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1.

JEAE TR b S A ) 4
(EearE R AT HHEE3E)

[#a4E - AR EE]
[EREME MEED 7% & EFEDE 2 WET 2D OKBEE)-
BRBLIRBAT ) EROERCEERRARR ] (H21— 875 ——i% —220)

EEMTEE AN/
(UNKRZERFBEE e TRIRGNFE  HEER)

WEROER (BIE)
(ARDER - BEM - BR]

HYEME MEREE QL OFLE e b T FRARDRHERBTHY . TREAROHZWEY
HERZLORBEBRIEOZAEA B ST D,

HiEE 6137/ ELEZERAEFEFICE SO TEERBRNME S /T2 HWERART v 75 )
NY— 2575 (DDS) #BAZ L7= (FFFEBRAR) . Z o HARROMAIM L “AF ./ DDS”
i, KEENHSLDELZLOBRAT JERIZRD Z ERYR/REINS,

HEEE 513 HMC-CoA BILBERINER (R¥F V) OMMEREFERICER LTHREL, B4
NRAZFURE LB NEREEREE T D ARV L, £, B2 AREZTFUxH
A PLGA 7/ KiF (NK-104-NP) BIAIOREN G2 X - T, BEEMSMELET T 080
BEET NV TOFRENETICEGE L ETFEERAR).,

AEFZED BHL. NK-104-NP ®FIZBA% L, BEMSMEED T% & EEoE 2 dET 57
DOIRBEN L RLLIRBAT ) EREREAIH L, ERLO-OOBKRBREITI> 2L TH
%)O

[BAF S AE (EZEIH EHSEEXOH SN, MEE., B L]
FHNEEERAS / EROEIR - BEMSMEEICK T HREE L SEEEZ LT ) EF
DA SN HCERIERIIRE W, FIZ, KW AT/ DDS ST iE T LA/ O R 5
PERE MR « FARHEAE, OVFE AMEIUIIRE XK & WV o T BRAR MR OB E R, Iy
COIRBICHIGHTE 5,

ER - #HE~0EM : THRUEFOEZ2UET 2EDR  (KMREERNSZERTE 5, MEFUE
He| F ) EROBAEIZL > T, HILWEREENLELSNERPBIHTEZZ 2006, &
INEDFEEDFHS SR ~OEBR B IBD TRE W,

(FfZEEtE - Aix)

ERE i IUESE (2609 % NK-104-NP A O EERIS RIC T, Ok o7z, @2 aM
bR, OWARFIOFRFT - B, OBRBRIKRER, #HET 5,

3AEFHETH Y 3 ERICIMNKAEBE LIS (BEEREEREY X —) /b OIS eikERH
FER (A——4K) ORHAEZER LT First in man R 2 FEhi 4 5,
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AWRIE, BINMHPETEARHEONMRE-Ei- B8R-S —E22BOF7 /a0 IS5/ EHAED
Ehf-#H-RERREENLIARGEREROEESR - ERBROMRE-RALISKRTSF—T

M1 #HElLe—Fvy7




2. WROLEMRLCICHEB

(nEE, 53]

HEE MEIE X QL OE A2 L7 6 T TRARDRKRERBETH D, i, 7nAZH A7
U UE R ERR, RARY AT T —PVIER, =0 N USRREER E0H L
VVARRIEDNEA S TWA N 5 FEAETFRIZ60% LT THY . ZOBRIIKREAR LS TH D,

L7223 o C, HJEM & M SE 63 D IR BRSNS Zh ) TR 22 DR IRIE OWFFE R 3 DS H 1+
ShTwa,

F T 7 aU—F, BARFEOEFHIRIREROAIHO TG0l E#HfFsh Ty, 7/
RFI o Z7FVNRY) =2 AT 5 (57 DDS) ZIEH LTz EIR G - FEFSESBAR I EE S LT
S TWa, ZoBEANL, BiEE bIXT / ELEEREHITIC RSV CTAEERBRIN M
IR F 2 WA DDS ZBAZE L., (AT DDS IHMEEETH Y hoREL LD ) ER
K&éj&wbﬁ%%ﬁfto:@ﬁﬁm@“wﬁf/Dm”&ﬁiuTwﬁﬁi&%@%
(1) ERARE AR, (2) EhizMiamNg e & it GRIEPA DDS), (3)
wﬁuﬁbt e RIVFHIRIF RIS (2R Yy b)) AT 2 720 O @k E I E R,

