=03~ Delta-Fly Pharma

Bt [Delta-Fly]) (2
[Dragonfly (XAZ)) zBRLTVET,

2025F 3R E2MFHIREREASE R

20245F11RH14H

Delta-Fly Pharmatk=®X&+tt
(BREEJO0—X:4598)

Copyright © 2024 Delta-Fly Pharma, Inc.



2025F3HHA 2

JU

CHIRBEMZE 2025F3AFE

Copyright © 2024 Delta-Fly Pharma, Inc.



2025F 3 A8 H2MFEFRE DSBS =5~ Detta-Fiy Pharma

ERETRS
(Bfr : §HA)
1,500
1,000 916
593
500 456
137 133
0 0
0 e L] —
BRIV ERER m%%@ (—REERE)
A 500
A 1,000
A 916 A 915 A 917
A 1,500
M20244E3AH] F2m¥H w2025438H1 E2mm3H
EESEaY)
UHHRASHARIIC ST B VIV A P— VIR AZ (3R <, BRI H Y FHA TUE (FIPREIAEHHARILE — %) .
[E3EH]

FXREBRICOTRUTX FHFE/NA TS5 DRERARICH T 2 EFEEREI O ICIEFIE DB, RERERICRITTDRBREE B D RECHREIDRE R EEEDH = EBE
[CAV 916 B A (RIHFREISETHARILE5 4.4 %18) £ U EUTz, COFRER. BXIEXRE916 B A RIFEREHHABIX593 B AMDERX). EHEXIEI1584H
(AIFEREHHAREIE599B AFNIER) . REHEHEXRILI 1 7TE A GIHRREIREEIEIX600BAHDER) E RV KLU, 3

Copyright © 2024 Delta-Fly Pharma, Inc.



2025F 3 A E2MFEIRE DS =5~ Detta-Fiy Pharma
EfExig

(%fi : §AHM) 202443 5 HAE (374A) 202543 B BASE 27U 4 A (X4 HA)
B 1,474 SEE 425
BEA:

241

1,600

1,400

1,200

1,000 B e

o 1,432

600

1,232

BEGE

BB : 110

41 40 [ 315
(&)

SPRRHHIERICH TS EEGETHI425BAMERY . BIEFRFEARELR U TT,048F AR LE Uz CNEEE LT IREAUTRENT,067TEHAM
{ﬁ{%ﬁ’)‘b?‘&:tl:&:%%@?ﬁ‘)i@'o
=
SHERETHHBERICH T DRESEHITTIOFAME SR IERFERELEEU TI131B AP LIz, CNIFEE LT RILENT123B AR ULIZC
EICLDEDTHUET,
[FEEREE]
SHESETHERICH T DMEEGEHE315BH AAE XY RISERFERELERUTONTAEAMARBID ULz, CNIFEE LT, PREHEEKROT EICK WUl
FRENNTEARBRDUZCEICLDEDTHYET,

Copyright © 2024 Delta-Fly Pharma, Inc.

400

200

0




2025F 3 HEA E2MFHHREDERAFRICONT
IR T HRIMEDITIE

AN 2024 F10R 7HICEITUIZE8BIHETHRF#IHE (ITEMEEIE IERIERT) D—EBIC DU T,
2024F10A9HENMSTT1BI13HETOREBEICEWVWT. LLFOIFEN TN THYUET,

HBEIFHR T #IHE (17K 60.34%)

O 1TESNIZFTRTHIEDEER 9,0511&
@ FEITUIMHADERKR UK &8l  905,100%k
Q BEAREIZINER 223,943FH

@ BARE[FETIBINGR 223,943FH

< BE>

5 SEIFIR T HIHE

@ R THERITED D EE 5,9491E
I #REL 594,900%k

HORIFTR T HIHE

@ R TFHIERTTEED : EE  5,0001H
I %% 500,000%k

REMUEERS

@ F2M0+H 1 349,122FH
@ HEMATERR 1 447,107+H
Q O+@ : 796,229FH

Copyright © 2024 Delta-Fly Pharma, Inc.



FREHE(2025F3 AHAFHE)

EX JlEn
=XEH
MERFEFE
Z DDRTER VO —REBEE
EEEL (A)
REEL (A)
LHAREL (A)

51454
2024%3RHA

SE2m+E (R

0
593
456
137
593
599
600

51544
202553 A #A

F2M¥E (B a

0
916
782
133
916
915
917

51544
20254 3 A #:EHA
(F%) b

0
1,817
1,530

286
1,817
1,827
1,829

[F5%5HE] <2024F5815HMDI2024 F3RAREREI CARVWV VIV ZERTFRICEBEHY FH A, >

2025F3AHDEZHINERIE, TV RZHFHEICAEITIANIVA M= liEFEZBIEUTCEVWI TR I, SIBXFEDERZHFA . BERETIERRAATHEYEE A,
S DEENERE(CR O TR CERFICRBUZEZAS N LTV FETT,
Tz BFEXIX1,817EBAM. BBEXE,827HHH. SHAfEX(E1,8298 A RAATHYET,

