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FBADEFR :

FcBEZAERIRTF FORBRREWKILT 2HDHE

[0001]

[0002]

[0003]

[0004]

53 iba g

AFEBIETOTA VANSLIAR M ST 1 —ICHT 5. FeBEESERY
RTIFROTAOTA VAL I VICH T 2HNRBETELIEBMI T2 HERVE
DOFHE=AWBREAEEFICAT 2,

BRI

NAEZEROEEICSWT, 7OTA VANS L, A FVRBAS LR E%E
FAWRBETIRIE. MAORENER (INX) 2RI AEETDHIEHL, E
DEIEDNEFEFNTWS, WEREEZ"ZZOOFEE LT, (1) BEBEEA
FRELULYOREREE LTS, (2) BREREICLY., BRICET D6
EEEHRET 5. D2BYDAHEDNDH B,

I, 7074 VALY VOBRRINEA. TOTA VALY UICIELY EL
DRENMEETEDLIICAY, ZTRICHVRABEOIRIEIFIEONTE
oo BIZE., RRMLE—HRTOTA VAL TV THBENILR T FREEP
rotein A sepharose Fast FlowTIid, BEMEDEESTEIX15-20 g/L resin
THDDIIH L. AHEEHKTOTA VALY Y THY ., REHRMICE
> EHFAINTLSMab Select SuRe T, —fEBIICHI30 g/L resinDiES
BENRBOHLNTWD, MAT. BIEICH L TEEK. 5-2E1RE S W RRE
ICHABETHY ., L YMNERNDIEDFOTOTA VABERNTREE B> T
Wa,

“EREMNARELZ ZREOMERZZH T IME L. ZEROHEZHE
LTW3, 207, —EREMERAFAZSUERELEICIE. ZBROHEEZS
CZEREMERFOA ALY, —BEOHEDOAE2ETI2MAEEEEN TV
o INLEZEREUNMAEDBT AR, FOFA VALY UADIEENE
ZEIEFBBEEFANAVWONTWS BFEFxX 1. FFFXE2) . &
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[0005]

[0006]

[0007]

[0008]

[0009]

DEDBDFHREOKEICLY, —EREMNAEOTOT A VMERDIEMER
ICRBZENMBBINT,
MEDESIRRT, 7OTFA VALY VA LERBWZERESTERE
AL YDNEMICTD LODOFLLFENEFN TV,
FoATHAT SRR
R SCER
Rk : US20100331527
B SCHR2 ¢ US20130018174
P DOBE
FALNFRL LD & T 5RE
AFEBEOERIZ, FREFBERRIRTF R, BIKZEREMERGFEZ 07
AVALY VASLERAVWTEYRIERNICHRRET 27OD0AEZRHTT S &
TH b,
ARBEMRT BI-ODFE
LEERBEEERTANIHBEMRE LARR. ARBELSIE. FeElE%E, %Fc
OB —DRY RTF NEEFZFABFOBE_DORY RTF FEO O T A
VALY UADREEADNEWCELR S, FcfElliE 52 & T, MAOBNES
FEN’BIY. MAOBEDENMEMT I EE2REL. AREBAETEHRLE

\J

o

Thbhb, AFKBIXUTOEDEIRET 2,

(1) 7AFA VARSI LA NI ST 4 —IlBIT S, FelEBEAR)RT
FROTOTA VALY VICH T 2H8MBEEBREEIEMIE 354

(2] BIREFCBIBDE—DRYRTF RERVEZORYRTF K& LTHI
BLIVADEENDPEWICERZE—DORYRTF RERVPEZORY R
T7FREZARTIIREEE. (1) KE&EDOFE,

(3) RUEEFCPEIBOE—DRY RFF REE LTRIBL Y VILHE T 28—
DORYRTF REZBAR L. RIGFCRBIBIOEZDR) RTF MHE L THIE
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LY VILEELAWHELLIR (RIBE—DORYRTF REICHERFIRL Y
VAD) BEFBVWEZORIRTFRELZARTLIIREEE. (1) £
7ziE (2] ICEREOFE,

(4] BISEFCABIBEERY RTF ROFc4BIE %, SFCBRDE—DRY RS
F RBEIFRIEEL P VIR T 2D, EFCBEEDEZDOR Y RTF NEILFIE
LY VILEELAWHELLIR (RIBE—DORYRTF REICHERFIRL Y
UAD) HEEHTW, FellE Q2O BETEHIREZ=2EO. (1] ~ (3
] OWTNAIEEDHE,

(5) BUECFCBIBOE— DR RTF RHIFIg61, 1962 IFI1g64DCHI% & H
. BIECFCPEEDB=DRY R7F REIZIEDCHIE ST, (1) ~ (4] @
WInMMIEREDAE,

(6) RUEEFCPEIBDE—DRY RFF REDEVF > /Y V JABEEDT I
BIEHIsTHY., BEZORYRTF REOEVF VNV JABEE T I / BIZA
rgChsd. (1] ~ (5] ODVWThMIBEHDEE,

(7) BIECHEESBEDEMDS g/LLY VM ETHSB, (1] ~ (6] OV
TNAICERED T E,

(8) RIEEIBMBOBNBEESBTEN4 5 o/LLYVUETHS., (1] ~ [
7] OWEFNNMIEBEDAEE,

(9] RIEEFCHBIBERRY RTF RO RGETHSD, (1) ~ (8) owTh
MMTECED STi%,

(10] RIBIMGAIF _EREMNAETH S, (9] IKBERDOAE,

(11) (1) ~ (10]) ICEHOAEZEAWFBHEEER)RTF RO
BRI,

(12] (11) CEBOFETHERINLFBEZARIRTF R,
(13]) 7AFAVAAS LA NI ST 4 —ICBITBFBEEBEERERYRT
FROTOTA VALY VICHT 2EMBEESEEN 45 g/LLYVEETHD
. FCEEBEERYRTF RIMFEELETOT1A VALY Y,

(14) 7OFA4YVAAS LAY NS 74 —IIBF2,. 7OFA VALY
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VICH T 2HMBEEREMNMEML LFcBRRSARYRTF R,
(15) UTOIREZST., 7OT74 VALY VY ERWTFEEBEERY RS
FRERET BHE

(a) LI UANDRBENDPEWICELRSFBHDE—DRYRTF NHE
BZORI)RTFREEEZARTDTRE

(b) 7OFAVARZ LAY KT ST 4 —ILBIFTS. I8 (a) DEKFcHE
HEARYRTIFROTOFTA VALY VICH T 52BMNESRES. SO054
VAAS LAY NI ST 4—IlBITB ZLYUADEENNEENICA U
THDHD2ERDRY)RTF REEZED FBESERIRTF RO 7O74 VA
LY VICRT SEMNBEETE LR Y 5 THE,

