, Asp, Asn, Thr, Val, and Tyr at amino acid position 311;
Phe at amino acid position 313;

Leu at amino acid position 315;

either Glu or Gln at amino acid position 317;

any one of His, Leu, Asn, Pro, Gln, Arg, Thr, Val, and Tyr at amino aci¢/position 318;

any one of Asp, Phe, Gly, His, Ile, Leu, Asn, Pro, Ser, Thr, Val, Trp, ghd Tyr at amino acid
position 320;

any one of Ala, Asp, Phe, Gly, His, Ile, Pro, Ser, Thr, Val, Tip,
322;

any one of Ile, Leu, and Met at amino acid position 323;
any one of Asp, Phe, Gly, His, Ile, Leu, Met, Pro, Arg, THr, Val, Trp, and Tyr at amino acid
position 324;
any one of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Lefi, Met, Pro, Gln, Arg, Ser, Thr, Val, Trp, and
Tyr at amino acid position 325;

any one of Ala, Asp, Glu, Gly, Ile, Leu, Met,
acid position 326;

any one of Ala, Asp, Glu, Phe, Gly, His, [
at amino acid position 327,

any one of Ala, Asp, Glu, Phe, Gly,
Tyr at amino acid position 328;
any one of Asp, Glu, Phe, Gly,
at amino acid position 329;

d Tyr at amino acid position

n, Pro, Gln, Ser, Thr, Val, Trp, and Tyr at amino

, Lys, Leu, Met, Asn, Pro, Arg, Thr, Val, Trp, and Tyr
1s, Ile, Lys, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, Trp, and
1s, lle, Lys, Leu, Met, Asn, Gln, Arg, Ser, Thr, Val, Trp, and Tyr
any one of Cys, Glu, Phe, @ly, His, Ile, Lys, Leu, Met, Asn, Pro, Arg, Ser, Thr, Val, Trp, and Tyr
at amino acid position 3
any one of Asp, Phe, His, Ile, Leu, Met, Gln, Arg, Ser, Thr, Val, Trp, and Tyr at amino acid
position 331;
any one of Ala, A&p, Glu, Phe, Gly, His, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, Trp,
and Tyr at amido acid position 332;

any one of Ma, Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Pro, Arg, Ser, Thr, Val, and Tyr at
amino acid position 333;

any ong/of Ala, Glu, Phe, Ile, Leu, Pro, Arg, Ser, and Thr at amino acid position 334;
e of Asp, Phe, Gly, His, Ile, Leu, Met, Asn, Pro, Arg, Ser, Val, Trp, and Tyr at amino acid
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position 335;
any one of Glu, Lys, and Tyr at amino acid position 336;
any one of Glu, His, and Asn at amino acid position 337,
any one of Asp, Phe, Gly, Ile, Lys, Met, Asn, Gln, Arg, Ser, and Thr at amino acid positign 339;
Gln at amino acid position 355;

Glu at amino acid position 356;

Met at amino acid position 358;

either Ala or Val at amino acid position 376;

either Gly or Lys at amino acid position 377,

Asp at amino acid position 378;

Asn at amino acid position 379;

any one of Ala, Asn, and Ser at amino acid position 380;
either Ala or Ile at amino acid position 382;

Glu at amino acid position 385;

Thr at amino acid position 392;

any one of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Mg
Tyr at amino acid position 396;

Asn, Gln, Arg, Ser, Thr, Val, Trp, and

Arg at amino acid position 409;
Glu at amino acid position 419;
Lys at amino acid position 421;
Asn at amino acid position 427;
either Phe or Leu at amino acid position 428;
Met at amino acid position 429;
Trp at amino acid position 434;

Ile at amino acid position 436; and
any one of Gly, His, Ile, Leu, and A'yr at amino acid position 440,
in the Fc region site according # EU numbering,

wherein the antibody Fc regigh is an IgG Fc region.

2. The use of claim 1, wherein the Fcy receptor-binding domain has higher binding activity to
the Fcy receptor in a ngutral pH range condition compared to an Fc region of a native human IgG
in which the sugar cifain bound at position 297 according to EU numbering is a fucose-
containing sugar chain.

3. The use of£laim 1 or 2, wherein the antigen is a soluble antigen.

4. The uge of claim 3, wherein the soluble antigen is at least one antigen selected from the group
consisfing of 17-1A, 4-1BB, 4Dc, 6-keto-PGF1a, 8-iso-PGF2a, 8-0x0-dG, Al adenosine receptor,
A33/ACE, ACE-2, activin, activin A, activin AB, activin B, activin C, activin RIA, activin RIA
K-2, activin RIB ALK-4, activin RIIA, activin RIIB, ADAM, ADAMI0,
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ADAMI12, ADAMI15, ADAMI17/TACE, ADAMS, ADAMY, ADAMTS, ADAMTS4, ADAMT
addressin, aFGF, ALCAM, ALK, ALK-1, ALK-7, alpha-1-antitrypsin, alpha-V/beta-1 antagonist,
ANG, Ang, APAF-1, APE, APJ, APP, APRIL, AR, ARC, ART, artemin, anti-Id, ASPARTI

atrial natriuretic peptide, av/b3 integrin, Axl, b2M, B7-1, B7-2, B7-H, B-lymphocyte stinfulating
factor (BlyS), BACE, BACE-1, Bad, BAFF, BAFF-R, Bag-1, BAK, Bax, BCA-1, BCAM, Bcl,
BCMA, BDNF, b-ECGF, bFGF, BID, Bik, BIM, BLC, BL-CAM, BLK, BMP, BMP4A BMP-2a,
BMP-3 Osteogenin, BMP-4 BMP-2b, BMP-5, BMP-6 Vgr-1, BMP-7 (OP-1), BMP-8 (BMP-8a,
OP-2), BMPR, BMPR-IA (ALK-3), BMPR-IB (ALK-6), BRK-2, RPK-1, B -II (BRK-3),
BMP, b-NGF, BOK, bombesin, bone-derived neurotrophic factor, BPDE, BEDE-DNA, BTC,
complement factor 3 (C3), C3a, C4, C5, C5a, C10, CA125, CAD-8, calcitgnin, cAMP,
carcinoembryonic antigen (CEA), cancer associated antigen, cathepsin X, cathepsin B, cathepsin
C/DPPI, cathepsin D, cathepsin E, cathepsin H, cathepsin L, cathepsixd O, cathepsin S, cathepsin
V, cathepsin X/Z/P, CBL, CCI, CCK2, CCL, CCL1, CCL11, CCL1Z, CCL13, CCL14, CCL15,
CCL16, CCL17, CCL18, CCL19, CCL2, CCL20, CCL21, CCL22, CCL23, CCL24, CCL25,
CCL26, CCL27, CCL28, CCL3, CCL4, CCL5, CCLS6, CCL%CLS, CCL9/10, CCR, CCRI1,
CCR10, CCR10, CCR2, CCR3, CCR4, CCRS, CCR6, CCR#Z, CCRS8, CCR9, CD1, CD2, CD3,
CD3E, CD4, CDS5, CD6, CD7, CD8, CD10, CDlla, CD) b, CD1lc, CD13, CD14, CD15, CD16,
CD18, CD19, CD20, CD21, CD22, CD23, CD25, CD%/L, CD28, CD29, CD30, CD30L, CD32,
CD33 (p67 protein), CD34, CD38, CD40, CD40L, GD44, CD45, CD46, CD49a, CD52, CD54,
CDS55, CD56, CD61, CD64, CD66e, CD74, CD8(/(B7-1), CD89, CD95, CD123, CD137,
CD138, CD140a, CD146, CD147, CD148, CD}52, CD164, CEACAMS5, CFTR, ¢cGMP, CINC,
Botulinum toxin, Clostridium perfringens toxin, CKb8-1, CLC, CMV, CMV UL, CNTF, CNTN-
1, COX, C-Ret, CRG-2, CT-1, CTACK, CTGF, CTLA-4, CX3CL1, CX3CR1, CXCL, CXCL1,
CXCL2, CXCL3, CXCL4, CXCLS5, CX€L6, CXCL7, CXCL8, CXCL9, CXCL10, CXCLI11,
CXCL12, CXCL13, CXCL14, CXCL}5, CXCL16, CXCR, CXCR1, CXCR2, CXCR3, CXCRA4,
CXCRS, CXCR6,cytokeratin tumor/associated antigen, DAN, DCC, DcR3, DC-SIGN,
complement regulatory factor (DgCay accelerating factor), des (1-3)-1GF-I (brain IGF-1), Dhh,
digoxin, DNAM-1, Dnase, Dpp; DPPIV/CD26, Dtk, ECAD, EDA, EDA-A1, EDA-A2, EDAR,
EGF, EGFR (ErbB-1), EMA/EMMPRIN, ENA, endothelin receptor, enkephalinase, eNOS, Eot,
eotaxin 1, EpCAM, ephrinyB2/EphB4, EPO, ERCC, E-selectin, ET-1, factor Ila, factor VII,
factor VlIllc, factor IX, fibroblast activation protein (FAP), Fas, FcR1, FEN-1, ferritin, FGF,
FGF-19, FGF-2, FGEZ, FGF-8, FGFR, FGFR-3, fibrin, FL, FLIP, Flt-3, Flt-4, follicle stimulating
hormone, fractalkiné, FZD1, FZD2, FZD3, FZD4, FZDS5, FZD6, FZD7, FZD8, FZD9, FZD10,
-2, GCSF, GD2, GD3, GDF, GDF-1, GDF-3 (Vgr-2), GDF-5 (BMP-14,