[EXRER]<2024F5815HDI2024 F3AMREREI TARVWZLIUVIZFETFRICER FXHUEE A, >
2025F3RMDEFREAL. BIEXRFELL413BHMEED,817TAEAMHZERAATHUET,

L 2025F3RHAICH VT DFP-1091 7(XAREICH T DEEKRE SRR DOFERET T —Y DSt - BT PRI EFERZED I+ 0—7 Y T &L THUET,
Kz HTEICRRN SO ZEFRIED & 2 2B AMROBE EXNRICKEICHVWTDFP-10917ERRNI SO XDHAREDEEKRSE 1, 21858 ZMIRL T
HYET . DFP-14927DAKREICHF BERIRFE 11858 Z 5T T U IhAREHERICIT U2, DFP-14323[FENICH 1T DERRSE 3HEEHER (KRRLEEEAR) ML TH
YUK, DFP-177291% ERICHIT BERIRE 1/ 2B DT R A REBRDERZED THUE T CNSDRFE/NA TSV EBRITED D120, HRFHRE

[FIBFEDRAH T

Copyright © 2024 Delta-Fly Pharma, Inc.

%= Delta-Fly Pharma

(Bfi7: 5AM)

FEEE
a/b

50%
51%
47%
50%
50%
50%



ﬁ%gﬁﬁgo) E E"Jtﬁ%ﬁﬁ %Delta-Fly Pharma
S EIDOERREIARFHFE. BRDEREHMDS_EZBMICITOE0

=[:p)
DR EEEHERURD S, TR EHE

DFP-10917+VEN #tHDEREKRSE 1/ 240 BRDAF R E 500 BHH

DFP-10917 DRSS 3HERDIAT R E B O 2R REE B 200 B8 H

DFP-14927DEEHKSE 11BHL K RERDAFRBIFRER 200 BA M

FIRMRE - EREHIDMIE GRM - AHFES) RUISHTREEAS 302 5H M
(BiERE)

() BEEERDMBERIL FFRTHIEDFITMERDIERIC AR TN TN TEMBR CITEINIEEGICHE T IRRE R ULEHN S5 RTHEEM1 5.4 /AZEU5 VW e FEIERZLEH L THYET,

Copyright © 2024 Delta-Fly Pharma, Inc.



AT HIEDEE

BERIEREE (k1)
BEERE (X2)

BRIV
BEREER (X3)
MR T AT RERARE]
1TfEfMmER =L
EBR
TR
1TEMMERDIEIE
TTHERE]
SRR
FI=5E

KU BiA FHIHEIC X D EEREZE Xl

55 SBIF A T IHE

55 QIR TR T UHE

#912.0 28 (H91TEMEAR—X)

#97.91{8M (SF1TEMEA—X)

#94. 2 6BH (SHITEMEBR—R)

1,500,000%k

500,000%k

18.2%

6.1%

2FFEWHTHORREIENS52026F1037HET)

527 (FEITRZEFHDIIENI3%)

850 (FEITRZRTHDIED150%)

2L

284 (FEATRZRHDIIEDS50%)

BITEF KB DRIEXE | HDIIED 93 %ICHHE T SERICTIEIE
(7272U. TRRITEMERIL T ES7R0Y)

1THEEMERILSHAIEE T HY, HAEHRRRERIC K UITEMEAD
BERBADBRAZRZEULGEICIE. BITEFERED
AITEXS | HDHED90%IHHE I S ERICIELE
(7272 L. TRRITEMERIL FESRL))

S IR T HIEDITERE P A TR Z G54 B EX TRERBE. 1BIDATERRREIL1 0ERERE I BT ET S

SRR R DRZICE DT | AR THIEDILARE OFE B LUV O TE, 2085 | BRI TICAFETHIEEADBERICLY,
Y1F 9 AR T HIED RIS —ERZ TR TR D FATMERE S8R CES I RE

<yd—)—-\D7-JIFTYR

(1) BERERERIE, FHRTHEDRITMEADIERIC  RIETHIENE T HITEMEA CTEINBRICHII DR B UIERN 5. RTAER15.48MAZE05| W eFREIBHEEZSH U THVET,
(% 2) BERIFDEL SR TFHWEDFITMEADIRERIC . SFRTHAENE T HYTEMEE CITEINIIGRICHIT I REEAB LSRR EELHL (HVET,

(3%3)2024F6 A30ARAENDHHFITESBEHRINIEL 8,229,9004KICH I HEIGTY,
TR TAPEICRE S I, RERRD TR —RTE=FEY(C L DITEMEAEERBMNFES R U LMk FHIEDHITICRET 2 HHMO T 1ZTSRZTL, 8

Copyright © 2024 Delta-Fly Pharma, Inc.



