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= W - E \Y ~ Q-I_E W \ ~
ZEMELNBRV  IVIMRFED R MRFIED DL
Investigational New Drugs (2020) 38:1763-1773 DFP-11207 Dose Cohort (x5 &)
hitps//doi.org/10.1007/510637-020-00939-w . oL =
Disease Characteristics (RI{EFAIER) 330 440 600
PHASE | STUDIES —® mg/m? mg/m? mg/day
Number of patients (E& %) 6 4 6
Check for 4 A
Phase | study of DFP-11207, a novel oral fluoropyrimidine et (I\/l]ulr/n bi;ifi?;:ﬂ]qtiﬁgt;?)n%;ﬁd;;a&) (1617‘V) (Sozo‘y) °
with reasonable AUC and low C,,,, and improved tolerability, ek = - 0 ) 5 0 0
in patients with solid tumors Febrile neutropenia (F&Z4 14 8F BRI L) (50.0%)
0 1 0
Jaffer A. Jl"jani1 - Milind Javle' Cathy IEng1 + David Fﬂgelman1 - Jackie Smith " - Barry Anderson” - Chun Zhang3 . Anemia (ﬁﬂh) 25.0%
Kenzo lizuka® 0 ( 1 o) 0
Pancytopenia (GRIMERF 2)
Received: 31 July 2019 /Accepted: 15 April 2020 / Published online: 6 May 2020 vtop e (25-0%)
© The Auther(s) 2020 " 1 0 o
Vomiting (&) (16.7%)
. = . . - 0] 1 0
DFP-11207MNEeKRsE I #H:AE2 - BERE DR Mucosal inflammation (¥4 & 2$4E)
ERPRREFMAEEE Invest New Drugs]ICi8Ek . L I 0 1 0
_ e - — Metabolism and nutrition disorders ({C it ZEEE) o
pharmacological activity of 5-FU with decreased gastrointestinal and myelosuppressive toxicities. In this Phase I study (2506)
(NCTO02171221), DFP-11207 was administered orally daily, in doses escalating from 40 mg-"mz.-"duy to 400 mg-'rnz.-"day in patients . . 0 1 0
with esophageal, colorectal, gastric, pancreatic or gallbladder cancer (n = 23). It was determined that DFP-11207 at the dose of Dehydration (R 7K) (25.0%)

330 mg-"mz.-"day administered every 12 hours was well-tolerated with mild myelosuppressive and gastrointestinal toxicities. The
pharmacokinetic analysis determined that the 5-FU levels were in the therapeutic range at this dose. In addition, fasted or fed
states had no influence on the 5-FU levels (patients serving as their own controls). Among 21 efficacy evaluable patients, 7
patients had stable disease (33.3%), of which two had prolonged stable disease of >6 months duration. DFP-11207 can be
explored as monotherapy or easily substitute 5-FU, capecitabine, or S-1 in combination regimens.

RESESR (KERL) > EGMRMLAF/TES

DFP-11207 Dose Cohort (35 &)

Keywords 5-FU derivative - Chemotherapy - Solid tumor - Dihydropyrimidine dehydrogenase

_ gt Best Overall Response Overall
e D(I::IP/11 207D 1LEiEE (&Ef@ﬁ'ﬂl%? 250 330 440 600 40 . 600
N SE NG ﬁj mg/m* mg/m? mg/m? mg/day
(o) (o)
N o’T\N | Number of patients (& &) 1 6 3 6 21
00 CH20CH:CHs Stable Disease (SD, &%) 1 2 1 3 7
CHzCHs (100%) | (33.3%) | (33.3%) | (50.0%) | (33.3%)
[oprTEE!EM] [DPD REE{ER] [5-FU FaRSvY] . .

Progressive Disease (PD, %) | ’ ° ? ®
F oI Not Evaluable (SRl gk) 0 1 2 1 6
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ABRIEREETR T AR SV XDEREEN 1 BIDAMLOBENNRDDFP-10917ERRNI SO XD HADERKRET/
2HHEBRIIRERI SEATUVE T, BICDFP-1091 7TOEFNADY =TT 1 D J%FEEFH BT EIRSRDODFP-149270
FREICEIRUBATEYE T, ik BN ARBE NN ROERRSE 1HH:E5R (AEEREGR) BT T LU 8VLREENEH SNEL
lzo BIFRRB IV FO—IIVERERDOSNKUIZD T IRER AN ENDE T BRERENAZEEXRIC,. 3200mg/m/BDOHA
=R E CHARERPRSE 11858R (RTERERPR SR 2185 BRI S ABITU REIDMD 7 25—V U At 9 —(MDACC) WU T %)
“7RFOORTP VI TIVAR(UCLA) TIEAIEEFAESH SNTHYU KT,

. IEABREREE 1 ESBROMRIE. F2 0~ FO— IV (DCR) ZH5EE U THIELE T HY, KEDFDA(RREERRE) AON
DA(HFEEKER) BRI RIS TIH0S (2E77HHRS) THET 5 53 TF-
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European Journal of Pharmacology 950 (2023) 175758

Contents lists available at ScienceDirect

European Journal of Pharmacology

journal homepage: www.elsevier.com/locate/ejphar

ELSEVIER

A polyethylene glycol-conjugate of deoxyeytidine analog, DFP-14927,
produces potential antitumor effects on panereatic tumor-xenograft murine
models via inducing G2/M arrest

Hidenori Ando “, Kiyoshi Eshima b, Tatsuhiro Ishida ™’

