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Drug screening for anti-cancer agents in pancreatic cancer
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Eg5 Ispinesib (Inhibitor library screening identifies ispinesib as a new
potential chemotherapeutic agent for pancreatic cancers.Cancer Sci. 2021 Nov;112(11):4641-4654. doi:
10.1111/cas.15134. Epub 2021 Oct 2.)

In 2021, we reported the identification of ispinesib, an Eg5 inhibitor, as a
new potential chemotherapeutic agent for pancreatic cancer using a drug library screening
(Inhibitor library screening identifies ispinesib as a new potential Cancer Sci. 2021 Nov;112(11):
4641-4654. doi: 10.1111/cas.15134. Epub 2021 Oct 2.)



PDX

Selleck
(1

100

Gemcitabine

PDX
Gemcitabine
( 2 5-FU
PDX

5-FU(Fluorouracil)

Gemcitabine

1 100EEDLEMFATF Y —

. ""Illllllll...

SIS éi\o‘* <°\<~°’<z 0‘%\"0‘* A %\“\ S

(@o‘« P

SO RN
SR S Ot *5 Ko™
gy Rk %@‘%’ RS e
QS & &L F N AN
§ QY © & RN o@»‘
& & & P
& © & °
&8 5 & &

Y

M2 Yz AY—NREZUZERTIERDRI Y —=

key drug

v

100+
.\.
-\ Gemcitabine fF /% 38 & t 5 RN
504 Gomcmblml;\
N rEmE
0

HRARZLXA Fie100MEMOEAEH £ RIRN IS
gemcitabine & iSRS L HAHREME L 1=,

%Relative Cell Survival

—
—
e
-
-
-
e-
——
10" 10* 10* 107 10*¢ 10° e
Gemcitabine Concentration (M) -
=
12RO RMER DICS0Z WL L 1=,



Gemcitabine
5-FU 100
Cytotoxicity assay
1C50
Flow
cytometry apoptosis assay RNA sequencing
in vitro
Gemcitabine 5-
FU 5-FU
SCID NUDE
in vivo
2. PDX
PDX Patient Derived Xenograft
John J, et al. Nature Review 2012 2019 4
PDX 3
( A2019-242A
PDX
PDX 10
Ispinesib
MIAPaCa2 PSN1
150 150
FN 2o
ST . SE .
3 “ %
£ g £ ]
gz Top20  §F \ Top 20
3£ inhibitors 5 2 inhibitors
§§ 50 \\ §§ 50 \\l—'—l
8= ~ S~ \
& &
0 0
Inhibitor screening #1-100 Inhibitor screening #1-100
MIAPaCa2 PSN1 Panc1
E 100 E 100 E 100
= 2 - #3 = 1 - #3 = 1
S —+ #16 5 —+ #16 E
K -~ #24 2 - #24 2
3 8 8
2 501 2 50- 2 50-
5 s 2 8
[} [T} &)
¥ g g
0 -y oy oy oy ™ B e i I e | T Ty Ty T,
10 10° 10° 107 10° 10° 10° 10 10° 107 10 10°% 10° 10 10 107 10 10
Drug concentration (mol/L) Drug concentration (mol/L) Drug concentration (mol/L)
Ispinesib
MIAPaCa2
Ispinesib concentration Ispinesib concentration
g aNT 21nM @2nM 03nM 25nM O7nM O10nM 2.5nM 5nM 10nM
= 8- ==
c
2 g MIAPaCa2
©
8
S 4
[-% 7
3 i
2 2 Panc1 e
5 ;
&
0 -

Time after administration (h)




Ispinesib G2/M
MIAPaCa2 PSN1 Panc1
DMSO Ispinesib DMSO Ispinesib DMSO Ispinesib DMSO Ispi b
- P-cdc2(Tyr15)| — | |- - ‘ ‘ — |
PSN1 § N g P-Histone H3 | e | |—-‘ ‘ -“|
™ GAPDH |--|’_——H--|
i R MIAPaCa2 PSN1 Panc1
" DMSO Ispinesib  DMSO Ispinesib DMSO Ispinesib
Cleaved PARP — — —
Panc1 } | 5
N Cleaved Caspase3 o - —
s sipengoo B s g gt GAPDH e e— — — L —
Ispinesib
PDX
MIAPaCa2 xenograft ? 1,000 Patient-derived xenograft
T ) . o £ oVehicle (N=4) =lIspinesib (N=4)
£ 1500 ©Vehicle (N=8) ®Ispinesib (N=8) g
@ 3
5 s 500
S 1,000 5 1
SRR : 1L *
£ * -
3 s00 3
c [
=l —
0 0 20 40
0 20 4 Days after first administration
Days after first administration
Inhibitor library screening identifies ispinesib as a new potential
chemotherapeutic agent for pancreatic cancers Cancer Science 2021

Nov;112(11):4641-4654. doi: 10.1111/cas.15134. Epub 2021 Oct 2.
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Evaluation of the efficacy of Ispinesib, a novel Eg5 inhibitor, for the treatment of high grade Pan-NENs
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