(c) FCREIBDBE—DRYRTF FHEEFT 2R Y RTF KB L UFcHils
DEZORIRTFREEEETIRIRTFREGUHEBNEZHL I VICE
I EZIRE; AL

(d) EZLIVICHEE L, FBEBOE—DRYRTF RELEFT IR Y
RTFRBLVFHEBOE_DORYRTF REESET BRI RTF ROA
TOREERT SFcCEEERRYRTF KERINYT 5T,

(16) g2 T (a) A* BUEEFCBIBODE—DRY RTF K& L TrIEEL
IVILRET2E—DRIRTF REEZAER L. AIGFBEROEZDR X
TFREELTRIBL Y VILREELARWHAELLIZ FIRE—DRYRTF
NEEHICLERAIEEL Vv AD) BEDFBVWEZDOR)RTF REEZRAET ST
BTHD, [(15) ICRHOAE

(17) RUEETHE (a) P\ BENKRTH IRIEFBEREERY RTSF KDFc
g A, BEFCBEBOE—DORY RTF REIRIERL IV ICHET DM ZFc
BIBDEZDOR)RTF REIFRIEL YV VICEELRWHAELL T (RIEEE
—DRYRTF RBICLURFIEEL Y vAD) BEEHTEW, Fefilgie b LD
RETZHIRTHD. [(15) ik (16) ICBRDOAE.

(18] RUEETHE (c) ICEEEMDOHABN. RIGFCHEBOE—DRY RTF N
EEETHZRYURTF RBLVRIEFEEOEZDRYRTF REEESET
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[0012]

[0013]

[0014]

ZRYRTFROBHICHKEERES AR/ IHBOLER)RTF REED, (
15] ~ (17) OWTFNMICEREDEE,

(19) RiEEFcBEEAR Y RTF RIETHS, (1 1] ICEHOER
FiEo
(20) RIBIMGAHF ZEREMNGETH D, (1 9) ILBROBHAE
(21) (19) IKERHOFETREI WA,

(22) (20) KEBOFETHREI N ZERFEMENIE,

(23] (13]) KEHBRDOLIVEELHT b
FEEA DR

AFRICL Y, FRBEBERARYRTF R, HICZEREERGFEZ 7074
VALY U EBWT LY ERMICRE T 2O DAENMREIN,

B D e ER A

[R1IBiAAKRE 7OFT 4 VALYV AS LICRGER LZRICH S LD 5K
HLUEY VNIV EERBLAETL—VRAN—H—T /0% NS L%ERTE
TH b,

FAEERET HHDOIEE

LAUR. AFEBAEFBICERIAT 2,

AFPETHEAINDIFCEHEERY RTF NIZREDOFCEBEEATLN
[E& <. FeBIEEMDRY RTF RAFE LR YRTF R B2 IETAEL
ENEEND,

AFEBICBITEIZRIRTFREEF, B8, 107 /BEEULORY %
BITBRTFR BLPYUNRVEEET, . BE. £YWHFOR) R
TFRTHDH. FICREINT. HIAEE. ATHICERET ISR S
BRYRTFRTH->THLIW, oo RARIVRTF R, HEHVEERR
JRTF R, HBZRYRTF REOVWTNTH>TE LW,

[FcfBiS) 14, BE. MEL2FHD, Y IEEL < IEFD—ER, CH2 K X
AV, CHBRXA YD EARDBRYRTF RELEZKECEBOZ &5V B
FFICCNICREINT, EVIBELLIEZO—EBIEENRVESEHD

i



WO 2017/115773 6 PCT/JP2016/088820

[0015]

o B NIgGY S R DFctRigIL. KabatDEU F /N V J T, BIZIF226EEBE D

SRATAUNBOKRR, HBWE2B0FEEDOTON) UHALIKRHETERKT S
A THICREINAWL, Tk RCH2 R X o ViZKabatDEU + >/ v 7T
23N B/BEHISMOBEAELK L. & FCHIR XA A v idKabatDEU + /8 v JT
SMEBEDLMIFEZRKRT 2D, THICREI AR,

FetRighid, IgGl, IgG2, IgG3. FeAEIZHE/ /O—FILkEERTY
VEOEOENMEBRICTEHSEIELERIC. 7AFTA VALDVICRES N
FEDZEAHT 3 EICL > THBEIKEREINGE S, MY SEHEDHERE
RELTIIPHEDBERDRISEM ZEIICHKET 5 2 &IC & Y HIRAICFabX
F(ab’ )24 L2 LD ICERMAEZBELE EOTHNITKERDREITI N
T BIAE. RTINS VEDNPIRTE B,

FcBigi & L Tld b MIgGy A TDFcHZIFD &N TE, HIZIXIg61, 1962
. 1963, IgG4D T AV H A TDWTNTH>TH L,

ANFEBADOFcHEEIE, B—DrIER YR TF NERVCEZDRIGER Y R TF
NEEET,

AFEBEO—DDEBHEIL. TOFAVANSLIOI NI ST 4 —ICEW
%, FClIBERARIRTFROTOTA VALY VICH T 28BS RE4 S
MIEZHFETHD, FCRBBICEFNIE—DRYRTFREEEZDORY
RTFRERFRTOTA VAL UADRBEADEWICER>TWS I ENFE
L, A, B—ORYRTFREELTTOTA VAL D VICHEET 5 R
JRTF REEBAWVWBEES., FZORYRTFREELTEE—DRYRY
F RBICEER, 7OFA VAL I VICELEET 2D BELLRFES LAVLWR
JRTFREEAWVWD I ENEES, ZOLDIBRE—DRIYRTFNEEL
TIEIghT, IgG2XILIgGAMCHIZE LR RTF REABWVWD I &N TE, B
ZORYRTF REE LTIZIGERDCHIZECRY RTFF REEZB WS &8
TE3%, TOKE. Ig61, 162, IgG3RUVIGAIERARTH <. AFBEODEM
HENTEDHMBETEEEZSATVWTE LWL, T, TOLDIRE—DR)
RTF REEE L TREUF /XY v 743661 A His (H) THBRYRTF K%
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[0016]

FAWSZENTE, BEZORYRTF REE LTRIEUF /3 JA3BH DAY
g R) THERIVRTFREEBWDRIENTED, T TOLOBRE—
DRYRFF REE LTIREUF /81 v 743661 pHis (H) . 43641H Tyr (Y)
THBEPRYRTFREEAVWDLZENTE, FEZORYRTF REHE LTIIE
UF >/ > 743501 5%rg (R) . 436G1HPhe(F) TH B R RTF REERW
BTENTED, i, EUF VN v J436RIRUFABMUA DRSS 3 VIE K
MRBIGERUTH>TH L, FERAEIGEIFEDR >TWVWTH L,

AEREBREICEWT, 7OTAVALSLPOX NI ST 4 —ILBIT 5. Fe
HEEEARIRTF ROMEL UV ICH T 2HMESETEDEMIE. BIEL
IVILIEET BFCBERERRY RSF ROFcER%E, EFcBEOE—DRY
RTF REEEFHEBOE_DOR) RTF NEDFIRL Y VADRBENNE
WICERD, FORRIBERDIDICHET DI EILE>THERT DI ENT
x5,