-6 (BMP-13, CDMP-2), GDF-7 (BMP-12, CDMP-3), GDF-8 (myostatin), GDF-
9, GDF-15 (MIC-1), GDNF, GDNF, GFAP, GFRa-1, GFR-alphal, GFR-alpha2, GFR-alpha3,
GITR, gly€agon, Glut4, glycoprotein IIb/I1la (GPIIb/IIla), GM-CSF, gp130, gp72, GRO, growth
hormoné releasing hormone, hapten (NP-cap
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or NIP-cap), HB-EGF, HCC, HCMYV gB envelope glycoprotein, HCMV gH envelope
glycoprotein, HCMV UL, hematopoietic growth factor (HGF), Hep B gp120, heparanase, Her2,
Her2/neu (ErbB-2), Her3 (ErbB-3), Her4 (ErbB-4), herpes simplex virus (HSV) gB glycdprotein,
HSV gD glycoprotein, HGFA, high molecular weight melanoma-associated antigen (MM W-
MAA), HIV gp120, HIV IIIB gp 120 V3 loop, HLA, HLA-DR, HM1.24, HMFG PEM, HRG,
Hrk, human cardiac myosin, human cytomegalovirus (HCMV), human growth érmone (HGH),
HVEM, I-309, IAP, ICAM, ICAM-1, ICAM-3, ICE, ICOS, IFNg, Ig, IgA recgptor, IgE, IGF,
IGF binding protein, IGF-1R, IGFBP, IGF-1, IGF-II, IL, IL-1, IL-1R, IL-2/L-2R, IL-4, IL-4R,
IL-5, IL-5R, IL-6, IL-6R, IL-8, IL-9, 1L-10, IL-12, IL.-13, IL-15, IL-18 AL-18R, IL-23,
interferon (INF)-alpha, INF-beta, INF-gamma, inhibin, iNOS, insulip’A chain, insulin B chain,
insulin-like growth factorl, integrin alpha2, integrin alpha3, integpin alpha4, integrin
alphad/betal, integrin alpha4/beta7, integrin alpha$ (alpha V), jitegrin alphaS/betal, integrin
alpha5/beta3, integrin alpha6, integrin betal, integrin beta2,jrterferon gamma, IP-10, I-TAC, JE,
kallikrein 2, kallikrein 5, kallikrein 6, kallikrein 11, kallikrein 12, kallikrein 14, kallikrein 15,
kallikrein L1, kallikrein L2, kallikrein L3, kallikrein L4, KC, KDR, keratinocyte growth factor
(KGF), laminin 5, LAMP, LAP, LAP (T'GF-1), latent TGF-1, latent TGF-1 bpl, LBP, LDGF,
LECT2, lefty, Lewis-Y antigen, Lewis-Y associajéd antigen, LFA-1, LFA-3, Lfo, LIF, LIGHT,
lipoprotein, LIX, LKN, Lptn, L-selectin, LT-a, LT-b, LTB4, LTBP-1, lung surface, luteinizing
hormone, lymphotoxin beta receptor, Mac-1/MAdCAM, MAG, MAP2, MARC, MCAM,
MCAM, MCK-2, MCP, M-CSF, MDC, Mér, METALLOPROTEASES, MGDF receptor, MGMT,
MHC (HLA-DR), MIF, MIG, MIP, MIP-1-alpha, MK, MMAC1, MMP, MMP-1, MMP-10,
MMP-11, MMP-12, MMP-13, MMP414, MMP-15, MMP-2, MMP-24, MMP-3, MMP-7, MMP-
8, MMP-9, MPIF, Mpo, MSK, MgP, mucin (Mucl), MUC18, Mullerian-inhibiting substance,
Mug, MuSK, NAIP, NAP, NCAD, N-C adherin, NCA 90, NCAM, NCAM, neprilysin,
neurotrophin-3, -4, or -6, neyfturin, nerve growth factor (NGF), NGFR, NGF-beta, nNOS, NO,
NOS, Npn, NRG-3, NT, , OB, OGG1, OPG, OPN, OSM, OX40L, OX40R, p150, p95,
PADPr, parathyroid horghone, PARC, PARP, PBR, PBSF, PCAD, P-cadherin, PCNA, PDGF,
PDGEF, PDK-1, PECAM, PEM, PF4, PGE, PGF, PGI2, PGJ2, PIN, PLA?2, placental alkaline
phosphatase (PLAP), PIGFE, PLP, PP14, proinsulin, prorelaxin, protein C, PS, PSA, PSCA,
prostate-specifig/membrane antigen (PSMA), PTEN, PTHrp, Ptk, PTN, R51, RANK, RANKL,
RANTES, RANTES, relaxin A chain, relaxin B chain, renin, respiratory syncytial virus (RSV) F,
RSV Fgp, Bét, Rheumatoid factor, RLIP76, RPA2, RSK, S100, SCF/KL, SDF-1, SERINE,
serum alpumin, sFRP-3, Shh, SIGIRR, SK-1, SLAM, SLPI, SMAC, SMDF, SMOH, SOD,
SPARE, Stat, STEAP, STEAP-II, TACE, TACI, TAG-72 (tumor-associated glycoprotein-72),
TARC, TCA-3, T-cell receptor (for example, T-cell receptor alpha/beta), TdT, TECK, TEMI,
M5, TEM7, TEMS, TERT, testis PLAP-like alkaline phosphatase, TfR, TGF, TGF-alpha,
TGF-beta, TGF-beta Pan Specific, TGF-betaRI (ALK-5), TGF-betaRIl, TGF-betaRIIb, TGF-
betaRIII, TGF-betal, TGF-beta2, TGF-beta3, TGF-beta4, TGF-beta5, thrombin, thymus Ck-1,
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thyroid-stimulating hormone, Tie, TIMP, TIQ), tissue factor, TMEFF2, Tmpo, TMPRSS2, TNF,
TNF-alpha, TNF-alphabeta, TNF-beta2, TNFc, TNF-RI, TNF-RII, TNFRSF10A (TRAIL R1
Apo-2, DR4), TNFRSF10B (TRAIL R2 DRS, KILLER, TRICK-2A, TRICK-B), TNFRSFX0C
(TRAIL R3 DcR1, LIT, TRID), TNFRSF10D (TRAIL R4 DcR2, TRUNDD), TNFRSFIA
(RANK ODF R, TRANCE R), TNFRSF11B (OPG OCIF, TR1), TNFRSF12 (TWEAK R FN14),
TNFRSF13B (TACI), TNFRSF13C (BAFF R), TNFRSF14 (HVEM ATAR, HveA,LIGHT R,
TR2), TNFRSF16 (NGFR p75NTR), TNFRSF17 (BCMA), TNFRSF18 (GITR AMTR),
TNFRSF19 (TROY TAJ, TRADE), TNFRSF19L (RELT), TNFRSF1A (TNF RI CD120a, p55-
60), TNFRSF1B (TNF RII CD120b, p75-80), TNFRSF26 (TNFRH3) , TNFRSF3 (LTbR TNF
RIII, TNFC R), TNFRSF4 (OX40 ACT35, TXGP1 R), TNFRSF5 (CD4)/p50), TNFRSF6 (Fas
Apo-1, APT1, CD95), TNFRSF6B (DcR3 M68, TR6), TNFRSF7 (CD27), TNFRSF8 (CD30),
TNFRSF9 (4-1BB CD137, ILA), TNFRSF21 (DR6), TNFRSF22 (DCTRAIL R2 TNFRH2),
TNFRST23 (DcTRAIL R1 TNFRH1), TNFRSF25 (DR3 Apo-3, FARD, TR-3, TRAMP, WSL-1),
TNFSF10 (TRAIL Apo-2 ligand, TL2), TNFSF11 (TRANCE/BANK ligand ODF, OPG ligand),
TNFSF12 (TWEAK Apo-3 ligand, DR3 ligand), TNFSF13 (APRIL TALL2), TNFSF13B (BAFF
BLYS, TALL1, THANK, TNFSF20), TNFSF14 (LIGHT AVEM ligand, LTg), TNFSF15
(TL1A/VEGI), TNFSF18 (GITR ligand AITR ligand, TL6), TNFSF1A (TNF-a Conectin, DIF,
TNFSF2), TNFSF1B (TNF-b LTa, TNFSF1), TNFSEA (LTb TNFC, p33), TNFSF4 (OX40 ligand
gp34, TXGP1), TNFSF5 (CD40 ligand CD154, gp#9, HIGMI1, IMD3, TRAP), TNFSF6 (Fas
ligand Apo-1 ligand, APT1 ligand), TNFSF7 (CP27 ligand CD70), TNFSF8 (CD30 ligand
CD153), TNFSF9 (4-1BB ligand CD137 ligagd), TP-1, t-PA, Tpo, TRAIL, TRAIL R, TRAIL-R1,
TRAIL-R2, TRANCE, transferrin receptor/TRF, Trk, TROP-2, TSG, TSLP, tumor associated
antigen CA125, tumor associated antigey expressing Lewis-Y associated carbohydrates,
TWEAK, TXB2, Ung, uPAR, uPAR-}/ urokinase, VCAM, VCAM-1, VECAD, VE-Cadherin,
VE-cadherin-2, VEFGR-1 (flt-1), VEGF, VEGFR, VEGFR-3 (flt-4), VEGI, VIM, virus antigen,
VLA, VLA-1, VLA-4, VNR integrin, von Willebrand factor, WIF-1, WNT1, WNT2, WNT2B/13,
WNT3, WNT3A, WNT4, WNASA, WNTSB, WNT6, WNT7A, WNT7B, WNTSA, WNTS8B,
WNTOA, WNT9A, WNTIB/ WNT10A, WNT10B, WNT11, WNTI16, XCL1, XCL2, XCR1,
XCR1, XEDAR, XIAP, ¥PD, HMGBI, IgA, Af, CD81, CD97, CD98, DDR1, DKK1, EREG,
Hsp90, IL-17/IL-17R, ¥L-20/IL-20R, oxidized LDL, PCSK9, prekallikrein, RON, TMEMI16F,
SOD1, Chromogranii A, Chromogranin B, tau, VAP1, high molecular weight kininogen, IL-31,
IL-31R, Navl.1, ¥av1.2, Navl.3, Navl.4, Navl.5, Navl.6, Navl.7, Navl.8, Nav1.9, EPCR, Cl,
Clgq, Clr, Cl1s, L2, C2a, C2b, C3, C3a, C3b, C4, C4a, C4b, C5, C5a, C5b, C6, C7, C8, C9, factor
B, factor D, factor H, properdin, sclerostin, fibrinogen, fibrin, prothrombin, thrombin, tissue
factor, factor V, factor Va, factor VII, factor VIla, factor VIII, factor VIIIa, factor IX, factor IXa,
factor 3¢, factor Xa, factor XI, factor XIa, factor XII, factor XIla, factor XIII, factor XIIIa, TFPI,
antithfombin I1I, EPCR, thrombomodulin, TAPI, tPA, plasminogen, plasmin, PAI-1, PAI-2,
GPLC3, Syndecan-1, Syndecan-2, Syndecan-3, Syndecan-4,
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LPA, S1P, Acetylcholine receptor, AdipoR 1, AdipoR2, ADP ribosyl cyclase-1, alpha-4/beta-7
integrin, alpha-5/beta-1 integrin, alpha-v/beta-6 integrin, alphavbetal integrin, Angiopoietin
ligand-2, Angptl2, Anthrax, Cadherin, Carbonic anhydrase-1X, CD105, CD155, CD158a, £D37,
CD49b, CD51, CD70, CD72, Claudin 18, Clostridium difficile toxin, CS1, Delta-like pybtein
ligand 4, DHICA oxidase, Dickkopf-1 ligand, Dipeptidyl peptidase IV, EPOR, F protgin of RSV,
Factor Ia, FasL, Folate receptor alpha, Glucagon receptor, Glucagon-like peptide lfeceptor,
Glutamate carboxypeptidase II, GMCSFR, Hepatitis C virus E2 glycoprotein, Hépcidin, IL-17
receptor, IL-22 receptor, IL-23 receptor, IL-3 receptor, Kit tyrosine kinase, Lg@icine Rich Alpha-
2-Glycoprotein 1 (LRG1), Lysosphingolipid receptor, Membrane glycoprot€in OX2, Mesothelin,
MET, MICA, MUC-16, Myelin associated glycoprotein, Neuropilin-1, Meuropilin-2, Nogo
receptor, PLXNA1, PLXNA2, PLXNA3, PLXNA4A, PLXNA4B, PLXNB1, PLXNB2,
PLXNB3, PLXNCI, PLXNDI, Programmed cell death ligand 1, Pgbprotein convertase PC9, P-
selectin glycoprotein ligand-1, RAGE, Reticulon 4, RF, RON-8, SEMA3A, SEMA3B, SEMA3C,
SEMA3D, SEMA3E, SEMA3F, SEMA3G, SEMA4A, SEMAAB, SEMA4C, SEMA4D,
SEMAA4F, SEMA4G, SEMASA, SEMASB, SEMAGA, SEMA6B, SEMAG6C, SEMAGD,
SEMA7A, Shiga like toxin II, Sphingosine-1-phosphate yéceptor-1, ST2, Staphylococcal
lipoteichoic acid, Tenascin, TG2, Thymic stromal lymphoprotein receptor, TNF superfamily
receptor 12A, Transmembrane glycoprotein NMB, YREM-1, TREM-2, Trophoblast glycoprotein,
TSH receptor, TTR, Tubulin, and ULBP2, and regeptors for growth factors and hormones,
molecules that exist in their soluble form and gfe not anchored to cells in the body fluid of
organisms.