* Department of Pharmacokinedics and Biophar
b Delta-Fly Pharma Inc., Tokushima, Japan

ies, Institure of Biomedical Sciences, Tokushima University, Tokushima, Japan

DFP-14927¢£6£EKE§I:B(-fé?ﬁﬂi%&ﬁ%
BR DA TP 455 TEur J Pharmacol] 12188

synthesized a novel PEG-drug cenjugate of DFP-10917, referred to hereafter as DFP-14927, using a 4-armed
CTPEG system to endow the DFP-10917 drug with favorable long-circulating properties that maximize its utl-
ity and antirumor efficacy. Inravenous injection of the synthesized DFP-14927 returned encouraging antitumor
effects in a Panc-1 human pancreatic tumor- and a BxPC-3 human pancreatic tumor-xenograft models. These
effects were comparable to that of free DFP-10917 as well as to that of gemcitabine, which is considered a
standard in the treatment of pancreatic cancer. In vifre studies revealed that DFP-14927 inhibits cell division en
human pancrearic cancer cell lines via arrest of the G2/M phase in the cell eycle, which is consistent with the
effects of free DFP-10917. Intravenous administration of the newly synthesized DFP-14927 has induced G2/M
arrest in human pancreatic tumor-xenograft murine models, which represents an improvement in the pharma-
cokinetics of DFP-10917. DFP-14927 could be an alternative for patients who cannot accept prolonged or
continuous infusiens of DFP-10917.

DFP-149270) 1t &

OH -
HO.._<“o /(/\Nﬂ;MOH
Oxn  f HN SR
gN\:}%”NO\/]LnEY/QV*(m ° OH
Ho-.-gcfw\ N:}\;\o\/\‘no ojl/\ot\giﬂ%m RAMBDOT 3 Ry REEE
o PEG vIoi [2& UDFP-10917 % B H
(n = ca. 250) HO

DFP-10917

2%)DFP-14927DEBRHARICH T DHIEE RN DIIERFIFMEETEur J PharmacolllCi§# == petta-Fly Pharma
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Advancer Drug Dedivery Reviews 154-155 [2120) 27-36

. = " . =
Contents lists svail gble st Sclencelirect o o

Advanced Drug Delivery Reviews

journal homepage: www.elsevier.com /locate/addr

An RNAI therapeutic, DFP-10825, for intraperitoneal and intrapleural L)
malignant cancers L
Hidenori Ando, Tatsuhiro Ishida *

Depatment of Pimmmamkinatics and Bopharmaratics, Inctiste of Bom adirml Soenees, Tolshima Lniversity, Tolashima, anan

ARTICLE INFO ABSTRACT

Asticde histury: RNA interference (RNAi )L 2 potent post-transcriptional gene-silencing action, has received considerable atten-
Reeived 16 June 2020 tions a5 3 novel therapeutic tool to treat intractable cancers. In recent davs. we have developed a novel RNA-

DFP-10825MDRNAF#1Z & S EBE DL
EP 25 [Adv Drug Delivery Rev] (25

Catemic lipasmnes : & X0 Published by Elevier BV
Advamesd caneer

Peritaneal disseminatan

Maligrant pleaurd mesotheioma

Fresee-dry

(Dot et s

3. Admnu:ra:lmrames.. .. -

4. DFP-10825, a non-viral rtNAJ-baseri :herapeunc 'ﬁ:rrln:rapenmmland m:rapleura]ln}ealm . 31
4.1.  Desgn and development of DFP-10825 . . e e e £
42 I'raa[menmfperlmmaldmemmamnwl[hL."H’H:Iui................ . .
43, Treatment of malignant pleural mesathelioma with DFP-TOE2S. _ © _ _ _ 0 L L 0 L L L oL Ll Lo Lo e h e e e e 33
4.4, Afreeze—d.ned.pm-d.mduﬂ’luuﬁfarmdlmru]rmnuﬁaurmg...................................3-1
5 Conchsion. . .. .. e e e e e e e e e e e e e e e e e e e e e e ee e .. 34
L T

SshRNA(SEA T E V) ESiRNA(MNFSB) DY A Lo T iiE

shRNA * A single-stranded RNA siRNA - A double-stranded RNA

+ Ca. 45 bases with hairpin loop = (Ca. 21 base pairs
-ﬂmno + 3 overhang M = 3 owverhangs

/Transfection Cell membrane Transfection\

Cutting off the hairpin loop l aDicer

by Dicer
Incorporation into RISC

RISC
Incorporation into RISC
l Induction of the RISC to target mRNA
' that has complementary base sequence
5 - v 3
Target mRNA

Target mRNA degradation

s

DFP-10825[F/3F &5 U (siRNA)E DB TEH S TLNVS

DFP-10825 Patisiran (Onpatn‘os)
Phase Pre-clinical Approved
Conditions Peritoneally disseminated metastasis of gastric, ovanan, T e e e P Tt
and pancreas cancers
RNAi1 molecule shRNA sIRNA
Target TS: thymudylate synthase TTR: transthyretin
Chemuical modification ~ None 2'-0-Me, GalNAc conjugation
Formulation Complex with cationic liposomes, freeze-dried product  Lipid nanoparticles, suspension
Lipid composition DC-6-14, DOPE, and DOPC MC3, cholesterol, DSPC, and PEG-lipid
Route P v
Sponsor Delta-Fly Pharma Alnylam Pharmaceuticals
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