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2 s AR b2 3E 5E4E 7R 57 RS 2EetE AAY A HA FEHEA Us-9%
(inner-outer layer) ¥eEje] Fxo| FHo]-H(core-shell) TF= A& 33T}, 2 odge A EEe
(Oxaliplatin), &¥AH(Folinic acid) B EFLE25-2HA(5-FU)o] 3% 53 &<AIQ] FOLFOX7} FoF Fej=
TdHE AL BAR stY, o5 SAYEHRY TUMFIEN)Y EFER FYHI YTL 5-FUE 4
Hol, AR Fof F Ao wmE =Rl o 95 SAYITY + ERAMe] xEEO] ¢gxF
S, 959 WEol FnEd met sl wEFHW 5-FU AA7 BEH ¢ F¥ 24 FFHES
SFATH &=

Fo-A A Az EFHS AFESSTE. ZA(WS)e Al 5-FU 80mg(Tokyo Chemical Industry CO.,
Ltd, Tokyo, Japan)¢] AF&HUa AMWE a1E st 7FRZ(Carbopol ®ultrez 20, Lubrizol advanced
materials, INC, Cleveland, USA) ¥ #t}7}2}7]xH(FMC, Philadelphia, USA)& X7bslion, X &L 1.5em
x 0.5cm #FHAE AHAGE ALY, 7o FA|] AP ZF5A188(Sigma-Aldrich, Saint louis, USA):
2 A AZEZ(Daejung Chemical & METALS CO.,Ltd, Siheung, Korea) : 7}IHZ : duglelr|d: 5-FU =
52.5:32.5:5:5:59 AN} HEF ALk, mo] A9 Azt AMEEE V] EFES 60TelA 10
et EEet 9hds] &8EHW FHAEC] T B EF AT, X" HAES 4T H
o] 2% A% 9t WA H, YTE AAStE 1F3stE FAE EolA viEs)

;o AAh @dE 2L F OAGIF) AT AR, A A

Pharmaceutical, Jongno, Korea)S #H7}8lsli, X EL 3.1cm x lem &5

Ji
oL
o
£
o
f
)
e}
E
o

nir fr
5
é
i
o
>
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[0086]

[0087]

[0088]
[0089]

[0090]

[0092]

[0093]

[0095]
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Aol A¥-S PEG4000(SAMCHUN Chemicals, Seoul, Korea) : PEG400(SAMCHUN Chemicals, Seoul, Korea) : =4t
&= 790 19: 298] AFA7L HEE Ak, A FA Y A Z el AMEEHE V] EFES 70T 2k
10+ &< =5 @t 71A7F ¢ %OO] HH #gA S TG, FAS] TR 27 EF Aol A
de] oFg A FIAZTE. 28 A F Fo] HAE Aol TR APt  Fo] FHAlZE A FHA
Qhell ¢hds] Aol HW 4T wwke] 2ol 6AIZE Bt WA H AAE

il
ui

o]5=(double layer) ZA<] A=}

= HEAES ME e HE SA4S 7R F 7 RS THEE FAAe 7 oA GHEA o) AAE
Atetglon], 15¢l 5-FU 80mgs H7hetal 258 Sie]Etel 3omgs H7beiglint. ol #Ale] 15

w188 : ZRIdAZFeFE: JRZE: Fuvtelr|d: 5-FU = 52.5: 32.5: 5: 5: 59 AFH| 2 A sl

PEG4000: PEG400: Site]Zebel = 791 190 29] AR 2 AFsiivt. o] Al A#he soj-4 A]e] A=
W s e R ssigint. sofstd, 15 A VIAE 60Tl 1027 =FEste] Z1A7E 43 &5
WOZbEE, gepgbeld B 5FUS A Aol EEesle. wdsAl Edete] HAlEel H& F, 4T
uRke] 2ol 6213 Bt WHAA HAAS %ﬂf\]iiﬂr. 15 #A7h &3 Sad H 25 HAE Al

22 A AR T0C] 1087 BEH AL AS EEEY SAUTARS AN DA B
o &gs} A EFE A 15 B} sl Al 23 AR Fold FANA. 25 A AAEN
AW 4T v LEoA 627 Bt WA ¥ AAS B4 e,