5. The use of any one of claims 1 to 4,Avherein the ion concentration is a calcium ion
concentration.

6. The use of claim 5, whereinhe antigen-binding domain is an antigen-binding domain in
which binding activity to theAntigen under a high-calcium-ion concentration condition is higher
than that under a low-calcjdm-ion concentration condition.

7. The use of any ong/of claims 1 to 4, wherein the ion concentration condition is a pH condition.
8. The use of cl£im 7, wherein the antigen-binding domain is an antigen-binding domain in
which binding activity to the antigen in a neutral pH range condition is higher than that in an

acidic pH r4nge condition.

9. The'use of any one of claims 1 to 8, wherein the antigen-binding molecule has
neytralizing activity against the antigen.
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10. The use of any one of claims 1 to 9, wherein the Fc region of a native human IgG in whi¢h
the sugar chain bound at position 297 according to EU numbering is a fucose-containing gfigar
chain, is an Fc region of any one of native human IgG1, native human IgG2, native hurdan IgG3,
and native human IgG4 in which the sugar chain bound at position 297 according to KU

numbering is a fucose-containing sugar chain.

11. The use of any one of claims 1 to 10, wherein the human Fcy receptor is FcyRIa, FcyRIIa(R),
FcyRIla(H), FcyRIIb, FeyRIIIa(V), or FcyRIMIa(F).

12. The use of any one of claims 1 to 10, wherein the human Fcy recéptor is FcyRIIb.

13. The use of any one of claims 1 to 12, wherein the antibody Fc region is an Fc region which
comprises at least one or more of

Asp at amino acid position 238, and

Glu at amino acid position 328

in the Fc region site according to EU numbering.
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5 14. A method for producing an antigen-binding molecule for use in treating a disease which
requires eliminating plasma antigens, which comprises the steps of:
(a) determining the antigen-binding activity of an antigen-binding domain under & high-calcium-



10

15

20

25

30

348

ion concentration condition;
(b) determining the antigen-binding activity of an antigen-binding domain under a low-calcidm-
ion concentration condition;
(c) selecting the antigen-binding domain for which the antigen-binding activity determired in
(a) is higher than the antigen-binding activity determined in (b);
(d) linking a polynucleotide encoding the antigen-binding domain selected in (c) to'a
polynucleotide encoding an Fcy receptor-binding domain;
(e) culturing cells introduced with a vector in which the polynucleotide obtaiged in (d) is
operably linked; and
(f) collecting antigen-binding molecules from the cell culture of (e),
wherein the Fey receptor-binding domain comprises an antibody Fc region, wherein the antibody
Fc region is an Fc region which comprises at least one or more ami
group consisting of’
either Lys or Tyr at amino acid position 221;

acids selected from the

any one of Phe, Trp, Glu, and Tyr at amino acid position 22

any one of Glu, Gly, Lys, and Tyr at amino acid pogition 227;

any one of Glu, Gly, Lys, and Tyr at amino acid gosition 228;

any one of Ala, Glu, Gly, and Tyr at amino acjd position 230;

any one of Glu, Gly, Lys, Pro, and Tyr at agtino acid position 231;

any one of Glu, Gly, Lys, and Tyr at amip® acid position 232; -

any one of Ala, Asp, Phe, Gly, His, lle/Lys, Leu, Met, Asn, Gln, Arg, Ser, Thr, Val, Trp, and Tyr
at amino acid position 233;
any one of Ala, Asp, Glu, Phe, Gl¥, His, lle, Lys, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, Trp, and
Tyr at amino acid position 234;
any one of Ala, Asp, Glu, Phg] Gly, His, Ile, Lys, Met, Asn, Pro, GIn, Arg, Ser, Thr, Val, Trp, and
Tyr at amino acid position235;

any one of Ala, Asp, Gly, Phe, His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, Trp, and
Tyr at amino acid posgfion 236;
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any one of Asp, Glu, Leu, Arg, Trp, and Tyr at amino acid position 241;

any one of Leu, Glu, Leu, Gln, Arg, Trp, and Tyr at amino acid position 243;
His at amino acid position 244;

Ala at amino acid position 245;

any one of Asp, Glu, His, and Tyr at amino acid position 246;

any one of Ala, Phe, Gly, His, Ile, Leu, Met, Thr, Val, and Tyr at amino acid posi
any one of Glu, His, Gln, and Tyr at amino acid position 249;
either Glu or Gln at amino acid position 250;

Phe at amino acid position 251;

any one of Phe, Met, and Tyr at amino acid position 254;

any one of Glu, Leu, and Tyr at amino acid position 255;

any one of Ala, Met, and Pro at amino acid position 256;

fon 247,

any one of Asp, Glu, His, Ser, and Tyr at amino acid position 2
any one of Asp, Glu, His, and Tyr at amino acid position 260;
any one of Ala, Glu, Phe, Ile, and Thr at amino acid positigh 262;

any one of Ala, Ile, Met, and Thr at amino acid position 263;

any one of Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Me{fAsn, Pro, Gln, Arg, Ser, Tln Trp, and Tyr
at amino acid position 264;

any one of Ala, Glu, Leu, Phe, Gly, His, Ile, Lys
and Tyr at amino acid position 265;
any one of Ala, Phe, Ile, Leu, Met, and Thr 4t amino acid position 266;

any one of Ala, Asp, Glu, Phe, Gly, His, lfe, Lys, Leu, Met, Asn, Pro, Gln, Arg, Thr, Val, Trp, and
Tyr at amino acid position 267;
any one of Asp, Glu, Phe, Gly, Ile,
acid position 268§;

any one of Asp, Phe, Gly, His,
amino acid position 269;
any one of Glu, Phe, Gly,
position 270;

any one of Ala, Asp,
Tyr at amino acid position 271;

any one of Asp, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, Trp, and Tyr
at amino acidposition 272;

either Phe of Ile at amino acid position 273;

any one gt Asp, Glu, Phe, Gly, His, Ile, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, Trp, and Tyr
at amixo acid position 274;

eithér Leu or Trp at amino acid position 275;

y one of Asp, Glu, Phe, Gly, His, Ile, Leu, Met, Pro, Arg, Ser, Thr, Val, Trp, and Tyr at amino

eu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, Tip,

s, Leu, Met, Asn, Pro, Gln, Arg, Thr, Val, and Trp at amino
e, Lys, Leu, Met, Asn, Pro, Arg, Ser, Thr, Val, Trp, and Tyr at
is, Ile, Leu, Met, Pro, Gln, Arg, Ser, Thr, Trp, and Tyr at amino acid

lu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Gln, Arg, Ser, Thr, Val, Trp, and
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acid position 276;

any one of Asp, Glu, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, and Tip a
amino acid position 278;

Ala at amino acid position 279;

any one of Ala, Gly, His, Lys, Leu, Pro, Gln, Trp, and Tyr at amino acid position 280;
any one of Asp, Lys, Pro, and Tyr at amino acid position 281;

any one of Glu, Gly, Lys, Pro, and Tyr at amino acid position 282;
any one of Ala, Gly, His, Ile, Lys, Leu, Met, Pro, Arg, and Tyr at amino acid pogition 283;
any one of Asp, Glu, Leu, Asn, Thr, and Tyr at amino acid position 284;
any one of Asp, Glu, Lys, Gln, Trp, and Tyr at amino acid position 285;
any one of Glu, Gly, Pro, and Tyr at amino acid position 286;
any one of Asn, Asp, Glu, and Tyr at amino acid position 288;
any one of Asp, Gly, His, Leu, Asn, Ser, Thr, Trp, and Tyr at amino 4cid position 290;
any one of Asp, Glu, Gly, His, Ile, Gln, and Thr at amino acid pogition 291;

any one of Ala, Asp, Glu, Pro, Thr, and Tyr at amino acid posiffon 292;

any one of Phe, Gly, His, Ile, Leu, Met, Asn, Pro, Arg, Ser,
position 293;

any one of Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro,
acid position 294;

any one of Asp, Glu, Phe, Gly, His, Ile, Lys, Met,
amino acid position 295;

any one of Ala, Asp, Glu, Phe, Gly, His, Ile,
amino acid position 296;

any one of Asp, Glu, Phe, Gly, His, Ile,
at amino acid position 297,

any one of Ala, Asp, Glu, Phe, His,
acid position 298;

any one of Ala, Asp, Glu, Phe,
Tyr at amino acid position 29
any one of Ala, Asp, Glu, @ly, His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, and Trp
at amino acid position 340;

any one of Asp, Glu, His, and Tyr at amino acid position 301;

[le at amino acid peSition 302;

any one of Asp, @ly, and Tyr at amino acid position 303;

any one of Asp, His, Leu, Asn, and Thr at amino acid position 304,

any one of Glu, Ile, Thr, and Tyr at amino acid position 305;

Ala, Asp, Asn, Thr, Val, and Tyr at amino acid position 311;

Phe at #mino acid position 313;