AEBOROEEHEICSWVWT, FOFA VAASLIAIMNT ST 4 —IC
Bi112. FlEBERARYRTF RORIREL Y VICRT 2EMBEEEEDEM
. BIEEL P VICHE T SFcEIREER) RTF NOFctfigix,. BFciEigd
BE—DRYRTF NHIZRIRL P VICRET 20, EFcBEHOEZDRY R
TF REIFRIEEL Y VIS LAWAE L IERIRBE— DR ) RTF RHIC
LEAREFEEATEW, FeBIE G RBEDICHET B EICEL > THEKRT B &
NTED,

YEHREELTE, FCEIBOE—BLIVPEZDORY RTF REHN LICHIT
L& D ACHEIEZ S0 LD IS, BIAIELICAIRLAEL D BFEOMNEICH
TH2HEDTI/BEEEZSTLDICTIRENZBITFONED. TILHICR
EINR,

—H. AEBTERINDFAEFERRY RTF RITHIT BFcBREUAD
B, REATHO>THELIVWL, ATFOKTH>TH L,

REAELTE. — X ZUEOE—XERCMEEEEEHEZE T SHKE
ETH2 (Tabb, YEFABEEERIRTF NIMERED T TH %
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B, —XRIUEDE-XIEBR UCHREESELEZE T 2MEReDF. HIX
EE—DZODOHMEEEHMNAE T 21968 MAETHS) .

ATOFEELTR, FFELLIE, EL2NERBEEEEZET5A7OHKT
Hd (Thabb, YBFBRBSARIRTF P _EREMNERESTF.
PIZE_EREENAETHD) . AXRBTEAINSFREZERYRTF
RAZEREUMETHDHE. HEEIATORFRTHZIHLEEHBETH> T
&<, HBEHBLHIIEFF LCEMEHEICHEAREZ5XRB2HEBLHTH 2,
. ZEREUNARIGEDREE. ANTORHBE-AERA—OHBLEZAHD
LERIND,

[0017] #EEB=EICIE, #NEEESE2 (Static Binding Capa
city, SBC) ¢gMEEEE (Dynamic Binding C
apacity, DBC) #%%., #EEEEIE. LIYVHRIRTFR
ZRETEDLROEZRL. BNBEEBTEIZ. BFLIKRYURTFRES
CBERERLTVWBIRET, RURTFRZOINTESBEEERT, BNE
BRENKRZIVLIYUTHE, BERRICBWTHERYRTF REaghE L <R
BETE ERETRYURTFREBRTDZIEHNTE S,

[0018] EMEESEE (DBC) & AIAEUTORETRETSIEMNTES,
FTLIVERBLAEASLEZVOTMEBICREL T, ASLIKRYRT
FREECY Y TIVAREHEDHRETRETERT 5, TOR., BHBRDOEKS
BEZREL. AMULEY Y TLBROBRIEEDOFEDEIE (BFIZIE5%) D
TL—=22)b— (BT) PMAIESINERRORMRYRTF ROEEEHEY
52T, DBCZRETBHIENTE S,

[0019] DBCOEEICIE. BIAIEUTOREZFZRAVWSEIENTES,

- LB 5 GENJL R 7 7HESIAKTA AVANT25

VIR T ; GENILR S T &Unicorn version6. 1

- Protein ARifig ; GEAJLR & 74t%dMab Select SuRe (Cat No,17-5438-05
)E /=I1ZHitrap Mab Select SuRe (Cat No. 11-0034-93)

- EREER ;
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[0020]

[0021]

ST /A%, .. 20 mmol/L Na-phosphate, pH 7.5
SRH...50 mmol/L Acetic acid
B4...0.1 mol/L NaOH

DBCOETEAEIGLLTDRY ICITI ZENTES,

FERERKSE. VI hU 7. RUBEZRAWVWT UTOFIET/OY
T574—8BFEICLYDBIZEHT 5, UTICESIBTZEEE T 5100 E
FiEETT,

(1) amEY (IGREP g/LET2) ZWoANFTLEZBEITICLCRE
IR L. 100%iEHE (=100%BT) BFMDO0D . .IEAEE LT, CDIERaET
oy

(2) all0.05% T /<(E%. S5%BTEEDODg nEET Do ZDIEAEbyE T 5,

(3) BHEDEFHEEIN—EEDOMEE(r LET 2)ITH UKEIT. 0D
DIED by & RO LD EFESDEEZ /7O TS LN LFHAMD, 0D
Bhcy LET D,

(4) FERX(P x c)/rTCHELNBZEL. SIBTRROEBMNEESEE. DBCy& L
TEHT S,

DBCsy = (P x csy)/r (BfL; g/L resin)
DBC & KD ZEIE. A UEE T2 KD, BHT DI ENTE D,

AREPFO—DDEBBREICEWT., 7OFM VAL LPOR NI ST 14—
BT 2. FelEEESER)RTFROTOTA VALY VICR T 2EMBEER
EOEMDIE. 5WBTZEEICRD &, DK &5 g/LLY U THY. FF
L<IE10 g/LLY v E, 15 g/LLY VR E, 20 g/LLYVBIE, 25 g/LL
VLU ETH B,

AFEBAOREOEMBEICSWT, 7OFA VAASLI/AY NS T 4 —
BT 2. FelEEESER)RTFROTOTA VALY VICR T 2EMBEER
E0EMDIE. 5%WBTZEEICHD EEMIFEI. 4 2ICBVWT, Pl &t
5g/LLYvTHY., FFELLLIEI0 g/LLI VR E, 15 g/LLYVBIE, 20 ¢
/JLLY VB E, 25 g/LLY VB ETH B,
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[0022]

[0023]

[0024]

ARERO—DOEMEEICEWT, AEROFEICINE. 7O0T1 VAD
SLUVAYNITZT74—ILBIFB. FCREERARIRTFROTOT4 VAL
DU T AEMNBEERERDRCEE. SBTEEEICRS &, 45 g/LLY
VUETHY., FFLLIE50 g/LLY VB E, 55 g/LL Y VI E, 60 g/LL
VLU ETH B,

ARAOREDOEMEEICEWT, AEROFEICINE. 7O0T1 VAD
SLUVAYNITZT74—ILBIFB. FCREERARIRTFROTOT4 VAL
UL T AEMNBERER DR EE, IBTZEEICR S &, HiisE 3
ARITBWT, 50 g/LLY VR ETHY ., HFFELLIES g/LLYVBIE, b
2 g/LLYVEIE, B3 g/LLYVBIE, 54 g/LL YV BIE, 55 g/LLY VB E
TH b,