AR FHREICE T SERE BN KUK FHIEDSE =5~ petta-Fiy Pharma

1. FERTHIEICE T D EREBRY

. SEDE=EEILIC L DI TORERTICEL, IERURT 2 BOEEEE®ULER, vy I——F v LiEsat
RURYI——-INU2 - US Ty RDSEEIBEDR 50 Fv— - BAEDRR, WS NERF— LN, YHOES
B X ERETEDTHDE LM, 272, CNECOY O—/ U EBEE ORE A S RANICEIZEL .

AT AN E =B B M DY T st LT EEY Il

2. B33 2D T HFIMEFRITDINR

= (TEHEMEEEBERDOESBIF R FHIEZFHITICKY . BTTNEEEETEZ K
. g}%@%ﬁlﬂﬁﬁ!(ﬁﬁﬁﬂ%ﬁ@IE%lﬁﬁ)0)'%9 EIEREFHIEDFRITICKY BRI -5 v & TB850H THEERFES
=
o OB HIMEIC D Tl A ST EMBEAS < L B> THBLEBAI. (FEMEE EREOERE RS
IHET. TOLEFEAXA)YZEHANER TETRWI R D 7% O]k
« S8R T - TEMEREIERIEERA R D LI LIFFHR FHIMEIC DLV TIL. #:l FEEFICH W\ TEATEMEEN T IRITE
1@3%?%:@%5&‘) [CHENTIE, BISFERICK DEFHRTFHIEDITENRFIN. SO FET HETREEMEICITD
— C/\RlBe

3. wmELICX T SO IERFIRR

. TS R R T AR R R E A A DB AR F— AICB VT I, ZB L DTN FRATLL TR
- RIS H OB T — AL B A PR ABE AU D EE L Ao A%, AT IEEINET B IThY,
L ERIL T 5 (30 BABED R EHZATAE

9

Copyright © 2024 Delta-Fly Pharma, Inc.



EEH#,.“Ic_EI’S‘U%EH ﬁﬁo) éﬂﬁfﬂ %= Delta-Fly Pharma
e (BB AM)

DFP-10917DERRE IBRBRDATHFE 2022F128~20245%38
Eo[E|, FEOEFETHE (2 TITERH) 1,310 DFP-14323MEEkRE3MERBRDIAE R E 979 2023%F48~2025%9H
FEIFEMRH - BT DR L (A E) KU EFEEEREFE(RE) 2022F12H~2024%3R
DFP-17729MERKREE 118/ B 2R MR R BRDIAEHEE 2023F11A~2028F3HHA
SRR (HOAEH) DFP-11207DEgEREE 218 SR DA FRFHFAE 2024F48~2028F3 84
ALY clorils R 1,443 DFP-14927 DEsHRE 1 HRBR R UORARDHR RS 610 2023F118~202553384
' T DFP-10917 DESERSE 31RO AT BAR B R U KGRI RS E E 2023F118~2026F384
BEFEMRT - EIRMRFI DML GREN - AMFE) R OREFEEEEREF(IRE) 2023F11A~2025%F3AHA
DFP-10917+VEN #tFEMDERRE 1/ 21RO RS 2024F10A~2026%F38HH
55 SEIHTHR T #HE (—ERIT1E) 1,202 DFP-10917 DERFREE S1REABRDFTRIR B R U R RAAFARS o 20245108 ~2026F3A1
LR THIVE (R1TE) DFP- 14927@&5&%’1@# ReABRDIATHFAER 2024F10A~2026%F3RHH1
BHFEMRE - EIRARH DML GREN - AHFESE) XOREFEEERSE (BhERE) 2024F118A~2026F38HA
I Y ) O
(B E5F)
DFP-10917 1,070 BRREEMRABRDIALRRE R AR HEREEMA
DFP-10917 + VEN {tF 500 EREREE1/ 218 RBROMAEFIRE 0 EHEH
DFP-11207 180 ERFRZE2MHABRDAKHAEE 1 Ehe
DFP-14927 350 BEPREF 1B R VR DATHAE 198 EheH
DFP-14323 600 ERFREMEHARDIALMAE 269 e
DFP-17729 650 EREREE 140/ B 2R R OVRRBRDA IR E 14 EHEH
ANFERURES 605 BEFME. EEBAFID 2L, FrETREEERSE 239 Eher

(%) 2024F9RA20BAKRDTL R —ATE=FEYIC L DITRMEEERBMNESERUE LR THIEDNRITICRET SHHMS T JICETVTERHL THUET,
(%) TROSBHRICHITSFERERUITTIHERIL, S50, 6 E. 7O TR URIRIOE=EEILHHANDEIED LT (CHESE., LR THEN Tt ELH L THVET, 1 0

Copyright © 2024 Delta-Fly Pharma, Inc.