, Val, Trp, and Tyr at amino acid
rg, Ser, Thr, Val, Trp, and Tyr at amino
sn, Pro, Arg, Ser, Thr, Val, Trp, and Tyr at

s, Leu, Met, Asn, Gln, Arg, Ser, Thr, and Val at
s, Leu, Met, Pro, Gln, Arg, Ser, Thr, Val, Trp, and Tyr
e, Lys, Met, Asn, Gln, Arg, Thr, Val, Trp, and Tyr at amino

ly, His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Val, Trp, and

any one
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Leu at amino acid position 315;

either Glu or Gln at amino acid position 317;

any one of His, Leu, Asn, Pro, Gln, Arg, Thr, Val, and Tyr at amino acid position 318;

any one of Asp, Phe, Gly, His, Ile, Leu, Asn, Pro, Ser, Thr, Val, Trp, and Tyr at amino g€id
position 320;

any one of Ala, Asp, Phe, Gly, His, Ile, Pro, Ser, Thr, Val, Trp, and Tyr at amino a£1d position
322;

any one of Ile, Leu, and Met at amino acid position 323;

any one of Asp, Phe, Gly, His, Ile, Leu, Met, Pro, Arg, Thr, Val, Trp, and at amino acid
position 324;

any one of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Pro, Gln,Arg, Ser, Thr, Val, Trp, and
Tyr at amino acid position 325;

any one of Ala, Asp, Glu, Gly, Ile, Leu, Met, Asn, Pro, Gln, Ser,/Thr, Val, Trp, and Tyr at amino
acid position 326;

any one of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met/Asn, Pro, Arg, Thr, Val, Trp, and Tyr
at amino acid position 327;

any one of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Met/Asn, Pro, Gln, Arg, Ser, Thr, Val, Trp, and
Tyr at amino acid position 328;

any one of Asp, Glu, Phe, Gly, His, Ile, Lys, Leu/Met, Asn, Gln, Arg, Ser, Thr, Val, Trp, and Tyr
at amino acid position 329;

any one of Cys, Glu, Phe, Gly, His, Ile, Lys/Leu, Met, Asn, Pro, Arg, Ser, Thr, Val, Trp, and Tyr
at amino acid position 330;

any one of Asp, Phe, His, Ile, Leu, Mej/ Gln, Arg, Ser, Thr, Val, Trp, and Tyr at amino acid
position 331;

any one of Ala, Asp, Glu, Phe, Gly, His, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, Trp,
and Tyr at amino acid position 332;

any one of Ala, Asp, Glu, Ph¢, Gly, His, Ile, Lys, Leu, Met, Pro, Arg, Ser, Thr, Val, and Tyr at
amino acid position 333;

any one of Ala, Glu, Phg{ lle, Leu, Pro, Arg, Ser, and Thr at amino acid position 334;

any one of Asp, Phe, Gly, His, Ile, Leu, Met, Asn, Pro, Arg, Ser, Val, Trp, and Tyr at amino acid
position 335;

any one of Glu, Fys, and Tyr at amino acid position 336;

any one of Glif; His, and Asn at amino acid position 337;

any one of Asp, Phe, Gly, Ile, Lys, Met, Asn, Gln, Arg, Ser, and Thr at amino acid position 339;
Gln at agino acid position 355;

Glu at/4mino acid position 356;

Met/at amino acid position 358;

ejther Ala or Val at amino acid position 376;
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either Gly or Lys at amino acid position 377;
Asp at amino acid position 378;

Asn at amino acid position 379;

any one of Ala, Asn, and Ser at amino acid position 380;

either Ala or Ile at amino acid position 382,

Glu at amino acid position 385;

Thr at amino acid position 392;

any one of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Gln, Arg, Ser, Thr.
at amino acid position 396;

Arg at amino acid position 409;

Glu at amino acid position 419;

Lys at amino acid position 421;

Asn at amino acid position 427,

either Phe or Leu at amino acid position 428;
Met at amino acid position 429;

Trp at amino acid position 434;

Ile at amino acid position 436; and

any one of Gly, His, Ile, Leu, and Tyr at amino acid positiory/440,
in the Fe region site according to EU numbering,
wherein the antibody Fc region is an IgG Fc region.

al, Trp, and Tyr

15. A method for producing an antigen-binding mdlecule for use in treating a disease which requires
eliminating plasma antigens, which comprises tle steps of:

(a) determining the antigen-binding activity ¢f an antibody under a high-calcium-ion concentration
condition;
(b) determining the antigen-binding actiyity of an antibody under a low-calcium-ion concentration
condition;
(c) selecting the antibody for which/the antigen-binding activity determined in (a) is higher than the
antigen-binding activity determingd in (b);

(d) linking a polynucleotide en¢oding the antigen-binding domain of the antibody selected in (c) to a
polynucleotide encoding an Fcy receptor-binding domain;

(e) culturing cells introduged with a vector in which the polynucleotide obtained in (d) is operably
linked; and

region is an Fc region which comprises at least one or more amino acids selected from the group
consisting of:

any one df Phe, Trp, Glu, and Lys at amino acid position 223;
any ope of Phe, Trp, Glu, and Tyr at amino acid position 224;
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any one of Glu, Lys, and Trp at amino acid position 225;

any one of Glu, Gly, Lys, and Tyr at amino acid position 227;

any one of Glu, Gly, Lys, and Tyr at amino acid position 228;

any one of Ala, Glu, Gly, and Tyr at amino acid position 230;

any one of Glu, Gly, Lys, Pro, and Tyr at amino acid position 231;

any one of Glu, Gly, Lys, and Tyr at amino acid position 232;

any one of Ala, Asp, Phe, Gly, His, lle, Lys, Leu, Met, Asn, Gln, Arg, Ser, Thr, Vi, Trp, and Tyr

at amino acid position 233;

any one of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Met, Asn, Pro, Gln, Arg, Sgft, Thr, Val, Trp, and
Tyr at amino acid position 234;

any one of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Met, Asn, Pro, Gln, Ayg, Ser, Thr, Val, Trp, and
Tyr at amino acid position 235;

any one of Ala, Asp, Glu, Phe, His, Ile, Lys, Leu, Met, Asn, Pro, GIn, Arg, Ser, Thr, Val, Trp, and
Tyr at amino acid position 236;

any one of Ala, Asp, Glu, Phe, His, Ile, Lys, Leu, Met, Asn, Py0, Gln, Arg, Ser, Thr, Val, Trp, and
Tyr at amino acid position 237,

any one of Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, A¢n, Gln, Arg, Ser, Thr, Val, Trp, and Tyr
at amino acid position 238;

any one of Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Mét, Asn, Pro, Gln, Arg, Thr, Val, Tip, and Tyr
at amino acid position 239;

any one of Ala, Ile, Met, and Thr at amino acid/fosition 240;

any one of Asp, Glu, Leu, Arg, Trp, and Tyr gt amino acid position 241;

any one of Leu, Glu, Leu, Gln, Arg, Trp, gid Tyr at amino acid position 243;

His at amino acid position 244;

Ala at amino acid position 245;

any one of Asp, Glu, His, and Tyr af amino acid position 246;

any one of Ala, Phe, Gly, His, Ilg; Leu, Met, Thr, Val, and Tyr at amino acid position 247,

any one of Glu, His, Gln, and A'yr at amino acid position 249;

either Glu or Gln at amino acid position 250;

Phe at amino acid position 251;

any one of Phe, Met, grid Tyr at amino acid position 254;

any one of Glu, Ley/and Tyr at amino acid position 255;

any one of Ala, Met, and Pro at amino acid position 256;

any one of Aspy/Glu, His, Ser, and Tyr at amino acid position 258;

any one of Aép, Glu, His, and Tyr at amino acid position 260;

any one of'Ala, Glu, Phe, Ile, and Thr at amino acid position 262;

any ong/of Ala, Ile, Met, and Thr at amino acid position 263;

e of Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Trp, and Tyr
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at amino acid position 264;
any one of Ala, Glu, Leu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, Yip,
and Tyr at amino acid position 265;

any one of Ala, Phe, Ile, Leu, Met, and Thr at amino acid position 266;
any one of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Thr, Vy, Trp, and
Tyr at amino acid position 267;

any one of Asp, Glu, Phe, Gly, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Thr, Val, a
acid position 268;

any one of Asp, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Arg, Ser, Thr, Va
amino acid position 269;

any one of Glu, Phe, Gly, His, Ile, Leu, Met, Pro, Gln, Arg, Ser, Thr, T:
position 270;
any one of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Gld, Arg, Ser, Thr, Val, Trp, and
Tyr at amino acid position 271;

any one of Asp, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, G|
at amino acid position 272;

either Phe or Ile at amino acid position 273;

any one of Asp, Glu, Phe, Gly, His, Ile, Leu, Met, Asn,
at amino acid position 274;

either Leu or Trp at amino acid position 275;
any one of Asp, Glu, Phe, Gly, His, Ile, Leu, Met, Pro, Arg, Ser, Thr, Val, Trp, and Tyr at amino
acid position 276;
any one of Asp, Glu, Gly, His, Ile, Lys, Ley/Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, and Trp at
amino acid position 278;

Ala at amino acid position 279;
any one of Ala, Gly, His, Lys, Leu,
any one of Asp, Lys, Pro, and Tyr/At amino acid position 281;

any one of Glu, Gly, Lys, Pro, g¢fid Tyr at amino acid position 282;

any one of Ala, Gly, His, Ile,Lys, Leu, Met, Pro, Arg, and Tyr at amino acid position 283;

any one of Asp, Glu, Leu, Asn, Thr, and Tyr at amino acid position 284;

any one of Asp, Glu, Lyg, Gln, Trp, and Tyr at amino acid position 285;

any one of Glu, Gly, Pfo, and Tyr at amino acid position 286;

any one of Asn, Asy, Glu, and Tyr at amino acid position 288;

1y, His, Leu, Asn, Ser, Thr, Trp, and Tyr at amino acid position 290;

any one of Asp, Glu, Gly, His, Ile, Gln, and Thr at amino acid position 291;

a, Asp, Glu, Pro, Thr, and Tyr at amino acid position 292;

any one of Phe, Gly, His, Ile, Leu, Met, Asn, Pro, Arg, Ser, Thr, Val, Trp, and Tyr at amino acid
positiof 293;

Trp at amino
Trp, and Tyr at

and Tyr at amino acid

, Arg, Ser, Thr, Val, Trp, and Tyr

ro, Gln, Arg, Ser, Thr, Val, Trp, and Tyr

0, Gln, Trp, and Tyr at amino acid position 280;

any one of Asp,

any one of
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any one of Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Arg, Ser, Thr, Val, Trp, and Tyr at ami
acid position 294;
any one of Asp, Glu, Phe, Gly, His, Ile, Lys, Met, Asn, Pro, Arg, Ser, Thr, Val, Trp, and Tyt at
amino acid position 295;
any one of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Gln, Arg, Ser, Thr, #nd Val at
amino acid position 296;

any one of Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Pro, Gln, Arg, Ser, Thr,
at amino acid position 297;

any one of Ala, Asp, Glu, Phe, His, Ile, Lys, Met, Asn, Gln, Arg, Thr, Val,
acid position 298;

any one of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro,
Tyr at amino acid position 299;

any one of Ala, Asp, Glu, Gly, His, Ile, Lys, Leu, Met, Asn, Pro,
at amino acid position 300;

any one of Asp, Glu, His, and Tyr at amino acid position 30

al, Trp, and Tyr
, and Tyr at amino
In, Arg, Ser, Val, Trp, and

n, Arg, Ser, Thr, Val, and Trp

Ile at amino acid position 302;

any one of Asp, Gly, and Tyr at amino acid postition 303
any one of Asp, His, Leu, Asn, and Thr at amino acid position 304;
any one of Glu, Ile, Thr, and Tyr at amino acid posjtion 305;

any one of Ala, Asp, Asn, Thr, Val, and Tyr at andno acid position 311;
Phe at amino acid position 313;
Leu at amino acid position 315;
either Glu or Gln at amino acid position 347;

any one of His, Leu, Asn, Pro, Gln, Arg{ Thr, Val, and Tyr at amino acid position 318;

any one of Asp, Phe, Gly, His, Ile, Lefi, Asn, Pro, Ser, Thr, Val, Trp, and Tyr at amino acid
position 320;

any one of Ala, Asp, Phe, Gly,
322;
any one of Ile, Leu, and Mef at amino acid position 323;

any one of Asp, Phe, Gly/His, lle, Leu, Met, Pro, Arg, Thr, Val, Trp, and Tyr at amino acid
position 324;
any one of Ala, Asp/Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Pro, Gln, Arg, Ser, Thr, Val, Trp, and
Tyr at amino acidfposition 325;

s, Ile, Pro, Ser, Thr, Val, Trp, and Tyr at amino acid position

any one of/Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Arg, Thr, Val, Trp, and Tyr
at aming’acid position 327,
any ode of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, Trp, and
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Tyr at amino acid position 328;
any one of Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Gln, Arg, Ser, Thr, Val, Trp, and Tyf
at amino acid position 329;

any one of Cys, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Arg, Ser, Thr, Val, Trp, a
at amino acid position 330;
any one of Asp, Phe, His, Ile, Leu, Met, Gln, Arg, Ser, Thr, Val, Trp, and Tyr at amino/cid
position 331;

any one of Ala, Asp, Glu, Phe, Gly, His, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser,
and Tyr at amino acid position 332;
any one of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Pro, Arg, Ser, Th{, Val, and Tyr at
amino acid position 333;