™A F/DDSDE R firBA S
( PLGAT/ﬁ?(D#ﬁEﬂ&AﬂﬁlHt)
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YRRy o R
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o, WL DIFAZ F L OMEREMEMIER LTHIFE L, EX AR ZF UK bR
M EREIER 2 AT &2 RWIELT,

W2, (1) X ANRZF U E A PLGA )/ Ki+ (NK-104-NP) #UAID b b s MR MIDIC 3
F 5T R OMMBPNE A L HIFEN DDS OB IME, (2) B2 AR ZF L LTO0.4mg/kg &
EAHT 5D NK-104-NP HUHK| DB EIKENE G X 5 T v b B8NS MEE T T /B0 5 A
FHOEELZEI ALELEOKT (K 3) KU~ U ARMEMMEEET VBT 5 HIEDE
RUEZHA G L (RRFEBEHRE) .

FE T v b BEEMEMEEET /BT, NK-104-NP OF IS THDHEZARNAZF D
BOBEOMREERF LIZE Z A, 1mg/kg/B D 21 BB 512 X o Tl i £ JE 0 e E 03 78
HHMfz, LEERoT, AF/ DS ZAWEEZARZF U OKENRBIHREIL, 28%0
BHEED 840 75D 1 DIXHBETRHR URRLZIHET L EBHLNE T,

ARER: EANREFUHAT/HFOD
SENEEBSIE/ IO ERE
EMESNEESVFDFRENET D
Kaplan-Meier 4 77eh & HZFE (mmHg)
treatment p<0.05

‘ *P<0,05, *+ P<0.01 I NS [
100 - o] T ns
120 1 T
75 A Pitava-NP T 100
[T -
50 ~+-FITC-NP o
--PBS
25 4 -s-Pitava 499
20
0 T T | 0
2 3 4 5 control FITC Pitava Pitava
Weeks after MCT injection NP or:: 6 e:Zh
B3 7w hEEM®GEEET VIZIIT 5 NK-104-NP D
(B#])

AWFZED BT, 25 O E A FAIZ LC NK-104-NP Wi ASIHI % BA%S U 560 il i if £ 0
DT L ETEDE 2 UET H D DIKEBENSELE LW AT ) EREAPAIE L. EA{D
72 D DGR FER %17\ Proof of concept (POC) % JEETHZ L ThbH,



3.

SN2 R  FEXAN L RPEEXOB SR

1) HiIRBER R COWERERMRE

@ REZFLORTMEREENIELBNE I ANREZFUERHWTEZARZF U HA
PLGA F / Bi+ (NK-104-NP) HiF|DHEEIZE), B’AROEELRAIRE D),

® NK-104-NP BUKIDHZMEZRREE . T v b BEEM ST € 7 BT, s iE OET
BREIE L. G TRERETHSZEZHEMNI L, v U RANEREEETT VIZBWT
iORIE - BEEZMHET D2 EE2H LN LT,

® NK-104-NP K| D24 « Z2EMaRER 4 GLP AYET CEE L, TR MEicfEE v
L EER LT,

2) BEBAICH TR FECOHOEE (RERBOFHE)

® NK-104-NP D& kA& 2 B Ak L 0§l U 22K )08 & % feii{b 4 %, NK-104-NP
BB IR T O, AT A ZADOBHRZITV, NK-104-NP B A B 2 855,

e HUIREMWE T L CRMEKERABRAITV., BRICK T 2 HIEHEEZHEET 5, NK-104-NP
DM E CLP EUET CHEET 5,

® NK-104-NP Wi ASBUHI & - R ARER 2 550 (BLE] - ROE R 53 5R)

3) AHEMERTHICHFSNLBE
NK-104-NP W A S0 S BRE i i3 LB SE A2 b4~ A ARE B DB 2L DR AT JIRRIZ b &
V9 Proof of concept (POC) #7155,

4) IRNPBOEHNLEE B INIAERERL S CICHEHRE)

® NK-104-NP O AT /7 DDSIC X Y B & R % F o OJE BUEIR A5 AT RE I 7o duiE ., BBE
Jiti i M B e LS k4 2 FF A RE IR HE & 72 0 . BB O QOL » A6 TR OUESC Rt S
BEIRATREL T HEDE - BREHORBEERPER CE D, EETo T4 7 1
MoEEEMOLER, BEZLOWEOERIZH KT SEHBKT S,

