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TNIK inhibition abrogates colorectal cancer
stemness

Mari Masieda, Yiko Uno?, Naomi Ohbayash®®, Hirskazu Ohata®, Ayako Mimata"*, Mutsuko Kukimoto-Miing?,
Hideki Mariyama®, Shigeki Kashimata®, Tomaka Inoue?, Maoka Goto', Koji Okamoto?, Mikako Shirouzu®,
Masazki Sawa®* & Tesshi Yamada'®

Review

EXPE| Targeting the Wnt signaling
OPINION pathway in colorectal cancer

Masaaki Sawa, Mari Masuda & Tesshi Yamada'

SCIENTIFIC REPg}RTS

oEN: Development of Highly Sensitive
Biosensors of RAF Dimerization in
Cells

| Kyaka Miyamase oL B Masani Sawadn il

Journal of
Medicinal S —
Chemlstry 5 Clbe This: & e, Chovn, 2008, 61, 5917-8533 PRSI

Design and Synthesis of Novel Amino-triazine Analogues as
Selective Bruton's Tyrosine Kinase Inhibitors for Treatment of
Rheumatoid Arthritis

Wataru Kawahata, ™" Tokike Asami, Takao Kiyoi, Takayuki lrie, Haruka Taniguchi, Yuko Asamitsu,
Tomoke Inoue, Takahiro Mivake, and Masaaki Sawa

Journal of

Medicinal
Chemistry

Discovery of AS-1763: A Potent, Selective, Noncovalent, and Orally
Available Inhibitor of Bruton’s Tyrosine Kinase

Wataru Kawahata,* Tokiko Asami, Takao Kiyoi, Takayuki Irie, Shigeki Kashimoto, Hatsuo Furuichi,
and Masaaki Sawa

scientific reports

OFEN - A cell-free assay implicates a role
of sphingomyelin and cholesterol
in STING phosphorylation

Kanalo Takahashi', Takahira Miki*, Emari Gigawa’, Kiku Famika®, Yu Nishiaka,
Masaaki Sawa’, Hiroyuli Arai®, Kojira Mukai" ' & Tamohika Taguchi'®

Journal of
Medicinal
Chemistry
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Dirug Annotation

Discovery of AS-0141, a Potent and Selective Inhibitor of CDC7
Kinase for the Treatment of Solid Cancers

Takayuki Irie,* Tokiko Asami, Avako Sawa, Yuke Uno, Chika Taniyama, Yoko Funakoshi, Hisao Masai,
and Masaaki Sawa

EXPER

lIIIIJII Expert Opinion on Therapeutic Patents

CDC7 kinase inhibitors: a survey of recent patent
- literature (2017-2022)

Takayuki Irie & Masaaki Sawa

nature communications

Single-molecule localization microscopy
reveals STING clustering at the trans-Golgi
network through palmitoylation-dependent
accumulation of cholesterol
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HEFSBIBTKIEZEH ibrutinib, acalabrutinib, zanubrutinibhMEEESNTL\D

(HBEFESEIBTKPAZEH ibrutinib, acalabrutinib, zanubrutinib)

QO2TEEMETEFE L %99 billion KL (891J82000/EH)
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* https://www.databridgemarketresearch.com/reports/global-bruton-tyrosine-kinase-btk-inhibitors-market
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pirtobrutinib (LOX0O-305) Lilly (Loxo) HEE/P3

nemtabrutinib (ARQ 531) Merck (ArQule) P3
TT-01488 TransThera P1
HMPL-760 HutchMed P1
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*N. Engl. J. Med. 2022;386(8):735-743. 1 9
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SADEHERD BB

2R A [CsofnobrutinibZBEZEOKS UT. U TDIERZRAE
® [M®PdDsofnobrutinibDiEE

o M (MiEiRE. LEX. /\A45)L51>5%)

e Biflfg. FHEEIKDFMH bz EDIZELNFHIT B H

5mg, 25mg, 100mg, 300mg, 600mg, 900mg#%
JKESUERR, UTDC &ZiER

o MR dDsofnobrutinib@EEFESE(CRUTTHRICERUE
0 INTOLZENIMERICHBWNT. EENICEKROL DU . B2 HEERSNE

® 100mgll t#%59 3 L. I5=(C/IH0 CBHlllad LUFIESEBERDE M ED 5 < FHHai (CHB = hie
MAD:HE&R BA/\— FDOANAE - f&R

iz (CBAFE S NI=sofnobrutinibZ50mgE8 9 dhTILRAF =X

AT Lw NEAE (88F) ZRERAICES LT, mMiERdDsofnobrutinib®iEE & BIE

e ZTOFER., 7L v hEFIEIRE I B E FEERERICAVWEEZRS & (FEFEREFOMPEENES
nrecEMs, 7Ly bEEIZROMADI\— MMRERICAWTCEERWC EHERSNE
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B EFIP64