AREBO—DDEMBEEBICE VT, FCBEIBERRY RTF R, Fefiigis
MOIURIE EBEEYURTF RREEIBEELEBOTH> TLL,
fthp & VRO E, EEFEMRTF RE LT, FIZIESEE. EB8L2F. Y
AR (A MAAY, TEAAVRE) . BRIS/ZBEFTONSZD, chbil
[REINDEDOTIEAW, HIZIE. MKREERFTH>THEL L FIAIEFIX
. FIXa, FX@EMNEIFHN B,

AREBO—DDOERBERBICEWT., FREEEERYRTFREA L/ TR
AN VTH>THLL,

AFEBAORD—DDEEMEICE VT, FBEESER Y RTF KiK. Hk
TH>TEHELW, AEBICHIT2EIE. FTEOMREFEET 2RY RFICH
RIZAL<, RYI7O0—FIAETH>THEE/ 70 —FILETH>TH &
. HERIAREZREICEETESIRTE/ 70—FTLHEIEFE LW,

AFEPETEAINZE/7O0-FIABFELTE Eb U920 T b
INAREY— OYER BV S04 YIIEOEEBERXROE/ /O0—7
WAL TR, FASHME. B Metuls (BB (reshaped) b Mg
EHWD) . ZEREMTAE (bispecifichifk) MEARBNICHE LER
FHAMMABERAFEEEN D, IHIC. OPEBECHAREBORELZEN
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[0025]

[0026]

[0027]

[0028]

ELERFESFOMEDORE (BFEMICIE. FER (p]) BE. FcEEHFHOD
HRAMREE) 27 OICHAOEREESE 2 AANICHE LLELE TR
HEZ BTG E2IND,

o ARPATHEAINSINGEORZEIOTY VIS RARKFICREINS
HEDTIEA L, 1961, IgG2, IgG3, IgGd7Ze & MIgh, IgA, IgD, IgE, IgMix &
WTNDI S XATHIWH, Igeh'sFE LW,

I SICAFEATHERINSZFEICIE. wholeDHAEL T T, Fv, Fab, F
(ab) 273 & DIAMT P, MBOAEREEZRTFR) v H-FD) v H—T
A I EAVEE IX2EL LD —AEHFv (scFv, sc(Fv)2¥scFvd 4 v —7i &
(MDDiabody%) R EDEANFIAERELEZFEND

Ed UARFRBETHEAINZEIE. HEZBICAMOFEICLYERT S
ZENTES,

T/ VO—FIHGEEZEET 5/ 1 7Y R—7id. ERBICIE AN %
FERAL. BMFOLDICLTHERTES, ThabE, fIBZOMERECAEDHR
ERFETHMBERFRRE LTEALT, ThZeBEBEOREREICLED
STHREL., FONIREMEZRBEOHMBEMEZEICEL > TRARORME S
MAEIHE, BEORI ) —ZUFRICK Y., £/ 70— F I RHAELSHER
(INATIVR=%) BRIV —ZVTTB2EICE>THERTES, N T
) R—<DERIZ, 7z& 2. IIVATA Y 5DAEE (Kohler. G and Mils
tein, C., Methods Enzymol. (1981) 73: 3-46 ) HICELTITHOTENTE
oy

TI/BREOUEIL. BBODEIIICRYRTFRKEID— KT BINAICHEW
TIXIIEHDEEAHNE L. YEZNAEBEMBETRIRIESD I EICEST
IO ENHED, UEETHNIEL, REROT I /BEREOBEICSLCT
 BEIAREBEOHCUE. BEAEZEZIRET S &HHED,

AFEBICEVWTHE L. B, RIE M. FAOWThD, XiEEh
SDMAEDLEERKT 5,

FEARBTEAININEIE. RO 7

i

J BRECHIDERZEICIN A, EIC
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MW RBREEEL I ENTE S, NMHANREIR, &z, PI/HBO
B, RE. RUCBSFHEOWTNID, HHWEFTNSOEAEDLENSBIRT
5ENTES, EFMICIEK,. ZOT7 I /BEINISRDOL D BREZZUR
JRTF RiIF. WIhEARBICEEN S,
- CEREMRADOZEEOHEOAT OSAXRATDELODT I JBON
z=
- E1OMEREEEEETAIRIRTF REF20NMEFEFEHEET X
RMEREEEEZBLARVWRYRTIFREOY RN T 1 FigEERELIE
51-DT7 ) BURE
- MAOMBEPFEBEUERNET 2ODT I JBRE
-BMEHETICBT2REERALOLDDRE
ATAYVIZT 4 —EBDLEHDHE
R X RMERISHEI D72 DRE
2EEOR)RTF REICEERDEREZEATZ/-DDHE
Fey LETS—~DOREHEELIEILODOHE

[0029] b MAGOEEHFELHOSNTWS, FIXIE, B MY V/REK%Ein vitroT
FMEOMRFLIBMEONREHIRYT SMIETREL. BIEY v/35k%&E b+
ITIO0-VHBEEIMESE, MEANOREEMEEETIMEOLE MK ERS
52EHTED, T, E MAIKERFOLETOL/IAA—-FN)—%2EBTBHLS
VAIVIZY VEMERRTRET D IETHMEDOE MIFZERIST 52 &
NTEB, ILIK. EMNEZATSY—ZRVWT. XU JIC&YEb
NEERBT2HMEMON TV, flAE. & MIFOTESEE % —AH
ik (scFv) & LTI 7—YTARTLAZKRICEY 77—V ORAICKIRS
t MRICEET277—VABRTDI&ICLY. E MAGERBT S
ENTED, AFRBPATEAINDIREFICIE. COLIRE MIFEEEND
NMEEGETE—BEBL. BYLBEXICEAL TREFELZERT ZHEEICIE
 BHELREFERRERISI—DHAEDEEZFERTHIENTE S, ERM
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[0030]

[0031]

fReEEXe LTEAY2%E. BME. B9k, EEMiEzRAVWs L

TE, BMilR e LT, MELARMRR. fIx (& CHO, COS, s TO—~. B
HK (baby hamster kidney) , HelLa, VeroR&EHEZFRAWBRIENTEZ, Th
SOOI, BRNETIMPELTFEREGRICLYEAL, HEEGHRIN
AR % in vitroTIEET 2 &L Y RAEDIB LN S,

AFEPETHEAINSIMAOREREE LTREFICREINT. ED LD AHER
THLW, MEDHIELTIE. BIZE. VAVYE (A bAA>. TEHA
viRE) . REE. ERER. WCRR, 2R, fE/07) v ELURE
JO7Y v E—HICECREESHENMFRICETON S, HIZE. MREE
FAFTHo>THLL, FIAIEFIX FIXa, FXREA BTSN D,