INTSAODIRREGEDR TS 21—

Copyright © 2024 Delta-Fly Pharma, Inc.

11



SEORTI21-IV

o BHFE B

EHROZRA
FRRmARST TR
(f2F)

=
&

SHAEtE

2

%= Delta-Fly Pharma

P-3 #&d <Jx+0—7v 7 - fiRif> EHEE EHRAH
Global HIEAARS HEEHTE
1200
DFP-10917 SHREHE P-1,/2 BRBAMA
it e SHREE P-1 B
P-1 100 |
BIEAARS P-1 gkeh
|
| |
i - SHAEE P-3 RBBE <J40—7v 7 - 8RHT> = LiiRiad
DFP-14323 p-3 100 |
BiEAARS P-3 #fE-RBRTE
- - SHREE P-1,/2 #&h P-3 #ff-HBRTE T
DFP-17729 P-1/2 50 xn e
BIEAARS P-1/2 HEh P-3 (- RBATRE
SR P-2 B TR
Global
DFP-11207 1000
HigAARS P-3 #fH-HBRTE
|
|
SHREE P-1 fEAHEARTSA
DFP-14927 Global
HIEAATRS P-1 KR TFE
Bt SHAZHE RUERPREABRIZ T P-1 #fig
DFP-10825 ;—{% NA
BitAARS BERFREBRIE T P-1 86

ET TERROBAT LESTANE IEENIRT V02024 (UIFED) 1&Y, HHICH1T B 1FR TORAEMIRTTH GECBEBH AR B ERRIEM < IHB RE) [CTREUE Uz, £z, SEERIRTTRIIE /N1 TSI VD1 A7 IMRICEITS
O1 V)T AIRAFETFRLEZEDTHY  FERNICIIER TS ENHBYUET,
F2 FEFEMOELE - RFSAGRIC DUV T RIS ORFE L EN S DEBNED SNIEHE. EREDMOMIH (FIZ X KRE BN, PITRE)DIEARZE RAATHYE TN, ZOMDIISDRHLRBIC I SEBINEE RV ET,
F3 SE REDEEZETOCHYUERT HRNATSIIVDRTI1—IVERTICHIZY . BEEMED T TRILT D& T AEDERICHEN H DN DL D RERMERIT B1zth, REEEEZITV\EUT, Fiz. AR (L) [HRFZUBDFMIIC LD
ECATHY  BEERCRHERSCERLGT—ANHY . SENST ERRIAH 1 EUTERHEZTE LR U, LM > T 3R HEFERICATERRFARZHEL THY . LHICAFTEAHDEELIIVEEA,
F4 LEC. BAFERREIX, 2024 FIAKRBRDINR T,

Copyright © 2024 Delta-Fly Pharma, Inc.

12



HRNATSI1ORAES

BESEERR 2025%3 DT E

DFP-10917
(RUBEHEA!)
AMEEEMER MR
(Batt-B%)

DFP-14323
(20T
SKERDH A

DFP-17729
(FEOA)
READREEREA A

DFP-11207
(FOA)
RN A B DA DFRTRD
B

DFP-14927
Ge2z5:)
R AV B YA
B RE I RERAT

DFP-10825
(REREIR S5A))
BARRD AL BB A
DIEIERISETS

P-3 &R CKE)
P-1/2588H
VENGA CKE)
P-1 &8+ (BF)

P-3 &R (HA)

P-1/2B#& T
(B#)
REBRICFT e

P-2 sERZE(EH
CKE-BA)

P-1 #KEERH
CRED)

P-1 55220 (RE)

SERODRTI1—IVDBE

REEFEEDTA0—7v 7 (GEHRRR) kL. &3
BRERICA 7= fma ki

KEDHSHERDERMKE T, DFP-10917&ERXNIS
I Z(VEN) EDHRICK B P-1/ 238k =R

BARFEICLDP-1Z

EA#I3 OEER D EEFRHERE T D P- 35AB 2 #iE

P-1/2DEEFICHRBZZL TV SED0N, BBTERERE
HTRABRN BTz FERERFARE T E

SHIXELSEDZEELVIC S AZHESZERIRE L.
P- 2% efEHE CRE - BA) DIRE Z it
TN, P-24B IR TFEE 2026 F4RICEE

P- 1K ERF

P-1DXEGEEHEXKEE USIEBRTEET 5 EDIR

2025F3 A E2MFHIRR

REEFZEEOTA0—7Y 7 EHEEE) Z L
(A1 7= #e w2 g

= ==
 AKGREER

KEDKISHERDERME T, DFP-10917&ERXNI 5O
(VEN) EDHAICKBP-1/258REmMIL. BTEFIMNIRIC
SEEN. ERAREBRME T

BARFEICL D P-1 &Mk

ER#I3 0hesk DERERE COP-35EREESD . ETEFIB T
BICE 8 1., ERPREAER M5t

P-1/2DBBARERN S E . BN S M (L3
RITRRI—REIMTONIE KBRS ek

P- 23R efEHE CRE - BAS) DRRET Z fieH

P-THEAEBRBRAL. HEeR

P-1DEHEIEHEISKES U< SEATERT 5 EDIgsE
e

13

Copyright © 2024 Delta-Fly Pharma, Inc.