MADEERMAD/\— FDODAAE

® BERMABLZMREULCZESR. TSWRMER, BEACKREIRSHAEHIEMR
® sofnobrutinib  50. 150. 300 mgD3fAE%1H20O. 14HREIRERS
o T, BB, MAFEMEED LUENFN/ERZ M

MADRERMAD/ \— ~DFEER

e EEFERDIELALFEE

® SEFEROIBERUEME(CDVWT., AEMRKFHNI(CIEINT DiEm (SR =T

o IRSH=(CMF LU CIPFEEENEN. RIFEFEMBIRET D 7 1)L =R

® sofnobrutinib 150 mg BID& U300 mg BIDIRSEECHVLT. EHENERDIBETHD
DIFIREIEME LB (CHEE (90%U L)

MADRERICHWNT, Z21t, BFERVRIFRFVERERD OJ 7 1L ERNDFNIFAZHSR
CNFTEBLUEE I T —X1HBOBRMNS T T —X 25BRICBITI DI LN
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(B — K : AS-0871)
JRERIDARBAT,. 1 AU LEGITIEME (BEZM4 D E—BMOM ERZENE R ZEREDIRT K Ex

R) ZIEHEEFRESIHEZ SIS, IEADRENMANSHER . BEDQOLZAE IERD,
IS FREE S HIZ DRE

o HIFMGEFETI> bO—ILTERVNEEND

o EEFFRIBRNAETV, FITERZREHEOEWVNEESTA BARBBRDOT OAY fZ—H
([CHWNT. =W - FEBFNICKRSTREIB LD TS SLASIBEFRIENEETS

o EEHNELL\. AOD1%MNEEZEL TLI\D*

* BrJ Dermatol 2021;184:226-36.
Teeyy) BRStt BATEEL RS
remibrutinib (LOU064) \ Novartis \ P3

> FO—J)LHAAR D REBHEEREEMZDEE IR E USLEIIMERERICHNT., TS5SAYU—T> RR1> MiERR L. 2024
F(CHAGRERBNFESNTCLD®

ESXAFv >R

« Novartis(d, IRTTEHSGFEESMHEZOBEOSZIBEIL IR EHNTRDHEA TS,
o remibrutinib(EZHEBEEEEBTKIEZESRI. sofnobrutinib(FIEEERESEBTKEAEFITHD. CDEWVH
TEMEBNEICEDIDIRFEXZNFIMNZHESNCITDZ ENEREDNRA > N, 25

*https://www.novartis.com/news
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® {K5FCDC7FHEA! ® R IINAIEDN AFREDIR)EZE < BHE
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® J7—ANUSRDA]EEME o HATEMHAZBEZWREUZT T —X 1 Rz
o X% 5nlHE o MABENAFBEBEWNRETDIFE

20214 20224 20234 20264

J1—X2

HVAL » IR HS
J——" BfzH A - MEA A

i s
- RS C— (#fE) ; i HE| / HH

- B

- ZiEx
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=Pz HDAEREEZNRE U T —X1EEBEHASE/\— b EjE
As=#ng/\— bOBENIE. 224, BB HOHERE. R AMBEZEMTD)D

SIUBRODE B9 RE. EYIEIRE (monzosertibMIMRFIEE. F5csR) OHIE. 3R
RSN R DOMERE
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PyvIUlz&ECA, 300mg CHREFHIBEEMNRIZLULIES. IRSRAEZ T I CEatZ
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ANMEIDesH. KREDRWEBIRSTOREME/\— s Uic. £e. MENAE
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o Jr—X1HERE. RSB/ (— bBSIILK/— hD2ERBE

o L& BB RAMAZE (MTD) . ZEXRIFIBEMR. EWMERE/FEHZF (PK/PD) FeiffiisdLLBIC. JT—X2
SBRDMERASEZRET D ENTEEER
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Discovery of AS-1763: A Potent, Selective, Noncovalent, and Orally
Available Inhibitor of Bruton’s Tyrosine Kinase

Wataru Kawahata,* Tokiko Asami, Takao Kiyoi, Takayuki Irie, Shigeki Kashimoto, Hatsuo Furuichi,
and Masaaki Sawa
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