ZHIBEMOEINL. BYRTF RASEICOBINDIBEIE. HEihs DR
5, RURTF RMMBERICEEINDHZEIE. TOMBEZTREL.
ZORICRYRTF FEEINT 5,

M2 EREEYN SRR TF RELOUNULIERT 2101, MEB7YE=
DLAXIEIY /IR, B, T2AVXEAFAoRBIOTNT S
74— RARENA—-787 N5 7 14— BKEEEERIOT NS
274— PIAZT4A%MIST7 14— ERAFILTNREA +IO
YhNTST4—ROCLIFI/ATNTI ST 4 — 2D RANMDTGEERW
B2ZEMNTED, RERICSEWTRTATA VAT 74 =740 NI 5T
4 —DFFE LW, H. RBEMHEICSWT, ATLEZAVEEERAE B354
ERWEDBGZERC7AOY NS 74 —RBRRARICAVWONDIGZEDH 2,
7aF14 VALYV EBWEAS L E L TIE, POROS A(Applied Biosystems®!
), rProtein A Sepharose F. F. (GE&Y). ProSep vA(Millipore®y)Z Azs(F
BNEDINLICREINAWN, . FATA VAT 742574787 NT
Z74 =K. AVIIRNRTOTAY AL T I BRINEERELLY
AV RzeReaItLYY (BB ZAWVWS2E&ETES, ZOLDBHRE
7074y MEEEERAVWERES. AEROT7I/BREICLY. ZTOBEE
NICEDNEL, BHORYRTF REEREDEE - BRT DI ENTRETH
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[0032]

[0033]

[0034]

5, WETOFAY AaEEIEALL IV ELTIE, BIZIE mabSelect SuR
E(GE Healthcare®) Hitrap MabSelect Sure (GE Healthcare®) AZE(FSNh
ZNCHICREINAV, M. RPHEEICEWT, 7ATM4 VALY VD FKIE
INEATL, TAOTFA VALY VERWEASZ L, TOTA VALY VA
LRCGTOTAVAAZ LIERAETH D, Fo TATA VALYV ERWE
BHEAE TOTAVAASLERWEREAEEERICAVONZBEDH
%,

AFEBICHBTH—DOREHEIE. TOFA VANS LA NS T 1 —
BT 2, FEBBEERYRTF ROTOTA VAL I VICH T 2HHBEE
BEEEMIE2AEERVEFCEBERERIRTF ROBRFETHD, &£
Y EEMICIE—D ORBHEIIREOREAEZTHY . FLIO—DDER
MR ZEREENAOBR A ETH S,

AFERICB T DF0O—D>ORMBHEIL. RIKEEAEZTREI WFctEE
ERERIRTFRTHD, &YEBKNICIK—DOREHEIGAIGHEES LT
BEXNEMETHY., TENO—DDOEMBMEISRISBE A ETRE I
_EREMRETH D,

IS AKBICHIFIRO—DDEREMEIL. SBTEELEICRD &, 45
g/LLY VU ETH B, FelEIBERAR)RTF R’ FEELLETOTA VALY
VRUHEL I VESUNS LTHD, FCRBEEARYRTF ROHEEL Y
VELIVENEZBUAILICHT 2HNEEBEIL. SBTEZEEICRD &,
pFE L <. 50 g/LBlE. 55 g/LBAlE, 60 g/LLA . 65 g/LLETH B,

Flo. ARBORBEDOREIEEIE. SWBTAEEEICR S & EMIFE3. 49
IKHEWT, 7ATFAVARS LAY NI ST 4 =BT BFcEEESHER) R
TFROTOTA VAL VIR T BN ETEN0 9/LLY VULETH D
. FREEEARYRTFRIBELATOTA VALY VY RUVEBL Y VES
CHSLTHD, FCEEBEERYRTFROEZKL Y VBLTENESTH
FLICNT 2BNREEEEIFBTEEEICRS &, BEMIFE3. 40180
T. FFEULLIES g/LLY VB E, 52 g/LLY VBl E, 53 g/LLY Y BIE, 5
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[0035]

4 g/LLY VB E, 5 g/LLY VB ETH B,

AFEBICHBTH—DOREHEIE. TOFA VANS LA NS T 1 —
KBTS, 774 VALY VICH T 28MNEESBTEMEBM L FcBBEE R
J)RTFRTH 2,

Y EBEBICIE—D OEBEMEICSWTFABEEARYRTF RERGHTH
Y, FEO—DOEEHEICBWTFAEEEERIRTF RIZZERFEM
nETH >,

AEBICBTZ2—DOERFBEICSWVWT, FOFM VAAS LA NS
T4 —IBITFB, FCEBEBRIRTFROTOTA VAL T VICHT 28H
BEREDENDIE. SBTZEEICRS &, DR EB5 g/LLYVTHY,
FELCIEI0 g/LLY VB E, 15 g/LLY Y BIE, 20 g/LL Y VB E, 25 g/
LLY VU ETH B,

AEBFOBEDEREHEICSWT, 7OF74(4 VAAS LAY NI ST 14—
BT 2, FEBBEERYRTF ROTOTA VAL I VICH T 2HHBEE
EOEMDIE. 5WBTZEEICH D EAMIFE3. 49ICB8WT, Dk &t
59/LLYVTHY., HELLIFI0 g/LLI VB E, 15 g/LLY VI E, 20 g
/LY VB E, 25 g/LLYVBIETH B,

TOFAVAAZ LAY NI S 74 —ICHT B, 7AFTA VALY VICH
T RENRBETEMNEN L FBHEERY RTF NiE, SBEFEHICESF
NZ2E—DRYRTFREEEZDORYRTF REIZTOFTA VALY UAD
BEADPEL>TWVWBIERFFELL., fIZEF. F—DORURTFREEL
TTATA VALY VICRETZ2RIRTF REERWEIHE. EZORYR
TFREELTREB-DORIYRTF REHICLES, T7OTFA VALY VICHELRE
BTN BLLFHEELAWRYRTIF REEBWS I ENHES, 20D
EORE—DRYRTF R#EE LTIEIg6R, 1962 ILIgG4DCHIE TR Y R
TFREEAVWDLIENTE, BZORYRTF NEHE LTIIgEDCHIE S
CRYRTF REEBAVWDZENTED, OB Ig61, 162, IgG3K U964
IRABTEHE L, FRAOEMNEZENRTESHETEELZSATVWTD L
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[0036]

W, Fa. ZOLIAE—DRYRTF REE LTZEUF /N > F43B00 A
His (H) THE2R)RTFREEZAVWDIENTE, BEZORYRTF RE
ELTIREUF VN v 74356 h%Arg (R) THBRYRTF REERWE &
NTES, T, TOEIBRE—DORIYRTF REE LTIFEUF /N v T4
35AIHHIs (H) | 436MIATyr(Y) THBRYRTF REEZRWD I &N TE,
EZORYRTF REE L TIREUF /8 o 743561 H%Arg (R) . 436f1HPhe
F)THBIRY)RTF REEBWDIENTES, M. EUF /N1 > 74350
XIFABALUANDRY S 3 VIFRABIGGER L TH>TH L. FLRAEI
gGE I ER>TWTH LU,

