wo 2021/132166 A1 | ALK N0 0 TR0 OO

) FEFBAFWICE DV T LRI -EREERE

(19) HR NPT EHEMED =
D -;5
43) EfARA 55

=

20215F7H1H(01.07.2021)

10) B HES
WO 2021/132166 A1l

WIPOIPCT

1) EFRRRFOER:

MANAGEMENT CO.,LTD.) [JP/JP]; T 1128088

AG1K 39/395 (2006.01)  AG6IK 47/68 (2017.01) EEN YR AG)NMTE 6 & 1
AG1P 35/00 2006.01)  CI2N 15/13 (2006.01) 0 £ Tokyo (JP).
CO7K 5/062 (2006.01)  AGIK 31/357 (2006.01)
CO7K 16/28 (2006.01) (72) %BA%&: % B A {# (MATSUO Kimihiro);
- T3140255 IR MMETHPIL 2 2 Bt T—H 4
Q1) ERRHERES - PCT/IP2020/047706 KAt BEEZERWN baraki (JP). R K&
(22) ERSHEER - 2020412 A21H(21.12.2020) (TIIJ&JKAM%IE Taiju); 'I;SEOAZE Egig*ﬁz
= I = ﬁl) 22 —T—_-'j"f I‘K Eb F
(25) EFRHBADSES : A5 Tbaraki (JP). %= F ##(MIYASHITA Yusuke);
(26) EEABHDESS - HAGE T3140255 RIPIBMEMHRIL2 2 Bith =T—H

A A=t BESEEMA Ibaraki (JP).

) REAN: KRB HHt, S HASEGAWA Yoshiki
etal); T1000005 REMTFTRABEARXADOAZ
TEH1&H1E5/10OKW MY PLAZA

(30) BHAET—4 :
¥5RE 2019231938 201912823 H(23.12.2019) JP
D HBEA:Z—YA - 77— - TR - F
14— - X RI AV MR R (BISAI R&D

(54) Title: METHOD FOR PRODUCING ERIBULIN-BASED ANTIBODY-DRUG CONJUGATE
GH RBADER : TVT)VAER—RETHIRE—FYI V25— bOEERE

(57) Abstract: The present invention provides a method for producing an antibody-drug conjugate represented by formula
(D) [wherein: Ab represents an antibody or an antigen-binding fragment thereof; D represents eribulin; m is an integer of
1-10; and p is an integer of 1-8], said method comprising step 1 for reacting eribulin or a salt thereof with a compound
represented by formula (A) [wherein: m is an integer of 1-10; and X represents a phenoxy group or a nitrophenoxy group]|
to give a compound represented by formula (B) [wherein m is an integer of 1-10], and step 2 for reacting the compound
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represented by formula (B) with the Ab to give the antibody-drug conjugate represented by formula (I).
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