> Vala Trpa

any one of Ala, Glu, Phe, Ile, Leu, Pro, Arg, Ser, and Thr at amino acid gosition 334;
any one of Asp, Phe, Gly, His, Ile, Leu, Met, Asn, Pro, Arg, Ser, Val,
position 335;

any one of Glu, Lys, and Tyr at amino acid position 336;
any one of Glu, His, and Asn at amino acid position 337;
any one of Asp, Phe, Gly, Ile, Lys, Met, Asn, Gln, Arg, Ser,
Gln at amino acid position 355;

1p, and Tyr at amino acid

d Thr at amino acid position 339;

Glu at amino acid position 356;

Met at amino acid position 358;

either Ala or Val at amino acid position 376;
either Gly or Lys at amino acid position 377,
Asp at amino acid position 378;
Asn at amino acid position 379;
any one of Ala, Asn, and Ser at amino acid position 380;
either Ala or Ile at amino acid position 382;

Glu at amino acid position 385;
Thr at amino acid position 392;
any one of Ala, Asp, Glu, Phe,
Tyr at amino acid position 39

v, His, Ile, Lys, Leu, Met, Asn, Gln, Arg, Ser, Thr, Val, Trp, and

either Phe or Leu gt amino acid position 428;
Met at amino actd position 429;
Trp at amino gcid position 434;

Ile at aming/acid position 436; and
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any one of Gly, His, Ile, Leu, and Tyr at amino acid position 440,
in the Fc region site according to EU numbering,
wherein the antibody Fc region is an IgG Fc region.

16. A method for producing an antigen-binding molecule for use in treating a disease whigh requires
eliminating plasma antigens, which comprises the steps of:

(a) determining the antigen-binding activity of an antigen-binding domain in a neutryl pH range
condition;

(b) determining the antigen-binding activity of an antigen-binding domain in anyacidic pH range
condition;

(c) selecting the antigen-binding domain for which the antigen-binding acti¥ity determined in (a) is
higher than the antigen-binding activity determined in (b);

(d) linking a polynucleotide encoding the antigen-binding domain selgCted in (c) to a polynucleotide
encoding an Fcy receptor-binding domain;

(e) culturing cells introduced with a vector in which the polynucléotide obtained in (d) is operably
linked; and

(f) collecting antigen-binding molecules from the cell culturé of (e),

wherein the Fcy receptor-binding domain comprises an anfibody Fc region, wherein the antibody Fe
region is an Fc region which comprises at least one or mére amino acids selected from the group
consisting of:

either Lys or Tyr at amino acid position 221;

any one of Phe, Trp, Glu, and Tyr at amino acid pgsition 222;

any one of Phe, Trp, Glu, and Lys at amino acig/ position 223;

any one of Phe, Trp, Glu, and Tyr at amino agid position 224;

any one of Glu, Lys, and Trp at amino acig/position 225;

any one of Glu, Gly, Lys, and Tyr at amjho acid position 227;

any one of Glu, Gly, Lys, and Tyr at gfino acid position 228;

any one of Ala, Glu, Gly, and Tyr 3t amino acid position 230;

any one of Glu, Gly, Lys, Pro, apl Tyr at amino acid position 231;

any one of Glu, Gly, Lys, and Ayr at amino acid position 232;

any one of Ala, Asp, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Gln, Arg, Ser, Thr, Val, Trp, and Tyr at
amino acid position 233;

any one of Ala, Asp, , Phe, Gly, His, Ile, Lys, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, Trp, and Tyr
at amino acid positigh 234;

any one of Ala, Agp, Glu, Phe, Gly, His, Ile, Lys, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, Trp, and Tyr
at amino acid pdsition 235;

any one of AJa, Asp, Glu, Phe, His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, Trp, and Tyr
at amino a#1d position 236;

any one6f Ala, Asp, Glu, Phe, His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, Trp, and Tyr
at ampho acid position 237;

any’one of Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Gln, Arg, Ser, Thr, Val, Trp, and Tyr
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at amino acid position 238;
any one of Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Thr, Val, Trp, and Xyr
at amino acid position 239;

any one of Ala, Ile, Met, and Thr at amino acid position 240;

any one of Asp, Glu, Leu, Arg, Trp, and Tyr at amino acid position 241;

any one of Leu, Glu, Leu, Gln, Arg, Trp, and Tyr at amino acid position 243;
His at amino acid position 244;

Ala at amino acid position 245;

any one of Asp, Glu, His, and Tyr at amino acid position 246;
any one of Ala, Phe, Gly, His, Ile, Leu, Met, Thr, Val, and Tyr at amino ac/d position 247;
any one of Glu, His, Gln, and Tyr at amino acid position 249;
either Glu or Gln at amino acid position 250;

Phe at amino acid position 251;

any one of Phe, Met, and Tyr at amino acid position 254;
any one of Glu, Leu, and Tyr at amino acid position 255;
any one of Ala, Met, and Pro at amino acid position 256;
any one of Asp, Glu, His, Ser, and Tyr at amino acid posjfion 258;

any one of Asp, Glu, His, and Tyr at amino acid positign 260;

any one of Ala, Glu, Phe, Ile, and Thr at amino acid/osition 262;

any one of Ala, Ile, Met, and Thr at amino acid pgSition 263;

any one of Asp, Glu, Phe, Gly, His, Hle, Lys, Let, Met, Asn, Pro, Gln, Arg, Ser, Thr, Trp, and Tyr
at amino acid position 264;

any one of Ala, Glu, Leu, Phe, Gly, His, I
and Tyr at amino acid position 265;
any one of Ala, Phe, Ile, Leu, Met, apd Thr at amino acid position 266;

any one of Ala, Asp, Glu, Phe, Gly/His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Thr, Val, Trp, and
Tyr at amino acid position 267;
any one of Asp, Glu, Phe, Gly/Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Thr, Val, and Trp at amino
acid position 268;

any one of Asp, Phe, Gly,
amino acid position 2
any one of Glu, Phe
position 270;

, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, Trp,

is, Ile, Lys, Leu, Met, Asn, Pro, Arg, Ser, Thr, Val, Trp, and Tyr at

ly, His, Ile, Leu, Met, Pro, Gln, Arg, Ser, Thr, Trp, and Tyr at amino acid

any one of Ala, Asp, Glu, Phe, Gly, His, lle, Lys, Leu, Met, Asn, Gln, Arg, Ser, Thr, Val, Tip, and
Tyr at amino Acid position 271;

any one of Asp, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, Trp, and Tyr
at aming/acid position 272;

eitherPhe or Ile at amino acid position 273;
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any one of Asp, Glu, Phe, Gly, His, Ile, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, Trp, and Fyr
at amino acid position 274;

either Leu or Trp at amino acid position 275;
any one of Asp, Glu, Phe, Gly, His, Ile, Leu, Met, Pro, Arg, Ser, Thr, Val, Trp, and Tyy/at amino
acid position 276;
any one of Asp, Glu, Gly, His, lle, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, VA, and Trp at
amino acid position 278;

Ala at amino acid position 279;
any one of Ala, Gly, His, Lys, Leu, Pro, Gln, Trp, and Tyr at amino acid pdsition 280;
any one of Asp, Lys, Pro, and Tyr at amino acid position 281;

any one of Glu, Gly, Lys, Pro, and Tyr at amino acid position 282;
any one of Ala, Gly, His, Ile, Lys, Leu, Met, Pro, Arg, and Tyr at agino acid position 283;
any one of Asp, Glu, Leu, Asn, Thr, and Tyr at amino acid positjén 284;

any one of Asp, Glu, Lys, Gln, Trp, and Tyr at amino acid posftion 285;

any one of Glu, Gly, Pro, and Tyr at amino acid position 2
any one of Asn, Asp, Glu, and Tyr at amino acid positio
any one of Asp, Gly, His, Leu, Asn, Ser, Thr, Trp, and Ayr at amino acid position 290;

any one of Asp, Glu, Gly, His, Ile, Gln, and Thr at gfino acid position 291;

any one of Ala, Asp, Glu, Pro, Thr, and Tyr at ampho acid position 292;

any one of Phe, Gly, His, Ile, Leu, Met, Asn, Py0, Arg, Ser, Thr, Val, Trp, and Tyr at amino acid
position 293;
any one of Phe, Gly, His, Ile, Lys, Leu, Mgt, Asn, Pro, Arg, Ser, Thr, Val, Trp, and Tyr at amino
acid position 294;

any one of Asp, Glu, Phe, Gly, His, I
amino acid position 295;

any one of Ala, Asp, Glu, Phe,
amino acid position 296;
any one of Asp, Glu, Phe,

, Lys, Met, Asn, Pro, Arg, Ser, Thr, Val, Trp, and Tyr at
y, His, Ile, Lys, Leu, Met, Asn, Gln, Arg, Ser, Thr, and Val at

y, His, Ile, Lys, Leu, Met, Pro, Gln, Arg, Ser, Thr, Val, Trp, and Tyr
at amino acid position 29
any one of Ala, Asp, Glu, Phe, His, lle, Lys, Met, Asn, Gln, Arg, Thr, Val, Trp, and Tyr at amino
acid position 298;
any one of Ala, Agp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Val, Trp, and
Tyr at amino agdd position 299;

any one of Ala, Asp, Glu, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, and Trp
1d position 300;

any one/f Asp, Glu, His, and Tyr at amino acid position 301;

at amino

Ile at/Amino acid position 302;
any’one of Asp, Gly, and Tyr at amino acid position 303;
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any one of Asp, His, Leu, Asn, and Thr at amino acid position 304;
any one of Glu, Ile, Thr, and Tyr at amino acid position 305;

any one of Ala, Asp, Asn, Thr, Val, and Tyr at amino acid position 311;
Phe at amino acid position 313;