AERICBITZ2—DOEEMEIZ. UTOIREEL. 7O0F14 VALY Y
EAVWTFBBERRYRTF RERET D HETHD ¢

(a) LI UANDRBENDPEWICELRSFBHDE—DRYRTF NHE
BZORYRTFREEEZARTZIRE;

(b) 7OFA VAL LAY NI ST 4 —IlHIFD. I8 (a) DFcHEE
SEEARIRTFROTOTA VAL S VICH T 2HMEERES,. 7OF(1 v
ALSL7OXNTZ74—IlBF5. ZLIYVADHEENNEENICALT
HDBD2RADRYRTF REESO FeBESARYRTFROTO74 VAL
VUVICRT SENEERE LR Y 5 THE,

(c) FCREIBDBE—DRYRTF FHEEFT 2R Y RTF KB L UFcHils
DEZDOR)RTFREEEETI2RIRTFREEUCERNEEZL D VICE
I EZIRE; AL

(d) EZLIVICEE L. FClEIBOE—DR)RTFREEEEFET SR
RTFRBLVFHEBOE_DORYRTF REESET BRI RTF ROA
FOGFESET AFCBESERYRTF RELOIRT 5T,

FERTRE (a) IE. BIEEFCBEIOE—DR) RTF R#EE LTRIEEL Y VI
BETEI2HE—DR)RTFNHEEZARL. RIKFCREBOEZDRYRTF R
HELTRIEEL D VICHBELARWHE LG RIRE—DORY RTF REHIC
EERFIEEL YV vAD) BEDPBVWE_ORIVRTF REZBHEITIIRETH
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2TEW, FLLETRE (a) BBHNRTHHAIEFCREZBARYRTFR
DFcElg %, BEFCEIBOE—DRY RTFF NERRIEL Y VICHET 2N
RFCIBIBDEZDR Y RTF REIFRIRL YV IHE LRLWHELIE (Fl
BRE—DORYRTF REICLERFIEEL Y oA®D) HEEDTEL, Feriigie s
OBWETIIRTH>TELN, HFAE, LEOLDIBFHEFTSF
CHRIEZ B2 ODRETHNITFICREI NV, AIZIE. F—DRYR
7TF REMIgGT. Ig62XIXIgGADCH3Z LR RTF FEICAZ LD ICT S
WE, BLV. EZORYRTF REHMNIG3DOCHIZ ST R RTF REHICAR
DEDICTHUENRBITFOND, TOLIRHEE L TE, HIAIEE. EF—D
R RTF REDEUF /8 v F4A3BAIAHIs (H) THY., DDOEZDORYR
TF REDEUF /N v T4 NArg (R) THB LI ICT HHELEF SN
%, Flo. BIOBEE LT, B—ORYRTF REOEUS /N1 > F43560H
His (H) . 436fIHTyr(Y) THY., N DOE-DR)RTF REEDEUF VN v
74351 H'Arg (R) . 436fLHPhe(F) TH B LD ICTIHRENEBF LN D, H
« EUF 2N > JABM XUSAIGLLAA DR S 3 VIERABIGGER U TH >
TH L., FARABIGERZER > TWTH LWL,

AIEETRE (b) ILBWVWT. 2KRDRYRTF FEIZEL P ADREENHE
BMICA UL THNIEWHREZRYRTF RETELL, 2RKORYRTSF KR
HETOERMYORERSS THERSTE LWL, FIZE BV I UADIEE
ADNEEMICA L TH D 2AK8DR) RTF REEZSCFCBEEARY RTF
Nl R 2ARDRIBE—DORYRTF REAZSE FEIBEARYRTF R, X
BZADORIEEZDORYRTF REASE FCBRIBERERIRTFRTH S,
Tl TATA VAL UADREEADNEWICEENICA L THZ 24K0DKRY
RTFREEIF. B, 2KORYRTF REISVT N EHIg6T, 962X 3T
gGADCHIDWEFNOEZTRY RTF R, 2ROR)RTF REHFVTH
HIGEIDCHIZ B LR Y RTF RH, 2KRKORYRTF FEHOEUF Y v T
B AVNTNEHIs H) THD. FhEVWThBArg (R) THERYRTF

FH., 2KDRYRTF REOWTNEEUF /N1 > J43Ba A His (H) | 43
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[0037]

BRI Tyr(Y) THZRYRTF RH, 2KORI)RTF FEOWTIhEEIF >
INY) 2 A3 AArg (R) . 436(IAPhe(F) TH B R RTF REAEZEIFE T
ENTED,

EEMICE U] &, AFEBAOBENEZERT 28EERNTHNIE. BT L
YL A—THIVEIERL, FL TAL] BEEEVCETH D,

AEBO—DOEREEEICEWNT, FIEEIRE (b) IZBVWT TR S &
. TAFAVAAZ LAY NS T4 —ICHIT B, T2 (a) DOFcEEE
BRYVRTFROTOTA VAL D VICHT 2EMBEEREN. 7071 VA
AZLIOXKTS T4 =BT, ZLIUVADRBENNERENICALT
HEZADRYRTF REESO FeBESAERYRTFROTO74 VAL
VIR T AENEERELYE BV EEHRT 2] ITRTH->THE
W,

M., BNESRESLBNIEHERT 52T MARERICSOT1 VAL
VVUASLICRMT B ENTEIRAMAEEMSZ ZENTE, BTN
MAEELENAEEE 12 B,

RIEC L2 (c) ICERHEDERIE. RIECFCBEOE—DRY RTF REESE
T5R)RTF NOHES L VRIGEFCHEIBDE_DR ) RTF REHEEET S
RYRTF ROHEOEAICHEERESARBIHBOLER)RTF REEZA
THEWL, ZDODERBLEHRIRTFREEZEATE L,

AREBO—DDERBFEBICS W T, FIGFCBEIBEARY RTF REBET
DHEICBEWT, FeBREERYARTF NIZRAEATHY., FLHNO—DDE
RIS WTFHBEEAR YR TF NG ZEREMNATH D,

W, IR LR (@) ~ (d) BT LECDIEBETHZ 2 NEITAL, FLE
TREIMEHEEEFEFNTVTE KL,

AFEBEO—DDEEFREIZ. FIEE () ~ (d) OIRESTL., 7O74 VA
LIV EAWTFCBERERARY RTF RERBET IHETH S,

AEAMEICEWTHARMICSIBIN22TORTS L TSEXMOREI
L2TABMZBICSRE LTRYAZN S,
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[0038]