=N

REFEDEHIK

Copyright © 2024 Delta-Fly Pharma, Inc.

14



Eﬁ%ﬁﬁ% ~ DFP-1 091 7 %Delta-Fly Pharma

P-3 EE&H CRE)

DFP-10917  #RERUONSVRICEN. [ 2 0 SRR
CEERER)  AUOHBCAGERIRE oo'hgm () (F%- HAHD)
ERPREER
— P-1 P-2 -~ P3

GPRSE 3 tHEERH

AR

HIMAEDFRFECTEHEE(N)

5% (Global) # 100,000 HAE % 9,700
L3R, BASERREIE, 2024 F9 BABRORRTY 15

Copyright © 2024 Delta-Fly Pharma, Inc.



DFP-10917 ~ XREICHIFSRAMEEEEIERIMBDIA;

FIR FRIBIREH CRE) 4R/ SRER

RS RS BIEFE BEFE
SFRIA ST DFP-10917 | DFP-10917
DFP-10917+VEN

T

" #H/BHE #h/BHE 28/ BH e/ BHE
CAMERMENG - anUUREnE
EEEEEENS 8D ELE K
- 20t

BEAREBEHR
#920,000.A

Bl

F FEHAT —9 % SaRNRORMEERIEAMRBREERNURTCENZ  BEAREERLUITaRNREERE L TEEHL THUERT
F LEC. BREERREE. 2024 F9AKRBERDINRTT

HFfr Cancer Statistics 2024 &YWERK

Copyright © 2024 Delta-Fly Pharma, Inc.

%‘ Delta-Fly Pharma

BIMfE RRBISETERCKE)

REBREENE -2 /NEaMmR
EEBREERmME - 18E) /e MmRB
A

AR REBER
910,000\

16



Eﬁ%ﬁﬁ% ~ DFP'1 091 7&"‘*|‘7571(VEN)3:0)1#FH Eﬁ%‘l /Z*EEI %ﬁ %Delta-Fly Pharma

RANISHXNVEN)ICDWT DFP-10917+ARREIS5 VX (VEN) EDHABEEICDOWLT
T‘V")“gi(Abeie Inf.%ik-«rU/'r')‘I‘I)fiﬁﬁﬁ%bEEﬂ REARRNSOZ(VEN)BERIE(1E) DH 2 2B MR (AML) D
WO AR PR — 2415 FBCL- 22X [RERI T 5, RN . \
 PLEEEE e e (AML), 1ML ) I E M (CL L 2. BEEHRE U, DFP-10917+RERI SO (VEN) EDBIBREELT,
T CICEERSE TN, E<[CEREEICH VN TEHREL(T ERRsE1/ 25 ZER TS LERU,

TLs,

e L 2 Zo e SEDEHRBIL, RIEBRIEENRKAML DEERE TH 3T HUFIY

Lz, RENISH DS EREERE DTN E BEH DS THYET,

X BB/ SEICH T B 1 4BREhE 1 SBR B DR BRS¢ AU BIERREERMAS (AML) D TRAR (REFUR) RI-BFR PREAT
39N THLL T2EBICEBINEAYN-—THELERIKL T\ B, DHABEICE > CEIRERZILS . HE T HHOEEREZ 2aE~5K4
PIRR—SRABEIES /SO E (BAX/BAK. BIMRE) LB T 52 &I .

LY, PRE—U M HEEL T L B, BEXCLITOMRZHELET,
SRFPTSIRDIERRFAA—T > - rarros FERMICIE, RIABEEIADILREZEZTVET,
i

BH3-only

BCL2SBRNICRAT ST £ KhtlC =722 TE RIEEREIER MR (AML) OaFERIFFEICFEL TLSKE

BCL2  BAX/BAK i\) ‘:O BAX/BAKZE (L
Qj‘ e < B MDWake ForestXKFmbz?d (EFh ., KEIDFZERERREER (SheskizR) TXElt
‘ R a\ oy BAX/BAK®D e iE o
BCL-2Ick S [o—ej Q_/k/ iham\o . Q%Ebtb\ij
T2E09 SO |3 only 50 \)%—ﬂ: J; :
v e 7z AUEHMER NI (AML)XMRODFP-10917+ARRMIZS U Z(VEN)D
e HABAICRD BRI, T TIOKE BARUAETRILTVET,
BB s R IR ot (ERIHZBIRAA DTS AN S — SRR MRAEHH) 1 7

Copyright © 2024 Delta-Fly Pharma, Inc.



