(A4 )

I EAER
E

WFFERAJE RS

WFFERASEH 4 &
P Bl K4

S TR N i
Sy HEASE

B RS RREA, -
WFERRFE Sy s

ATl ek K4

[16im0210608h0001]
Rk 294 5 H 12 H

Rk 28 A E 0 & OGEMF 2R BH O3 Rk R oW 5 E

(HAER) [ 95 5y B 0T 58 h 2R B BA 45 26
PESFHEE IR A ) ~N— 3 VAT a7 5 4 (ACT-MS)

¥ 7E) Medical Research and Development Programs Focused on Technology
Transfer

ACceleration Transformative research for Medical innovation (ACT-MS)

(AAGE) b MNBNMEELEDOTZD O Mt IgA PUREEKOBF
(3 #B) Development of oral humanized IgA antibody drug for the treatment

of gut dysbiosis

(AARGE) REBAEMBFHINKFRER T AL AV A = A958R B B L+
(# &) Nara Institute of Science and Technology,
Graduate School of Biological Sciences,

Professor, Reiko Shinkura

¥Rk 284 10 25 H ~ SFpk 294 34 31 A

(BAFE) b MBNMEEREOTHOE Mb IeA FUAEREDOBRF
(3 FB) Development of oral humanized IgA antibody drug for the treatment

of gut dysbiosis

(BAGHE) W ZHHAR T4 7 BT TR i B
(€ F&) Daiichi Sankyo Co. LTD.,
Modality Research Laboratories,

Vice President, Tohru Takahashi



II. RROBIE (RIEEFTE®RE)

B BEF—LU—F— (FE-=HHAst) s —FL L hic, b MNENMEERED DD
ot MeIgA PURDBRR Z1T> TV D, S4EEIIUT D4 5D~ A LA F—ANZOWTRIEERT S
DI AD % S Y

1. BABTREHURDOAITL 166 TIE7e< Igh ZEETH D, RGE~DOKEE 71 & HEIEIHIZIRIL TeA
LR 16 L VR TV,

2. WU AWT IgA PRIt FOBNMEICHEAT 28I HH, 7u—H A AR —IZXD W27 T
A2 e MEFOIBNMEICRKEGT D2 L 2R LT,

3. & MEW2T IgA HUAD in vivo W KA MRT 5~ U A dysbiosis ET VZMEE LTz, W27 HUKDIER
D EEEORGE 2 & TefERE (Enterobacteriaceae) NMEFR THEIZHEEMT HET L~ AD%
b BT,

4. b MEW2T IgA HUROEMiZ2157-, In silico TORE &, FURSFITHT 5 affinity (L DA~
J—==76, B FFAT Ig6 HUR L RIFEOHFMAREZ AT 5 b M W27 Hiiko w257 <
J BBEEH & 45T,

JEIL
In collaboration with Daiichi Sankyo (A research group of Dr. Toru Takahashi), we have achieved our
objectives for a project ‘Development of oral humanized IgA antibody drug for the treatment

of gut dysbiosis’.

1. We showed that W27 IgA polymer, but not W27 chimeric IgG, was suitable for oral antibody
drug, because IgA polymer had stronger activities both in binding and growth inhibition
against E. coli.

2. We confirmed that W27 mouse IgA could bind to human gut microbiota.

3. We have set up a mouse ‘dysbiosis’ model in which Enterobacteriaceae (including E. col)
increases in their feces.

4. We have designed and manufactured the humanized W27 antibody that shows the
comparable affinity to chimeric W27 IgG antibody against W27-epitope peptide.
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