Leu at amino acid position 315;

either Glu or Gln at amino acid position 317,

any one of His, Leu, Asn, Pro, Gln, Arg, Thr, Val, and Tyr at amino acid positigh 318;

any one of Asp, Phe, Gly, His, Ile, Leu, Asn, Pro, Ser, Thr, Val, Trp, and Tyr/At amino acid
position 320;

any one of Ala, Asp, Phe, Gly, His, Ile, Pro, Ser, Thr, Val, Trp, and Tyr
322;

any one of Ile, Leu, and Met at amino acid position 323;

any one of Asp, Phe, Gly, His, Ile, Leu, Met, Pro, Arg, Thr, Val,
position 324;

any one of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met
Tyr at amino acid position 325;
any one of Ala, Asp, Glu, Gly, Ile, Leu, Met, Asn, Pro/Gln, Ser, Thr, Val, Trp, and Tyr at amino
acid posttion 326;

any one of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys,
at amino acid position 327;
any one of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, Trp, and
Tyr at amino acid position 328;

any one of Asp, Glu, Phe, Gly, His, Ile
at amino acid position 329;

any one of Cys, Glu, Phe, Gly, Hi
at amino acid position 330;

amino acid position

1p, and Tyr at amino acid

ro, Gln, Arg, Ser, Thr, Val, Trp, and

eu, Met, Asn, Pro, Arg, Thr, Val, Trp, and Tyr

ys, Leu, Met, Asn, Gln, Arg, Ser, Thr, Val, Trp, and Tyr
Ile, Lys, Leu, Met, Asn, Pro, Arg, Ser, Thr, Val, Trp, and Tyr

any one of Asp, Phe, His, Ile.Aeu, Met, Gln, Arg, Ser, Thr, Val, Trp, and Tyr at amino acid

position 331;

any gne of Glu, His, and Asn at amino acid position 337,
one of Asp, Phe, Gly, Ile, Lys, Met, Asn, Gln, Arg, Ser, and Thr at amino acid position 339;
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Gln at amino acid position 355;

Glu at amino acid position 356;

Met at amino acid position 358;

either Ala or Val at amino acid position 376;
either Gly or Lys at amino acid position 377;
Asp at amino acid position 378;

Asn at amino acid position 379;

any one of Ala, Asn, and Ser at amino acid position 380;

either Ala or Ile at amino acid position 382;

Glu at amino acid position 385;

Thr at amino acid position 392;

any one of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Gln, Arg
at amino acid position 396;

Arg at amino acid position 409;

Glu at amino acid position 419;

Lys at amino acid position 421,

Asn at amino acid position 427,

either Phe or Leu at amino acid position 428;
Met at amino acid position 429;

Trp at amino acid position 434;

Ile at amino acid position 436; and

any one of Gly, His, Ile, Leu, and Tyr at amino acjd position 440,
in the Fc region site according to EU numberin

er, Thr, Val, Trp, and Tyr

(a) determining the antigen-binding/activity of an antibody in a neutral pH range condition;

iig activity of an antibody in an acidic pH range condition;

(c) selecting the antibody for yhich the antigen-binding activity determined in (a) is higher than the
antigen-binding activity detefmined in (b);

(d) linking a polynucleotjde encoding the antigen-binding domain of the antibody selected in

(c) to a polynucleotide gncoding an Fcy receptor-binding domain;

(e) culturing cells ingfoduced with a vector in which the polynucleotide obtained in (d) is operably
linked; and
() collecting apfigen-binding molecules from the cell culture of (e),

wherem the Fgy receptor-bmdmg domam comprises an antlbody Fc reglon wherein the antibody Fc

(b) determining the antigen-bin

any onie of Phe, Trp, Glu, and Tyr at amino acid position 222;
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any one of Phe, Trp, Glu, and Lys at amino acid position 223;

any one of Phe, Trp, Glu, and Tyr at amino acid position 224;

any one of Glu, Lys, and Trp at amino acid position 225;

any one of Glu, Gly, Lys, and Tyr at amino acid position 227,

any one of Glu, Gly, Lys, and Tyr at amino acid position 228;

any one of Ala, Glu, Gly, and Tyr at amino acid position 230;

any one of Glu, Gly, Lys, Pro, and Tyr at amino acid position 231;

any one of Glu, Gly, Lys, and Tyr at amino acid position 232;

any one of Ala, Asp, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Gln, Arg, Se
at amino acid position 233;

any one of Ala, Asp, Glu, Phe, Gly, His, lle, Lys, Met, Asn, Pro, Gl
Tyr at amino acid position 234;

any one of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Met, Asn, Pr
Tyr at amino acid position 235;
any one of Ala, Asp, Glu, Phe, His, Ile, Lys, Leu, Met, Asyt, Pro, Gln, Arg, Ser, Thr, Val, Trp, and
Tyr at amino acid position 236;
any one of Ala, Asp, Glu, Phe, His, Ile, Lys, Leu, Mst; Asn, Pro, Gln, Arg, Ser, Thr, Val, Trp, and
Tyr at amino acid position 237;

any one of Asp, Glu, Phe, Gly, His, Ile, Lys, Le
at amino acid position 238;

any one of Asp, Glu, Phe, Gly, His, Ile, Ly
at amino acid position 239;
any one of Ala, Ile, Met, and Thr at aiino acid position 240;

any one of Asp, Glu, Leu, Arg, Trp/and Tyr at amino acid position 241;

any one of Leu, Glu, Leu, Gln, Afg, Trp, and Tyr at amino acid position 243;
His at amino acid position 2
Ala at amino acid position

Thr, Val, Trp, and Tyr
Arg, Ser, Thr, Val, Trp, and

Gln, Arg, Ser, Thr, Val, Trp, and

Met, Asn, Gln, Arg, Ser, Thr, Val, Trp, and Tyr

Leu, Met, Asn, Pro, Gln, Arg, Thr, Val, Trp, and Tyr

any one/df Ala, Met, and Pro at amino acid position 256;

any odle of Asp, Glu, His, Ser, and Tyr at amino acid position 258; '
any'one of Asp, Glu, His, and Tyr at amino acid position 260;

y one of Ala, Glu, Phe, Ile, and Thr at amino acid position 262;



10

15

20

25

30

35

363

any one of Ala, Ile, Met, and Thr at amino acid position 263;

any one of Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Trp, a
at amino acid position 264;
any one of Ala, Glu, Leu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Tht, Val, Trp,
and Tyr at amino acid position 265;

any one of Ala, Phe, Ile, Leu, Met, and Thr at amino acid position 266;

any one of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Ar.
Tyr at amino acid position 267;

any one of Asp, Glu, Phe, Gly, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Thr,
acid position 268;
any one of Asp, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Arg, Ser,/Thr, Val, Trp, and Tyr at
amino acid position 269;

any one of Glu, Phe, Gly, His, Ile, Leu, Met, Pro, Gln, Arg, Ser,
position 270;
any one of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met/Asn, Gln, Arg, Ser, Thr, Val, Trp, and
Tyr at amino acid position 271;

any one of Asp, Phe, Gly, His, Ile, Lys, Leu, Met, As
at amino acid position 272;

either Phe or Ile at amino acid position 273;
any one of Asp, Glu, Phe, Gly, His, lle, Leu,
at amino acid position 274;

hr, Val, Trp, and

al, and Trp at amino

hr, Trp, and Tyr at amino acid

10, Gln, Arg, Ser, Thr, Val, Trp, and Tyr

t, Asn, Pro, Gln, Arg, Ser, Thr, Val, Trp, and Tyr

either Leu or Trp at amino acid position 275;
any one of Asp, Glu, Phe, Gly, His, Ile,
acid position 276;
any one of Asp, Glu, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, and Trp at
amino acid position 278;
Ala at amino acid position 27¢;
any one of Ala, Gly, His, Ly, Leu, Pro, GIn, Trp, and Tyr at amino acid position 280;

any one of Asp, Lys, Pro/and Tyr at amino acid position 281;

any one of Glu, Gly, L#s, Pro, and Tyr at amino acid position 282;

any one of Ala, Gly/His, Ile, Lys, Leu, Met, Pro, Arg, and Tyr at amino acid position 283;
any one of Asp, Gtu, Leu, Asn, Thr, and Tyr at amino acid position 284;

any one of Asp/Glu, Lys, Gln, Trp, and Tyr at amino acid position 285;

any one of (lu, Gly, Pro, and Tyr at amino acid position 286;

eu, Met, Pro, Arg, Ser, Thr, Val, Trp, and Tyr at amino

any one of Asn, Asp, Glu, and Tyr at amino acid position 288;

any ong’of Asp, Gly, His, Leu, Asn, Ser, Thr, Trp, and Tyr at amino acid position 290;
e of Asp, Glu, Gly, His, Ile, Gln, and Thr at amino acid position 291;

one of Ala, Asp, Glu, Pro, Thr, and Tyr at amino acid position 292;
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any one of Phe, Gly, His, Ile, Leu, Met, Asn, Pro, Arg, Ser, Thr, Val, Trp, and Tyr at amino acj
position 293;
any one of Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Arg, Ser, Thr, Val, Trp, and Tyr at Zmino
acid position 294;
any one of Asp, Glu, Phe, Gly, His, Ile, Lys, Met, Asn, Pro, Arg, Ser, Thr, Val, Trp, gad Tyr at
amino acid position 295;
any one of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Gln, Arg, Ser, L'hr, and Val at
amino acid position 296;
any one of Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Pro, Gln, Arg, Ser, Ahr, Val, Trp, and Tyr
at amino acid position 297;

any one of Ala, Asp, Glu, Phe, His, Ile, Lys, Met, Asn, Gln, Arg, Thr,
acid position 298;

any one of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn,
Tyr at amino acid position 299;
any one of Ala, Asp, Glu, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, and Tip
at amino acid position 300;

al, Trp, and Tyr at amino

ro, Gln, Arg, Ser, Val, Trp, and

any one of Asp, Glu, His, and Tyr at amino acid positigh 301;
Ile at amino acid position 302;
any one of Asp, Gly, and Tyr at amino acid positigh 303;

any one of Asp, His, Leu, Asn, and Thr at aming’acid position 304;
any one of Glu, Ile, Thr, and Tyr at amino acid position 305;

any one of Ala, Asp, Asn, Thr, Val, and T;

Phe at amino acid position 313;

/at amino acid position 311;

Leu at amino acid position 315;
either Glu or Gln at amino acid posfion 317;

any one of His, Leu, Asn, Pro, G}, Arg, Thr, Val, and Tyr at amino acid position 318;

any one of Asp, Phe, Gly, His, Ale, Leu, Asn, Pro, Ser, Thr, Val, Trp, and Tyr at amino acid
position 320;

any one of Ala, Asp, Phe,
322;
any one of Ile, Leu, gid Met at amino acid position 323;

any one of Asp, Phé, Gly, His, Ile, Leu, Met, Pro, Arg, Thr, Val, Trp, and Tyr at amino acid
position 324;
any one of Alg, Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Pro, Gln, Arg, Ser, Thr, Val, Trp, and
acid position 325;