DFP'1 091 7@&% %3*51:@3‘55&%&0)&@“%&%5%7ICBEH'%EB%I]B'E' %Delta-Fly Pharma

% Delta—Fly Pharma 2024&9%1 od
DFP-10917&VENDERKRSE 1/ 218588 DIEAS EFHARICRAT 2 H o

RANTZ DA (LLF TVEND) OiafERiEE (1[8]) D &b 2 2MEE8EE B MR (AML) DEEZWRIC, DFP-10917&VENE®D
HABEDERRE/ 21‘E§it5§0)¥7i’@73\‘§|<0)§nn EFEmBE(FDA) D SARF4 H8H CKERFRE) (CEFRI SN, TD&. SIERR
ftiek &SRRV EIRRIFREL . ERARIEER CORREAEZS R (IRB) DESENZIICESNTZ/N—I Z 7 KERPECH T,
FUEFINEFZFINELEZDT, EB%I]B’ETbi@“o

IN—2 Z P KRERMr REEENEINITIERE (3rd linellfE) DAMLEEZXREUZDFP-1091 78R DERRSE 318
LEERERBRICH WV TE . REZVEHIEEFUIHER T,

BT ERORESANPEFEATHODFP-109178EAIDERIRE 3HARERICRE O ZEFE TCHYIIN, JO—-/VULAF
DRERHE EATEHEIFFTCETSDFP-10917EVENE DHRBAREDERKRS 1/ 283BRERICEVELNERLTVET,

VENIZBEIE TIFERRMIRNIBAE G, P IF I (DNAXFIVERERD FEDHATEHRRIRERBLI I, £
FOBEHNREIN VD& &iEAH SHEFRIFEADEUVLWENEDFP-10917 (M AMRRBIHAEEZER) & DMREREEED
INSVR(HEE) ZEBKT S ENTABDAINDHEEZZ THUET,

SR AEHRIL ZEEEIRED/INS I REHR LA S ERIRSE 1/ 2R Z O THEA3EAIDEHRZFTEL THY
RONIERIZERETT T S E DA TT . BH FEHBRDHIEFER(CRR) EEIBFREFHE (PFS) TIN BRARITN
[gf Oj O—/VVRFREPFERIEL. BRPRSE 3tHLEBERR & KD L. NDA%%?E’\(%ﬁé‘%‘w)*”ﬁ&&(}ﬁ&m@p?&_]) RS IDH
T C 9,

18

Copyright © 2024 Delta-Fly Pharma, Inc.



DFP'1 091 7@&5‘:’5‘&%3*Etbi’i%ﬁ%ﬁ@ﬁﬁ“ﬁﬁ%%T|C5§]3'5 EB%[IB'E’ % Delta-Fly Pharma

% Delta—Fly Pharma 2024-,'5'51 OH28H
DFP-10917&VENDEERSE1/ 218585 DEINRICEE T 5 HF5 T

RENOZ DA (LLF TVEND) OiafEriEE (1[8]) Db 22t E8EE B MR (AML) DEEZWRIC. DFP-10917&VEN®D6#
ABAEDERKRFE1/ 25BN KE DO ARFEREKE TITHONTH Y. ERRF 1 HERICEZFSNLZIEMNICH T 2E R ZEHH
SELEXT,

IR AMLEBDRZREREIL. VENET O F I (DNAXFIVERRERD OHAREREHYUERIH, BIFEFRN DGR
EDFHRENHY  RBHRFENE<ETENTHYET,
DFP-10917(% BAETHmiRE I NIL Z2EDNEL BAMREG2/MERTLLES., 7IRb—2 X (TOJ S LHIRE3E) &5
SHEC 97280, VEN(BCL-2FAEAD EDEVEFIRMNEF T LD EE X IR BRARF 1HEREIT O TH Y RERA
DODVENETPHIF IV DHAREEEBA STV RMEETERERLEDEIMENRFT CESRBELTT,

SRERRSE 1/ 28R Z HEED 2 LOREZRITRFOAMLOBREFREE ZR CE A REEE RigsH. /O0—/N\
IVRFOREFEEREL KEDFDA(RmEREmBR) N SNDAGRREDEEH K UIRGTDERRAD BRIGEHEELE T,

88 DFP-10917 DERRSE 3THLEEEARRICRAU Tl REAEFHINDRLGEOTEZ/20 2EFHIRI(OS) DR ICH% D
T—INIEA T EITOTZHDIERZERIB T S TETT,
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DFP-14 323 DERARE 3MALLEERRDIES I SExmMIaICRAT D H Mo