® K7 /WA DDS RT3 MiE MESE LA O R FME RV AR SE - FARHEIE . OV AMEILR
BER L Vo AR BOBAZEMNER, Fi L OERICHICHTE 5,

e [ERESHhE2AETH IEFUENE) F / EEOBRAICE D, FrLWERESRE - EHAPEI
S, BRAPEOEESES oMb, BEEFEHRF2 0 NZITHRICEMR T2 A TR T
BEN/KZW,



4. JHAMDZR R LA CHTEZEAIH & RASEEE OB S 15810)

[EHHIRRERA T/ EROEKE]

NK-104-NP W ABIFNC K » CE X R RAZ F 0 OFRIRAEEH FIREIC 240, EEM & T 5E
W2 BB I DR &R LT IREIED AN S 6 A CHKRMERITIRE Y, Eio, K
W AT 2 DDS BRI E MERE LLO OB R MRV PRI 75 « BBRAEEE . OVE AMEILAIGE 3R
E o T B PR BB FEME IR R BT L OIRIRIC LI TE AR R L 2 B,

(ER - HE~DER]

FHEFOE Y WET SRR RBEERNPERTE D, £/, BEERSESF AT L it
FABHE | F ) BROBAEIC L > TH LWEREEN L O SUBEAMAIHTE S Z Linh,
BONEDEEDB IR ~OREBRHIRD TRE VY,

[ER{£ B L-HRFEREAS]

ARBHFEIE B AFIMAIN 2 fen B R AR5 Z S ICERE Ko 7o T/ B TEZMAEMRTH
DI #ER AARBEDOSB I K - THEES N D EFEHEEIC L HHERETH D,
BTG BR AT D RBNE TR E VY,




5. WFSEErE - FiE
(ERtZBE L - HARBEREG]
ILHEANRIE T 5, BIEMSMEREICT 5 B & 82 2 F 8N PLGA 7/ hiF (NK-104-NP)
AN OEFILOT=DIZLLT O 4 FREE S D
(DNK-104-NP D 5eid{b OBFFERH TS TN FEBEER
@NK-104-NP D22 23 Bk
(ONK-104-NP W ABIKIOFRET - BA%S - Ak
(DNK-104-NP W ASUAI % RV 7o BRER YRR PR AR

® IR EHOIIHEII AR OB M 2R L, BEEMESMLTEEETT LV ~DOKREN
BEIC L AHMERZH LN U BEFERAR,

® AKWIEEIR 2 B D DO @E) a3 LB L, i () e szxszs
CAREFERA (U SNmiE) OB - IGEOEBERH D, BRI F TS
BERER - BBREFEHOZ L2 H NK-104-NP B ARIKI OG- B L O e R4 H
W5,

@ FKYHUIsur (B BT, RV AUETH) 1. NK-104-NP OBYERINEH 4 572
». NK-104-NP B ABIKNZ B 72 ) Wi+ O BEE Y35,

® PRI A ORBIE LILEEE TH A N KEDOEEFMERYE V4 —C1T9H, %
Oy —F (P BoMaiesE & LT, MEEE - RGBSR - EE - AR
WELECE I C OB X XIS 5,

® FAGRHFBIIANAET 43— VAV MERELVX 2T N =Y A AOEMETH
HFEBEAHEY UEMMEEXET 5, ERLEREIREHEME (PMDA) & EHH LAR
WCEBERELRNE DT D,

[(FAEMRER & O2KEE & FR51H]

1. NK-104-NP DR E L DEAZCEF - BN ZEEHER

1) BENIRBUTE M7 NK-104-NP OFERL (SERE 21~22 4F )

NK-104-NP D¥IF£<2 NK-104-NP OEAbIC & 5 “REHEROR TR 2R L, Wi co
SN IR Bl 72 NK-104-NP & /R4 5,

2) NK-104-NP K& P& 5-1 L 5 3B IEBRER Pk 21~23 4R %)
HEEMEMEESNET LV (Ty b, TR P ete) KX LT, FHEHEOE X N2 X
F 2 K NK-104-NP KB 5 L, NK-104-NP OFIWEAMEET 5, F71-. WE AR
T TOEMBEHERER Z EE T 5, HEHERREZITV., NK-104-NP OFEKROHIEHA &S HE
ET D,

3) NK-104-NP W A% 5.1 X 2 3 IREAER  (ERk 22~23 43)