UTF., EeflzBWTAFEBEZILICEFNICERPT %, L. XA
ORI I S DEBLICERE I NS E D TIEAW,
=y
R EEGETFRIENI Y —OER & BSTEDHKER

ARERERTIE. W02012/0671761CF8H S N/AFVIIIMEER B EME A BT 2 F
IXa/FXZEREMMAE (HIE/H28H/ 88 - BHES1/2/3) #RWVWEUUAT

[BiAbl &L, WHWBATORKTH D), Ad. HEBiAbZ 3ERD4
AOEMN LY, ZBEOHIHERTH2EEZ EFhETh—A, —E@ROHBLET
ANSRD, HEHAEIIN02012/067176ICEEH I N2 ETEE L, k&
LF%. BMMRBRERENY S —ICHAAR. ENZCHOMREAN NS 2T 29
>avTRlEeT, ZEREMNGEREIE L, £, AIRLETAREHIHE
ZAMS230 homo, RIFELEHZAREHAMEZAMNS4DJ homo% LEBDHET
S L7,

ATARIZIGGAEITH Y . HISHOFCRIZIC ST BEUF /3 1) » J435F B (DH
SIFArgICE#IN T WS, H. COBMIFREZBOTOTM4 VAL I UADfE
ABNERBELLIFEDE S,

[0039] =2 EEIEEEE (DBC) DFfiAE

—f%ICDBCOMREEICIF. UWARHI SR 2 & L B REEZRAWEWE=S )~
TJICLY, mBEINEI VR IEN AT LOLRET 2%RTFETL—7
ZI—AhA—7 (LUFBTC) & LT/AX KM LICHCZ&EICLYIThNh D,
—fl& LT ICBiIAbEBWEEEDBTC/ O M S L%ER LT,

S, ENETNRORGELIFREEDRERICHE LT, 5T L—U ZIL—
RA > b (BT point) DAREELLET S5 2 & TIBCZEHE L 7.

DBCOEEICIFLLTOREEEZF R,

- LCKE ; GEANJL R 77+ 84AKTA AVANT25

Y7 M7 GENJL R 7#tEUnicorn versiond. 1

- Protein ARSRE ; GEANJL R4 74t EMab Select SuRe (Cat No. 17-5438-05

)E /=IZHitrap Mab Select SuRe (Cat No.11-0034-93)
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- EREER ;

ST /A%, .. 20 mmol/L Na-phosphate, pH 7.5
B, .. 50 mmol/L Acetic acid
B4...0.1 mol/L NaOH

DBCOETEIAIGIATDRY IC1T o 7,

FERERKSE. VI hU 7. RUBEZRAWVWT UTOFIET/OY
T574—BFEICEYDBCEEH L,

(1) &mES (I9GREP 9/LET2) ZWokANSLZRBI TICLIEE
I L. 100%5RHE (=100%BT) BFDODy,  DIEAMEE L, CDIEZa& L
fes

(2) all0.05% T 7<E%. SWBTEEDOD,y wEE Lo T DIEZEbyE LTz,

(3) BFESEFEEIN—EEORBAE(r LET TR UKIT. 0Dy o
DIED by & B> RO BRESOEEZ /O NS LD LHmA AN, &
DiE%csy LE LT,

(4) 18N (P x cy)/rTREOLNBIEZE. SIBTRIFOEIMNBEEE. DBCyx& L
TEH L,

DBCsy = (P x cs)/r (B4I; g/L resin)
DBCi & KD ZRIE. B UEME Tz kD, BEH L,
[0040] ZEfEfI3 R fitksrF EIHDDBC
Q homo, J homoX UBiAbZENEFNEIRDDBCAE LA DEMH THREEL 7=,
- Column : Hitrap MabSelect Sure (AR, MSS&WD) (GEANILA T T7),
0.7 x 2.5 cm
- Load material : EMMAIBRELERZAVWT, EEOERFECMDIIGRE.
pH, EEXRZE LB D,
I9GEBE#2 g/L, pH7.5. Conductivity 1.2 S/m
J homo #980%. O homo#]85%. BiAb#95%HE D+ D
=fEH
- Contact time : 3.4min(43.75 cm/h)
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ZTOWRERTICR LK,
[0041] [&1]

Z DFEERILX. BiAbMDDBCAHY, Mhomoilxt L THEBICEWI EATRTEDTH

> 7,
[0042] =fEf5|4 (BiAbDDBCIC XS % pH, HefiliBsE) DIREF)

RIC. BIADEEIRT, REFBROpH. RUOBEEICH T 2EMIBE 2Lt
7-BFDDBCEMEER L. MED/NNSA—Y DREERIEL =,
FHEELUTICTRLE,

- Column : MabSelect Sure (GEAJLRA77) . 1.0 x 20 cm

- Load material : BIAAERUEM &= FIEAR LCMER L D (BiAb 95%)

2g/L. pH6.5-8.0 (#&

- Contact time : 3-8 min (¥REE)

ZORRER2AUIR L,

[0043] [zk2]

ZF) . Conductivity 1.2 S/m

[0044] =515 (BiAb& Homo}EEMEIC 51T HDBC
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REOTOT M VASESICEHE T 58E E5F (LUFHCCF) (&, BiAb& fhomo
MRELTWS, BI5. BEMMETHBBiIADZEINT S WO RITIE, Mh
omolIBiAbDHEEME R A BbND, LA >T. REEEZREALESZS. @
homoAMHCCFHRICH 2 IREFEY IR TDBIADDDIBCZIREE Y 2 Z & IFERE
Thd, COIEERIIT D70, UTORGETHRBREIT >,
- Column : Hitrap MabSelect Sure (MSS) (GEAJLZA 7)) . 0.7 x 2.5cm
- Load Material : BiAb/HomofEEIEMmARE L. CMEELAZH D
2 g/L. pH 7.5, Cond 1.2 S/m
Control BiAb(95%) J homo : BiAb : Q homo= 5:95: 0
Mimic A J homo : BiAb : Q homo= 10 : 83 : 7
Mimic B J homo : BiAb : Q homo= 10 : 68 : 22
- Contact time : 3.4 min(43.75 cm/h)
- BTCOLoad % 43i&E L. Analytical CIECT&BT Points®BiAb/Homokt & Bk

=3
(ST

Analytical CIECOSRMIZLLTDIBY IC1T > fe,
- HPLCZLE ; Waterstt&lAlliance 2695/2487
- Y7 b9 T ; WatersttEEmpower3
- CIECH S 4 ; Thermo scientifictt®ProPac WCX-10, Product No. 054993
+ A5 LIRE ; 30 degC
- ¥ AE ; 30 wg/shot
- ERRER ;
#%Eh4EA...9.6 mmol/L Tris, 6.0 mmol/L piperazine, 11.0 mmol/L
imidazole, pH 6.0
#%Eh4EB... 9.6 mmol/L Tris, 6.0 mmol/L piperazine, 11.0 mmol/L
imidazole, 150 mmol/L NaCl, pH 10.1
- JSTUITY MNEE
BfE (min) i (mk/min) %A %8B
0.0 1.0 100 0
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[0045]

[0046]