2024F 228 THHSEDEHY . EEBERFZSIR(EGFR) EGFEEBE (Uncommon mutation) DIE)Vi
N A(NSCLO) DEE(RT—IM/IV)ZWNRIC. DFP-14323&7J7F =7 (20ma/B) DHAEEE 7 I 7F =T (
40mg/H)BihEf & DERFRSE 3ELLEEAER (BREMEIREIEER) DRFEN ., MITITEBUE A EEREEIEITESHE(PMDA) A5
AERINLE. ABMITHEIEFABNESZKINELED T, BHSEULERT,

AERPRSE IMELEBEARR (L. BARERD30D3ENEREfA A (NSCLC) EFIEL BT SEaRMEEE CERBLE T TR
MIEIEREFEE (PFS) T AFHRICH VT BEMENREL TSI NI DFP-14323 (Nt AfiRdZ SO SEMAACIL<FE
RIBT7I/NRTFI—ENEHEET D ET HAREDHAEZBEDSEDHR) O LREHMRNEIECEXT DT, &HERHIC
EGFREGFREDERAICITHDSRVWNARERERINRHETETET,

HAUAND 7O PDEICEHLUTIE, EGFREGFZEERE (Uncommon mutation) DIENRERHNA (NSCLC) DESE (X
T—IM/IV) W ZWEICRERRE S BEARZIL AT 2F CallRZE IR T 2— A VI P DHEELEANDSIT I AER
EEEHEET BEZ T,
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72

Neutralization of Acidic Tumor Microenvironment (TME)

with Daily Oral Dosing of Sodium Potassium Citrate (K/Na Citrate) = T 7.0

Increases Therapeutic Effect of Anti-cancer Agent phEiE 2 68

in Pancreatic Cancer Xenograft Mice Model = ’

Hidenori Ando,” Kiyoshi Eshima,” and Tatsuhiro Ishida*“ 66

“Department of Pharmacokinetics and Biopharmaceutics, Institute of Biomedical Sciences, Tokushima University; HE = |j\:| h a)zﬁu
: . = HIE 6.4
Tokushima 770-8503, Japan: and * Delta-Fly Pharma Inc.; Tokushima 771-0116, Japan. . p, ”

Recerved October 14, 2020; accepted November 17, 2020

t fEEARPH(NaHCO5)
— EEApH(O~O—I)

Extracellular pH (pHe) of tumor cells is characteristic of tumor microenvironment (TME). Acidic TME
impairs the responses of tumors to some anti-cancer chemotherapies. In this study, we showed that daily oral
dosing of sedium potassium citrate (K/Na citrate) increased blood HCO; concentrations, corresponding to
increase of HCOJ concentrations and pHs in urine, and neutralized the tumor pHe. Neutralization of acidic

E 3. ak.ahesuhnce |I|(=“€ _,. ar.\ L‘l.lll-' melahlte o Kﬂ ?‘llrt.lt., e] ptenlmed lhe_ thaeutc EZ—FDH

DFP-17729 DEMHRICH T SMBEEIR

e VO AT W I o TS-1+prP-17720 B IR = WEFIRDHFFCTED

A —O— Control B —0O— Control
HIUEEN) D LF ) LDFP-17729) 0B A DOFEOEE - _*Ff’SN? citrate - _’FfSNi‘ citrate
(:J:%)EQ'IEHEJ%@IJ&EF(TME)QEPT._[”i‘ HZE_H@E”EE*E*z*E --{@--- Combination --48--- Combination
TIVDRETIIZETERERIDEBENRESHS 10 30 r
fﬁ PR tH 8 2 zg I-ﬁl==-|-—-l-—i-—-l
HCOs {[ HCos {] S 2
= i
R B z 10 |
é/.\g DFP-17729 o ®) oH ﬁ R, ft 5 |
s &ﬁ Ep%u)s 0 - 0 A
IERBDHAAH(TS-1) A ARI(TS-1) DB o 5 10 15 20 0 5 10 15 20
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LI EDFER. RN R F S LEsES RIS (ESMO-GL, RS2 AV 6 H26H~29HEHE) ICHWVWT  IRRY—F
ETHRFEIRENAERTECTI,, Bl BREREF=(FE=. 7TH26 BFE) ICHVWT. OERERZTFELTHUEXT,

F7z. COFRICDOVT FFHHFR(PCT : Patent Cooperation Treaty) [CED<EEHLREENBLEEZ TR T D
REC. HADSREFTA6 148/ T CHREFEBUE U,

SEDAGRHREICEHT S RERDEH A ICDOVWT, MIITBUEAEREEKZSESEME (PMDA) & B ML ThUERT,
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Investigational New Drugs (2020) 38:1763-1773 DFP-11207 Dose Cohort (x5 &)
https://doi.org/10.1007/510637-020-00939-w - ] —
Disease Characteristics (EI/EFAER) 330 440 600
PHASE I STUDIES @ mg/m? mg/m? mg/day
Number of patients (E& %) 6 4 6
Check for 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 ) 0
Pancytopenia GR.IMERE4>)
Received: 31 July 2019 /Accepted: 15 April 2020 / Published online: 6 May 2020 e (25-0%)
© The Author(s) 2020 " 1 (0] o
Vomiting (&) (16.7%)
s = . . - 0] 1 0
DFP-11207MNEeKRsE I #H:AE2 - BERE DR Mucosal inflammation CkLIE ¢5E )
ERPRRFfiiMEEE Invest New Drugs |58 : Lo I 0 1 0
: e - — Metabolism and nutrition disorders (X3t R ZE[EE) 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/m?/day to 400 mg/m*/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.

