wo 2020/022363 A1 |00 TR0 A RO

) FEFBAFWICE DV T LRI -EREERE

10) B HES
WO 2020/022363 A1l

(72) B3 : L O ¥ th (YAMAGUCHI Tatsuya);
T1038426 REHARXHAF A =TB
5%185 E—=HHKAKX# A Tokyo (JP).
B4 E T (SAKURATANI Kenji); T1038426
RMPRXEHABAT=TEHLSH15 &
— =X & A Tokyo (JP).

749 RIEBA:AE A, S JASHIBASHI Koki ct al.);
T 1400005 RR#ANIXEET—TH2%5 8
5 B —=HHXE4HN Tokyo (JP).

(19) R AR EERLED <
EREER =
(43) EEA R 52
202041 B30H(30.01.2020) WIPO | PCT
(51) ERRRFEr 41
CO7K 16/32 (2006.01)  AG6IK 47/68 (2017.01)
AGIK 9/08 (2006.01) AG1P 35/00 (2006.01)
AGIK 47/18 (2017.01)  A61K 31/4745 (2006.01)
AGIK 47/22 (2006.01)  A61K 39/395 (2006.01)
AG1K 47/26 (2006.01)
(1) ERHEES : PCT/JP2019/028949
(22) ERRHEER : 20195F7H24H(24.07.2019)
(25) BB ERE - BHAGE
(26) ERABRDEEE : BHAGE

(30) BEtET—4 -
%5FE 2018-139633  20185F7H25H(25.07.2018) JP

(71) HEAA : 8 — = H#% X = L (DAIICHI SANKYO
COMPANY, LIMITED) [JP/JP]; T1038426 IR
RAPRXBEBAEAEHE=ZTHS &
1 5 Tokyo (JP).

B FEE(RTODARWERY ., 2TORHFADOEAR
ENTEE): AE, AG, AL, AM, AO, AT, AU, AZ,
BA, BB, BG, BH, BN, BR, BW, BY, BZ, CA, CH,
CL, CN, CO, CR, CU, CZ, DE, DJ, DK, DM, DO,
DZ.EC. EE. EG, ES, FI, GB, GD, GE, GH, GM, GT,
HN, HR, HU, ID, IL, IN, IR, IS, JO, JP, KE, KG, KH,
KN, KP, KR, KW,KZ, LA, LC,LK, LR, LS, LU, LY,
MA, MD, ME, MG, MK, MN, MW, MX, MY, MZ,
NA, NG, NI, NO, NZ, OM, PA, PE, PG, PH, PL, PT,

(54) Title: EFFECTIVE METHOD FOR MANUFACTURING ANTIBODY-DRUG CONJUGATE
(54) READORM 1 HA-—RYI >V T2 57— b OMRNLBEESE

(57) Abstract: The present invention is: a method for manufacturing an antibody-drug conjugate in which a drug linker
represented by formula (1) (A in the formula representing an antibody binding site) and an antibody are bonded by a
thioether bond, the manufacturing method characterized by including (i) a step for reducing an antibody with a reducing
agent, (ii) a step for reacting a drug linker intermediate with the antibody reduced in step (i), (iii) a step for adding a
reagent having a thiol group and reacting with the drug linker intermediate remaining from step (ii), and (iv) a step for
then removing a byproduct derived from the drug linker intermediate by ultrafiltration using a buffer solution containing a
salt comprising a strong acid and a strong base; and a method for manufacturing a pharmaceutical composition including

the aforementioned antibody-drug conjugate.
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