1.0 1.0 100 0

20.0 1.0 0 100

35.0 1.0 0 100
ZORRERIICK LT,

[£R3]

UEDERHIS, UTFOZ ENgh o7,
- DBC ; J homo = Q homo < BiAb
- MSSADIRFNIA ; Q homo < BiAb < J homo
- BiAb DBCIC&H T B/N5 X — 45 DFE ;

pH...6.5-8. 0DEREICH W T, BWEEDBCRBWMERAAHZEDD, 1~
AS72 N > 91\ S g A

RS . 3-8 DEEICE W T, RWIEEDBCIFE A2 EANH B D
D. 39 TF 50 homoK TS homoMDBC%E R[E% Z &AW,

MSSAMIBAMAICE L TE, ARADOEHZRRLALBERTHY., DI &
WEEBBISICEITE ) —JDIEFICERNTWS,

—7. DBCICDWTIE. MSSEHEE~DIRFAODEWNE Y HY ROBENF AN
NEIWT, COLIBRBRICA>LEHERLTWS, BI5. J homoldMSS!) A
Y RIS HEE T 2EI 2D R > TWS s, 2HRTTMSSEREICIES L T
W3, DFY. J homo AN ZEEMIC 5 HEERICFET HMSSY A2 Rk, #
ATERLAR%, —7F. BiAbIIMSSICEE < faB ¢ D ESIZ —H A L MR
=8, EENLEBBEEN homodk UFE<, FYSHSOMSSY HY REBER
LT, ®WDBCEZRIRTELEEZA BN D, 0 homoDDBCAMEWDIE. BEIZH
FEAEELTOBEANMMBWEHEEZOND, £/, Q homoKTJ homoidB
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iAbDMSSADIEEEFEEEEL TWD EE L 5N D,
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[55KIA1]

[553K1R2]

[553KIR3]

55 KIR4]

[E53KIR5]

[E53KIR6]

55 RIAT]

[53K1R8]

[553KIR9]

fa R D&

TOFAVAAS LAY NI ST 4 —ICHT 5. FEHEERY
RTFROTOTA VAL I VICH T EMNEETEXBMIE LA
o

AIECFCRBIDE— DR YR TF RERTEZDORY)RTFRELT
AIREL P UANDRENDEWCERSZE—DORYRTF NERUTET
DRYRTF NEEART 2IREET. BFRE1ICRBROFE,

BIECFCTBIBDE— DR Y RTF REE LCRIBL Y VICHET D H
—DRYRTF REEAR L. AIGFREBOE_ORY RTF REE
LTRIL I VICRE LBWHE L CIFRIEE—DR ) RTF RHIC
EERFIEBL Y vADHEEFBVWE_DORYRTF REZBET I ITE
HEO. BKE FLIEF2ICEEDEE,

BIECFCtBIES AR RTF ROFciElE %, SFciEEBDE—DRY R
TF RBEITRIRL VIR T 50, HFBEBOEZDRYRTFR
SHIFRIER L YV ICHEE LARWHE L IFRIERE—DOR Y RTF REIC
FLERAIERL Vv ADEED B, FefElBie 2L HOWUETZIREES
. BRE1~30WVWTFIAICEEDHZE.

BIECFCTBID E— DR Y RFF REHIZIg61, Ig62X (% IgG4DCH3%
Ed. AIECFCBIEOEZDORY RTF REIFI3DCHIZET. FR
H1~4D0WTFNMCEREDEE,

AIECFCRBIE D E— DR Y R TFF REDEVF /N V F4BEBD T
T /BIFHIsTHY., BZORY RTF REOEVF v /N ¥ J435%H
73 /BBIZArgTH D, BKRE1~50VWTIANICEEDAE,

RIS BREBOENAS o/LLY VU ETHS, BFREI1~60DW
TNAICERED T E,

RIERIEINE DEMNRSBEN 4 5 g/LLY VLU ETH S, FKIE 1
~T7 DWTNMIEBEDAE,

RIECFCBIEEAR Y RTF RAMGKTH S, BFRE1~8DWTh



WO 2017/115773 26 PCT/JP2016/088820

[55K1R10]
[55KIR11]

[55K1R12]
[55K1R13]

[55K1R14]

[553KIR15]

MMTECED STi%,

BIEMALN —EREMERFETH S, BFREIICEROAE,
ERIET1~10ICRBBOAEERAWELFCEBEEER) RTF RO
&%

FERIE 1 ICERBOAETREINAFEEEARYRTF K,
TOFAVAAS LA NI ST 4 —ICBITBFCHEHEERRY R
TFROTOTA VALY VICH T BB ETEN 45 g/LLT Y
UETHB, FelRIBEEAR)RTFIBBEELETOTA VALY Y
TATAVAASLIOARMNIZ274—IXBF3. 7ATFA VALY Y
LT 2EIMBE AT EMEN L AFBBERR Y RTF R,
UFOIRESE., OF4A VALY Y ERWTFBESAERY R
TFRERETBHE

(a) ZHLIUADEESANEWVICELBFEBEOE—DR) RS
FREEEZORYRTFNEEEBAET TR

(b) 7OFAVAAS LAY NI S 74 —IIBITS. I (a)
DFFEBEERIRTFROTOFTA VAL D VICH T 2EIMES
BE%R., TOFAVAASLIOAR KNI S 714 —IIBIFB, &ZLIYY
ADFEANPEEMICA L THZ2KDRYRTF REE ST FciE
BEER)RTFROTOFTA VAL I VICR T 2HMEERTE S
89 5T,

(c) FCRBIEDE—DRYRTF REHESHEITLZRIRTFREL
VFBIEDEZDORYRTF NEEEBET 2RYRTF RE2SUHERB
HELIUVICERBIESZTR; AU

(d) LY VICREE LK, FelREDE—DOR)RTF REEEE
TERYURTF RELUFAEBODEZDRY RTF REEEET 2K
JRTF ROATOREERT SFCEEBERERYRTF RELONT S
T#z.
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[55KIR16]

[E5KIR17]

AIECLHE (a) Y. RUECFCREIDE—DR) RTF NEE L THIER
LY VILRETHE—DRIRTF REEZBRE L. AIEEFcRIEOET
DRYRTF REE LTRIEEL YV VICHEE LRWHAE L K IFRIERRE—
DR RTF REICLERFIEEL Y UADREENBVWEZDORY) RTF
NEZRART2IETHD. FKIE1 S ILEBEBOHE

RIS TR (a) B, BENRTHSFIELFCRAZAER) XTF FOF
cPEIg A, BFCHBIBDE—DRY RTF RERFIREL Y VICEET S
B, BEFCBEEDEZDRYRTF FEIZFIRL P VICEE LAVWSE
L<IZRIEEE— DR Y RTF REICLERFIEEL ¥ U ADFEE AT,
FCrBI & MD L DBRETHIRETHS, AKIE15F/LIE 1 6ICKEH
DHE,
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