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

MEBIR (KE2L) = ERMRVHFTES

DFP-11207 Dose Cohort (35 &)

_ 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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European Journal of Pharmacology 950 (2023) 175758

Contents lists available at ScienceDirect

European Journal of Pharmacology

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

ics, Instimure of Biomedical Sciences, T¢ Universicy, Tokushima, Japan

DFP-14927DEREARIC 51T B HIEEHE

FR DEIBZR R F 4 EEIEur J PharmacollICi8S;

relapsed or refractory acute myeloid leukemia. PEG-drug conjugation has become a promising technique to
improve the pharmacokinetic and pharmacodynamic properties of anti-cancer drugs. In the present study, we
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.

Deaxycytidine analog
Pancreatic cancer

DFP-149270DbF1E&

peI Wy f Do
B o MABRDO7IRF 9 @RESR

é‘o N of’\r(N*(ﬁN NG L-J:(')DFP 10917&3&5::
Ho” OE/JNH PEG ;"OH

(n = ca. 250) HO
DFP-10917

%= Delta-Fly Pharma

BYETIVTIIDFP-14927HRDFP-10917 X UB\REESIR

1500
1200

(mm?)

=0~ Vehicle control
=0~ DFP-10917 (4.5 mg/kg/day) 120

SRR ———»

BEHE —————»

-0~ DFP-14927 (100 mg/kgiweek) gé‘
- DFP-14927 (200 mg/kg/week) — | n.s.
—I- DFP-14927 (300 mg/kgiweek) 100
*kk 1$ 80 i
E 60 | =O=- Vehicle control
e D ~O- DFP-10917 (4.5 mgikg/day)
4 40 F -+ DFP-14927 (100 mgikg/week)
Kok FHHE ==
i 'ﬂ: 20 -+ DFP-14927 (200 mg/kg/week)
L -+ -
P54 DFP-14927 (300 mgikg/week)
1 L 1 1 ) D L 1 1 1 y

1 16 21 26 31 6 11 16 21 26 31
BHER DB BHEROB

Control
G0/G1 § G2IM

#RAERRICH1TSDFP-14927DiaE3R
G2/MEATEIE T & C & 2R

APC-A750 —
(HAER)

0.1 uM

G0/G1 8 G2M

DFP-14927
1uM

G0/G1 § G2/M

10 uM

GO/IG1 § G2/M

APC-A750 (&}tE%R)
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An RNAI therapeutic, DFP-10825, for intraperitoneal and intrapleural L)
malignant cancers

Hidenori Ando, Tatsuhiro Ishida *

%= Delta-Fly Pharma
SshRNA(FEATE YD) ESsiRNAUMNFSR) DAL D D T HiE

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
.%HH’@}HRU&M} R DERY5AH
l aDicer

DicerlC&B3ATEV IV —T DUl
RISC RISCADERYIAH

RISCADEWA

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

ARTICLE [INFO

ABSTRACT

Caneer therapy
Thymidylae synthaze [T5)
Shomt hairpin RNA [shRENA)
Catiomic liposomes

Advamesd caneer

Peritaneal disseminatan
Maligrant pleaurd mesotheioma

At hiziry:
Received 16 June 2020

RMA interference [I?.NN L. a potent post-transcriptional gene;—sllencmg action, hasreceived considerable arten-

_we have developed a novel RMAi-

DFP-10825MRNATHIC K BIEENRDFNR
%%TF\%E'HAdv Drug Dellvery ReleJ%ﬁ

B 2
and goes mcllmcal triaks_This review introdisces a L."H?—mazsfanmuamna potent nowvel RNAl-based therapen-
tic mantimizing the benefit of KMAT modeaule [ shiNA).

D A0 Published by Elsevier BV.
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3. Administration routes. . . . Peritoneally disseminated metastasis of gastric, ovarian,
4. DFP-10825, a non-viral rtNAJ-baseri :herapeunci:rrln:rapenmnulam|n:ra|:leural|n}ea|m e 1 | Conditions (%&&) and pancreas cancers
41,  Design and development of DFP-10825 . N 1 (BHYA. IR A BRI A DRERRIETEERTS )
43 I'raa[menmfperlmmaldmemlnamnwl[hL."H’lwzi . . RNAi molecule (RNASF) ShRNA (EATPEVRNA)
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