Ala, Asp, Glu, Gly, Ile, Leu, Met, Asn, Pro, Gln, Ser, Thr, Val, Trp, and Tyr at amino
acid pgsition 326;

any gne of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Arg, Thr, Val, Trp, and Tyr

ly, His, Ile, Pro, Ser, Thr, Val, Trp, and Tyr at amino acid position
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at amino acid position 327;
any one of Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Met, Asn, Pro, Gln, Arg, Ser, Thr, Val, Trp,
Tyr at amino acid position 328;
any one of Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Gln, Arg, Ser, Thr, Val, Trp,/and Tyr
at amino acid position 329;

any one of Cys, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Arg, Ser, Thr, Val
at amino acid position 330;

any one of Asp, Phe, His, Ile, Leu, Met, Gln, Arg, Ser, Thr, Val, Trp, and Tyr
position 331;

any one of Ala, Asp, Glu, Phe, Gly, His, Lys, Leu, Met, Asn, Pro, Gln, A
and Tyr at amino acid position 332;

any one of Ala, Asp, Glu, Phe, Gly, His, lle, Lys, Leu, Met, Pro, Ar
amino acid position 333;
any one of Ala, Glu, Phe, Ile, Leu, Pro, Arg, Ser, and Thr at amjfio acid position 334;

any one of Asp, Phe, Gly, His, Ile, Leu, Met, Asn, Pro, Arg, $er, Val, Trp, and Tyr at amino acid
position 335;

any one of Glu, Lys, and Tyr at amino acid position 33
any one of Glu, His, and Asn at amino acid position
any one of Asp, Phe, Gly, lle, Lys, Met, Asn, Gln,
Gln at amino acid position 355;

p, and Tyr
amino acid
¢, Ser, Thr, Val, Trp,

Ser, Thr, Val, and Tyr at

Glu at amino acid position 356;
Met at amino acid position 358;
either Ala or Val at amino acid position
either Gly or Lys at amino acid positi
Asp at amino acid position 378;
Asn at amino acid position 379;

any one of Ala, Asp, @lu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Gln, Arg, Ser, Thr, Val, Trp, and
Tyr at amino acid

Asn at amino acid position 427,
either
Met 4t amino acid position 429;

e or Leu at amino acid position 428;
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Trp at amino acid position 434;

Ile at amino acid position 436; and

any one of Gly, His, Ile, Leu, and Tyr at amino acid position 440,
in the Fc region site according to EU numbering,

wherein the antibody Fc region is an IgG Fc region.

18. The production method of any one of claims 14 to 17, wherein the Fcy receptof-binding
domain has human-FcRn-binding activity in an acidic pH range condition, and gbinding activity
of the Fecy receptor-binding domain to the Fcy receptor in a neutral pH range gondition is higher
than that of an Fc region of a native human IgG in which the sugar chain bgund at position 297
according to EU numbering is a fucose-containing sugar chain.