FOLFOX FA] §-&A]g

Foj-4 HA 9} o]F Al 3] LU WHoR EEAFS FdSTE. aokst, HAAY AT &3
B ~E] (DISTEK dissolution tester 2500, Montreal, Canada)E Ea] F3HRQom, FHAo FHE X
3 USP A1 vl~# w9 (basket method)®E ZFEATt. 37ColA rpm 5002 9hxi

’ =S |
.49 QA $EOl S0mIe AHEFOEM g 24 FHel pil BAF FASN 2AAAG. AEY Qe
5, 10, 15, 30, 60, 120, 240, 360, 480, 600 % 720%°.2 A Aste] Ho) 12417744 AdS& APspiet.  Z+

Al AEZES 0.45nm YA E FHZ o3 F, Agilent 1200 series system(Agilent Technologies,
Santa Clara, Calif, USA)9] HPLC(high performance liquid chromatography)® ®X3}th. SaeZed &
S S8l olEd> 0.005M AF 1—6“%6—2idl o]E: MeOH [70:30]5 AM&3IRar, AH-L Sum 300mm x 3.9mm
C18 A (Waters)ol 1ml/min®] F&o2 FHsF oM WHEE AZH(retention time) 1.878°|UATE.  254nm
o] &) HE7](Agilent Technologies)E o]&3te] &Aatg|&gtel s ©XA8lqtt. 5-FU 4S8 {8 A=A
AFS 0.005M KH2PO4: MeOH [96:4]15 AR89, AHWL Sum 150mm x 4.6mm phenomenex®] 1Iml/min F&50.2
FAFHR oY HIEE AE 6.208 oldvk.  5-FUE A 254nm 3Fe] AFe]A 7 E7](Agilent Technologie
s)E ol&3ste] AT

Ad4
Fo]-A A o] B o]F erﬂA G AR §F YHS 474 = 4 2 = 6o YA, FZo-A Al 9lo
A, WF(3Ze]) FAE ol F= 5-FUx 10w A3 w7+ 097t &5 =Aar, 2417 A3} Aol 69%, 12417k
Fo = 80%7F €& HAUT. T (A) FHAE o|F= SAYEHEL 58, 108 ZH2F 19%, 43%7F W&ol =
Qlom 302 Wl 100% %%01 Az EArt. o]F F3 B3l =o] Fo] HAe] xHol %ﬂ% 3ol
= =
£

1

1079 & 5 e, st Ao wet ZF ofEo] #AHog MEHASTS n (e o]% A
of QlojA, 2% =4 —;—aha% 30 ®Rbl 100%7F &EHAIL, 159 5FU= 8/\1{}011 100% &=°]
A5HATE. olF TE AWE, FYEE A4 1T, 25 A §EFY] F FEES & & 9, dIe
TAUE d3t= o] SAHoR WEEHS gud(E 6). Fo-A A F:o] HAE olF FHA 1TH
o &5 gddo] Yo wjio] &Fo] wzA APt
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3793 2] SohEel] Sstel Aegrin @ Aol

[e]

1
g

k1
N
[y

Stage Il or IlI
Mid- or low rectal cancer
(2-37] S5t HEY)

+5 @ SUBAYAIANR

1st FL chemotherapy

(2 H14 g2UAg) | Concurrent S
Radiotherapy : :
4 week (AMHR|B) : s sadiii

2nd FL chemotherapy 50.4Gy
(=& H 24 FYA &)

6~8 week

Surgery

=FY £2)

1
(g
[\

Muco-adhesive coating layer
~* Oxaliplatin + Leucovorin
5-FU : Long-acting design

* Protective mucosa drug layer
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Oxaliplatin 5-FU

Er4

IF dissolution results

100

] L,%/—A}

| [
v ——5-FU(%)
e~ Oxaliplatin(%e)

40
20

" 2 4 6 1

Time ( hour )

8

Drug concentration (%)

=

5-FU

Oxaliplatin
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k1
N2
()Y

GF dissolution results

60
~—5-FU(%)

—=—0Oxaliplatin(%)
40

Drug concentration (%)

20

0 1 2 3 4 5 5 7 8 9
Time ( hour )
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