19. The production method of any one of claims 14 to 18, wherein the antigen is a soluble
antigen.

20. The production method of claim 19, wherein the soluble/antigen is at least one antigen
selected from the group consisting of 17-IA, 4-1BB, 4Dc, #-keto-PGFla, 8-iso-PGF2a, 8-0x0-dG,
Al adenosine receptor, A33, ACE, ACE-2, activin, actiyin A, activin AB, activin B, activin C,
activin RIA, activin RIA ALK-2, activin RIB ALK-4 /ctivin RIIA, activin RIIB, ADAM,
ADAMI10,ADAMI12, ADAMI15, ADAMI17/TACE/ADAMS, ADAM9, ADAMTS, ADAMTS4,
ADAMTSS, addressin, aFGF, ALCAM, ALK, AYK-1, ALK-7, alpha-1-antitrypsin, alpha-
V/beta-1 antagonist, ANG, Ang, APAF-1, APE/ APJ, APP, APRIL, AR, ARC, ART, artemin, anti-
Id, ASPARTIC, atrial natriuretic peptide, av/b3 integrin, Axl, b2M, B7-1, B7-2, B7-H, B-
lymphocyte stimulating factor (BlyS), BACCE, BACE-1, Bad, BAFF, BAFF-R, Bag-1, BAK, Bax,
BCA-1, BCAM, Bcl, BCMA, BDNF, YECGF, bFGF, BID, Bik, BIM, BLC, BL-CAM, BLK,
BMP, BMP-2 BMP-2a, BMP-3 Ostegigenin, BMP-4 BMP-2b, BMP-5, BMP-6 Vgr-1, BMP-7
(OP-1), BMP-8 (BMP-8a, OP-2), BMPR, BMPR-IA (ALK-3), BMPR-IB (ALK-6), BRK-2,
RPK-1, BMPR-II (BRK-3), BMPF, b-NGF, BOK, bombesin, bone-derived neurotrophic factor,
BPDE, BPDE-DNA, BTC, complement factor 3 (C3), C3a, C4, C5, C5a, C10, CA125, CAD-8,
calcitonin, cAMP, carcinoegfibryonic antigen (CEA), cancer associated antigen, cathepsin A,
cathepsin B, cathepsin C/DPPI, cathepsin D, cathepsin E, cathepsin H, cathepsin L, cathepsin O,
cathepsin S, cathepsin ¥, cathepsin X/Z/P, CBL, CCI, CCK2, CCL, CCL1, CCL11, CCL12,
CCL13, CCL14, CCL15, CCL16, CCL17, CCL18, CCL19, CCL2, CCL20, CCL21, CCL22,
CCL23, CCL24, ({CL2S, CCL26, CCL27, CCL28, CCL3, CCL4, CCLS5, CCL6, CCL7, CCLS,
CCL9/10, CCR/CCRI1, CCR10, CCR10, CCR2, CCR3, CCR4, CCR5, CCR6, CCR7, CCRS,
CCR9, CD1,£D2, CD3, CD3E, CD4, CD5, CD6, CD7, CD8, CD10, CDl11a, CDI11b, CDl1lc,
CD13,CDJ4, CD15,CD16, CD18, CD19, CD20, CD21, CD22, CD23, CD25, CD271.,, CD28,
CD29, CD30, CD30L, CD32, CD33 (p67 protein), CD34, CD38, CD40, CD40L, CD44, CD45,
CD46/CD49a, CD52, CD54, CD5S, CDS6, CD61, CD64, CD66e, CD74, CD80 (B7-1),
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CD89, CD95, CD123, CD137, CD138, CD140a, CD146, CD147, CD148, CD152, CD164,
CEACAMS, CFTR, ¢cGMP, CINC, Botulinum toxin, Clostridium perfringens toxin, CKb8-1
CLC, CMV, CMV UL, CNTF, CNTN-1, COX, C-Ret, CRG-2, CT-1, CTACK, CTGF, CT{A-4,
CX3CL1, CX3CR1, CXCL, CXCLI1, CXCL2, CXCL3, CXCL4, CXCLS, CXCL6, CXZL7,
CXCLS8, CXCL9, CXCL10, CXCL11, CXCL12, CXCL13, CXCL14, CXCL15, CX@L16,
CXCR, CXCRI, CXCR2, CXCR3, CXCR4, CXCRS, CXCR6,cytokeratin tumor gésociated
antigen, DAN, DCC, DcR3, DC-SIGN, complement regulatory factor (Decay agCelerating
factor), des (1-3)-IGF-I (brain IGF-1), Dhh, digoxin, DNAM-1, Dnase, Dpp, DPPIV/CD26, Dtk,
ECAD, EDA, EDA-Al, EDA-A2, EDAR, EGF, EGFR (ErbB-1), EMA, EMIMPRIN, ENA,
endothelin receptor, enkephalinase, eNOS, Eot, eotaxin 1, EpCAM, ephyin B2/EphB4, EPO,
ERCC, E-selectin, ET-1, factor IIa, factor VII, factor VIIIc, factor IX Aibroblast activation
protein (FAP), Fas, FcR1, FEN-1, ferritin, FGF, FGF-19, FGF-2, F@F3, FGF-8, FGFR, FGFR-3,
fibrin, FL, FLIP, Fit-3, Flt-4, follicle stimulating hormone, fractgtkine, FZD1, FZD2, FZD3,
FZD4, FZD5, FZD6, FZD7, FZD8, FZD9, FZD10, G250, Gagh, GCP-2, GCSF, GD2, GD3,
GDF, GDF-1, GDF-3 (Vgr-2), GDF-5 (BMP-14, CDMP-1)/GDF-6 (BMP-13, CDMP-2), GDF-7
(BMP-12, CDMP-3), GDF-8 (myostatin), GDF-9, GDF-¥5 (MIC-1), GDNF, GDNF, GFAP,
GFRa-1, GFR-alphal, GFR-alpha2, GFR-alpha3, GITR, glucagon, Glut4, glycoprotein IIb/Illa
(GPIIb/I1Ia), GM-CSF, gp130, gp72, GRO, growth Hormone releasing hormone, hapten (NP-cap
or NIP-cap), HB-EGF, HCC, HCMV gB envelopg glycoprotein, HCMV gH envelope
glycoprotein, HCMV UL, hematopoietic growth factor (HGF), Hep B gp120, heparanase, Her2,
Her2/neu (ErbB-2), Her3 (ErbB-3), Her4 (ExbB-4), herpes simplex virus (HSV) gB glycoprotein,
HSV gD glycoprotein, HGFA, high molegfilar weight melanoma-associated antigen (HMW-
MAA), HIV gp120, HIV IIIB gp 120 V4 loop, HLA, HLA-DR, HM1.24, HMFG PEM, HRG,
Hrk, human cardiac myosin, human £ytomegalovirus (HCMV), human growth hormone (HGH),
HVEM, 1-309, IAP, ICAM, ICAM-1, ICAM-3, ICE, ICOS, IFNg, Ig, IgA receptor, IgE, IGF,
IGF binding protein, IGF-1R, IGFBP, IGF-1, IGF-1I, IL, IL-1, IL-1R, IL-2, IL-2R, IL-4, IL-4R,
IL-5, IL-5R, IL-6, IL-6R, ILA&, IL-9, IL-10, IL-12, IL-13, IL-15, IL-18, IL-18R, IL-23,
interferon (INF)-alpha, INF-beta, INF-gamma, inhibin, iNOS, insulin A chain, insulin B chain,
insulin-like growth factgrl, integrin alpha?2, integrin alpha3, integrin alpha4, integrin
alphad/betal, integrip’alpha4/beta7, integrin alpha$ (alpha V), integrin alphaS/betal, integrin
alphaS/beta3, integfin alpha6, integrin betal, integrin beta2,interferon gamma, IP-10, I-TAC, JE,
kallikrein 2, kallikrein 5, kallikrein 6, kallikrein 11, kallikrein 12, kallikrein 14, kallikrein 15,
kallikrein L1 Aallikrein L2, kallikrein L3, kallikrein L4, KC, KDR, keratinocyte growth factor
(KGF), lagpinin 5, LAMP, LAP, LAP (TGF-1), latent TGF-1, latent TGF-1 bpl, LBP, LDGF,
LECT2 fefty, Lewis-Y antigen, Lewis-Y associated antigen, LFA-1, LFA-3, Lfo, LIF, LIGHT,
lipopydtein, LIX, LKN, Lptn, L-selectin, LT-a, LT-b, LTB4, LTBP-1, lung surface, luteinizing
hophone, lymphotoxin beta receptor, Mac-1, MAdCAM, MAG, MAP2, MARC, MCAM,
MCAM, MCK-2, MCP, M-CSF, MDC, Mer, METALLOPROTEASES, MGDF receptor,
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MGMT, MHC (HLA-DR), MIF, MIG, MIP, MIP-1-alpha, MK, MMAC1, MMP, MMP-1, MMP,
10, MMP-11, MMP-12, MMP-13, MMP-14, MMP-15, MMP-2, MMP-24, MMP-3, MMP-7,
MMP-8, MMP-9, MPIF, Mpo, MSK, MSP, mucin (Mucl), MUC18, Mullerian-inhibiting
substance, Mug, MuSK, NAIP, NAP, NCAD, N-C adherin, NCA 90, NCAM, NCAM, neprilysin,
neurotrophin-3, -4, or -6, neurturin, nerve growth factor (NGF), NGFR, NGF-beta, nNOS, NO,
NOS, Npn, NRG-3, NT, NTN, OB, OGG1, OPG, OPN, OSM, OX40L, OX40R, p150, p95,
PADPr, parathyroid hormone, PARC, PARP, PBR, PBSF, PCAD, P-cadherin, PCXA, PDGEF,
PDGF, PDK-1, PECAM, PEM, PF4, PGE, PGF, PGI2, PGJ2, PIN, PLA2, placéntal alkaline
phosphatase (PLAP), PIGF, PLP, PP14, proinsulin, prorelaxin, protein C, PS/PSA, PSCA,
prostate-specific membrane antigen (PSMA), PTEN, PTHrp, Ptk, PTN, R81, RANK, RANKL,
RANTES, RANTES, relaxin A chain, relaxin B chain, renin, respiratory syncytial virus (RSV) F,
RSV Fgp, Ret, Rheumatoid factor, RLIP76, RPA2, RSK, S100, SCF/KL, SDF-1, SERINE,
serum albumin, sFRP-3, Shh, SIGIRR, SK-1, SLAM, SLPI, SMAZ, SMDF, SMOH, SOD,
SPARC, Stat, STEAP, STEAP-II, TACE, TACI, TAG-72 (tumoy/associated glycoprotein-72),
TARC, TCA-3, T-cell receptor (for example, T-cell receptor gipha/beta), TdT, TECK, TEM1,
TEMS, TEM7, TEMS, TERT, testis PLAP-like alkaline phgfsphatase, TfR, TGF, TGF-alpha,
TGF-beta, TGF-beta Pan Specific, TGF-betaRI (ALK-5)/ TGF-betaRIl, TGF-betaRIIb, TGF-
betaRIIl, TGF-betal, TGF-beta2, TGF-beta3, TGF-beta4, TGF-beta5, thrombin, thymus Ck-1,
thyroid-stimulating hormone, Tie, TIMP, TIQ, tissug factor, TMEFF2, Tmpo, TMPRSS2, TNEF,
TNF-alpha, TNF-alphabeta, TNF-beta2, TNFc, TNF-RI, TNF-RII, TNFRSF10A (TRAIL R1
Apo-2, DR4), TNFRSF10B (TRAIL R2 DRS, KILLER, TRICK-2A, TRICK-B), TNFRSF10C
(TRAIL R3 DcR1, LIT, TRID), TNFRSF10P (TRAIL R4 DcR2, TRUNDD), TNFRSFI11A
(RANK ODF R, TRANCE R), TNFRSFIZB (OPG OCIF, TR1), TNFRSF12 (TWEAK R FN14),
TNFRSF13B (TACI), TNFRSF13C (BAFF R), TNFRSF14 (HVEM ATAR, HveA, LIGHTR,
TR2), TNFRSF16 (NGFR p75NTR)/TNFRSF17 (BCMA), TNFRSF18 (GITR AITR),
TNFRSF19 (TROY TAJ, TRADEY, TNFRSF19L (RELT), TNFRSF1A (TNF RI CD120a, p55-
60), TNFRSF1B (TNF RII CDJZ0b, p75-80), TNFRSF26 (TNFRH3) , TNFRSF3 (LTbR TNF
RIII, TNFC R), TNFRSF4 ((’X40 ACT35, TXGP1 R), TNFRSFS5 (CD40 p50), TNFRSF6 (Fas
Apo-1, APT1, CD95), TNPRSF6B (DcR3 M68, TRG), TNFRSF7 (CD27), TNFRSF8 (CD30),
TNFRSF9 (4-1BB CD1%7, ILA), TNFRSF21 (DR6), TNFRSF22 (DcTRAIL R2 TNFRH2),
TNFRST23 (DcTRAJL R1 TNFRH1), TNFRSF25 (DR3 Apo-3, LARD, TR-3, TRAMP, WSL-1),
TNFSF10 (TRAIL Apo-2 ligand, TL2), TNFSF11 {TRANCE/RANK ligand ODF, OPG ligand),
TNFSF12 (TWEAK Apo-3 ligand, DR3 ligand), TNFSF13 (APRIL TALL2), TNFSF13B (BAFF
BLYS, TALL]}/ THANK, TNFSF20), TNFSF14 (LIGHT HVEM ligand, LTg), TNFSF15
(TL1A/VE(A), TNFSF18 (GITR ligand AITR ligand, TL6), TNFSF1A (TNF-a Conectin, DIF,
TNFSF2) FSF1B (TNF-b LTa, TNFSF1), TNFSF3 (LTb TNFC, p33), TNFSF4 (0X40 ligand
gp34, TXGP1), TNFSF5 (CD40 ligand CD154, gp39, HIGM1, IMD3, TRAP), TNFSF6 (Fas
ligand Apo-1 ligand, APT1 ligand), TNFSF7 (CD27 ligand CD70),
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TNFSF8 (CD30 ligand CD153), TNFSF9 (4-1BB ligand CD137 ligand), TP-1, t-PA, Tpo,
TRAIL, TRAIL R, TRAIL-R1, TRAIL-R2, TRANCE, transferrin receptor, TRF, Trk, TROP-2|
TSG, TSLP, tumor associated antigen CA 125, tumor associated antigen expressing Lewis-
associated carbohydrates, TWEAK, TXB2, Ung, uPAR, uPAR-1, urokinase, VCAM, VCAM-1,
VECAD, VE-Cadherin, VE-cadherin-2, VEFGR-1 (flt-1), VEGF, VEGFR, VEGFR-3 (flt-4),
VEGI, VIM, virus antigen, VLA, VLA-1, VLA-4, VNR integrin, von Willebrand faétor, WIF-1,
WNTI1, WNT2, WNT2B/13, WNT3, WNT3A, WNT4, WNTSA, WNTSB, WNT6, WNT7A,
WNT7B, WNTSA, WNT8B, WNT9A, WNT9A, WNT9B, WNTI10A, WNT10B, WNT11,
WNTI16, XCL1, XCL2, XCR1, XCR1, XEDAR, XIAP, XPD, HMGBI, IgA{ AB, CD81, CD97,
CD98, DDR1, DKK1, EREG, Hsp90, IL-17/IL-17R, IL-20/IL-20R, oxidized LDL, PCSK9,
prekailikrein, RON, TMEMI16F, SOD1, Chromogranin A, Chromograpin B, tau, VAP1, high
molecular weight kininogen, IL-31, IL-31R, Navl.1, Navl.2, Navl.3] Nav1l.4, Navl.5, Navl.6,
Navl.7, Navl.8, Navl.9, EPCR, Cl, Clq, Clr, Cls, C2, C2a, C2}, C3, C3a, C3b, C4, C4a, C4b,
C5, C5a, C5b, C6, C7, C8, C9, factor B, factor D, factor H, progerdin, sclerostin, fibrinogen,
fibrin, prothrombin, thrombin, tissue factor, factor V, factor V4, factor VII, factor VIla, factor
VIII, factor VIIla, factor IX, factor IXa, factor X, factor- X4, factor XI, factor XIa, factor XII,
factor XlIa, factor XIII, factor XIIIa, TFPI, antithrombig III, EPCR, thrombomodulin, TAPI, tPA,
plasminogen, plasmin, PAI-1, PAI-2, GPC3, Syndecan-1, Syndecan-2, Syndecan-3, Syndecan-4,
LPA, S1P, Acetylcholine receptor, AdipoR 1, AdipgR2, ADP ribosyl cyclase-1, alpha-4/beta-7
integrin, alpha-5/beta-1 integrin, alpha-v/beta-6 fitegrin, alphavbetal integrin, Angiopoietin
ligand-2, Angptl2, Anthrax, Cadherin, Carbonic anhydrase-IX, CD105, CD155, CD158a, CD37,
CD49b, CD51, CD70, CD72, Claudin 18, Glostridium difficile toxin, CS1, Delta-like protein
ligand 4, DHICA oxidase, Dickkopf-1 ligand, Dipeptidyl peptidase IV, EPOR, F protein of RSV,
Factor Ia, FasL, Folate receptor alpha,(Glucagon receptor, Glucagon-like peptide 1 receptor,
Glutamate carboxypeptidase II, GMCSFR, Hepatitis C virus E2 glycoprotein, Hepcidin, IL-17
receptor, IL-22 receptor, IL-23 regéptor, IL-3 receptor, Kit tyrosine kinase, Leucine Rich Alpha-
2-Glycoprotein 1 (LRG1), Lysodphingolipid receptor, Membrane glycoprotein OX2, Mesothelin,
MET, MICA, MUC-16, Myelin associated glycoprotein, Neuropilin-1, Neuropilin-2, Nogo
receptor, PLXNA1, PLXNAX2, PLXNA3, PLXNA4A, PLXNA4B, PLXNBI1, PLXNB2,
PLXNB3, PLXNCI1, PLXNDI, Programmed cell death ligand 1, Proprotein convertase PC9, P-
selectin glycoprotein liand-1, RAGE, Reticulon 4, RF, RON-8, SEMA3A, SEMA3B, SEMA3C,
SEMA3D, SEMA3E/SEMA3F, SEMA3G, SEMA4A, SEMA4B, SEMA4C, SEMA4D,
SEMAA4F, SEMA4G, SEMASA, SEMASB, SEMAGA, SEMAG6B, SEMAGC, SEMAGD,
SEMAT7A, Shigg like toxin II, Sphingosine-1-phosphate receptor-1, ST2, Staphylococcal
lipoteichoic agid, Tenascin, TG2, Thymic stromal lymphoprotein receptor, TNF superfamily
receptor 124, Transmembrane glycoprotein NMB, TREM-1, TREM-2, Trophoblast glycoprotein,
TSH recegtor, TTR, Tubulin, and ULBP2, and receptors for growth factors and hormones,
molecujés that exist in their soluble form and are not anchored to cells in the body
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fluid of organisms.

21. The production method of any one of claims 39 to 45, wherein the Fc region of a nativ
human IgG in which the sugar chain bound at position 297 according to EU numbering ig'a
fucose-containing sugar chain, is an Fc region of any one of native human IgG1, nativ¢ human
IgG2, native human IgG3, and native human IgG4 in which the sugar chain bound g position
297 according to EU numbering is a fucose-containing sugar chain.

22. The production method of any one of claims 39 to 46, wherein the humgh Fcy receptor is
FcyRIa, FeyRIla(R), FeyRITa(H), FeyRIIb, FcyRIa(V), or FeyRIIa(F).

23. The production method of any one of claims 39 to 46, wherein the human Fcy receptor is
FeyRIIb.

24. The production method of any one of claims 39 to 48, wherein the antibody Fc region
comprises at least one or more amino acids of:
Asp at amino acid position 238, and

Glu at amino acid position 328

in the Fc region site according to EU numbering,.
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CLAIMS

1. An invention not claimed in any divisional application.