SRR IR B8 72 NK-104-NP % BV T, NK-104-NP O AR 5z L AR KE Nk E &
ol U CRRGES B,

2. NK-104-NP L4 HER (FERL 21~23 F£E)
GLP Z:YE T2 T NK-104-NP OKE N TR AR G L 2 LM R %2 EET 5,



3. NK-104-NP 1R ABUHIDELET - BAS

1) WhHEt (B 21~22 )

NK-104-NP & BRIEHI & OB EELHBRZ 1TV, BbE T DA 2 &IRT 5,
2) MAT A AOFHE (FRL 21~22 )

NK-104-NP {2 & > 72 AT /84 A &R L, FiEHIRA~OREXZOFEMEITS, 754 A
HIEZR SN F O, ERNIADOBRAT NA A2 FTHEMERE LEET 5,

3) NK-104-NP Wk ABIKIDOFME (ERE 22~23 4EFE)

ST T AORBIRIAEFEE 2. NK-104-NP W ABIKI D3RIEZ BN DOB AT S 2%
HIH8 821795,

4) NK-104-NP ¢ ABUF|D#LE SRk 22~23 )
YRR HE BERFZE ) 0 NK-104-NP W ABUHKI| 082175

4. IERMESKRRER (FERK22-23 FE . AMKEEBELILS)

1) First in man (FIM) BEIRERBR 7 o b a— L OfERL - KGR (22 )

NK-104-NP OXREEBEICBIT 2 BN A2 L B2 2R L%, BIE LIS (BELRER
oA —) OFEABTCHERR 2 b a—VE2{ERT 5,

2) BEERBROER (23 F5E)

B LIS (BELRERE ¥ —) OXBOTIC, MEEESR EOBERBOKELE
T, W RBRGIEREBNFHIB O CIREOBIE UBERRE (BE - KEERSRER) + 5
T4, MEBEIL, 2AAREZF L LT, TREN 1, 2, 4, 8 mg #&H L7z NK-104-NP
ERETHARLREL., HREBIISHE THOH 28 6L T3, KERGRABRLEEIC 48
TE 28 Bl & B,

FEPRFRBR ORI E 3R L R A0S (PVDA) & AT LAGRIC I ENR A UL 91T
T D,
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6. YVRL2 1EEDORE

1. ERNREFUHAPLGA F/ #F (NK-104-NP) ORI OHFBAR - o IEIRAR
1) SRAHFEIRNTIRIE 7R NK-104-NP o {E !

JINE B ORAZ LK P =< vy g U EEiEE (Int J Pharm. 1999;187:143-152) Z W T
VR NARF o E BT HAERRINMEE S FARY ~— (PLGA) Bl ) ki+&2{ERIL7=, ZD

REE  SEYJRI T 200 nm LLFTC, X NRNAZFUDOEFRERNPK 12% D NK-104-NP 235 5 41
il

EHRIFE 166nm
EANRAF UG/ 12.4 wt%

(Ayh&ES:9K26)
ESNREF

5 NK-104-NP DGR L X NAZ F U EGH R

2) NK-104-NP &/ PN 5-1 & 2 SRah SR bR
O Ty bE/7uy) UBREEERNESNLEETT VBT 53

NK-104-NP ORENRFRENEZ NRZAZF URIEORO G E®RE LB L TEBMNTHDL Z
CEBAOGMNI L, B, B AAREZF L LT 0.1 mg/body (22§ 2 NK-104-NP D Hi[A]
KENEEZ X - T i EAEOETRIIEIZE > TEM TR OUER b2 b I he, — .
EHNAL T UFIROREAFRGICE > TRICIREZE D72 DI2IE 4 mg/body/ HD 21 HE#
ERNETCH o 77, BICR OB GRETIE, @ CPK 23 _FH-3 2 A0 R ARAE RRIEIR 23 4 U T,
L= > T, &AF/ DDS Z Wiz & N2 2 F & A PLGA F / ki DRENHEEI1X, O
HE80D 840 5D 1 OXHETH USSR ZRIERAES BET L L0 LNE o7z,

©@ ~UALPS BRAMMEEET MCBIT 27 :

NK-104-NP OKENEEIZ L 268902 RO E LT 5720, U A LPS #FR AN E
=5 L% T NK-104-NP 0, 0.08, 0.8, 8 mg/kg MHEIKENESE- &, NK-104-NP OF
By CTHDHE X NAZ T 0, 1, 10mg/kg @ 7 HFKIERR O 5 0 LR 2 i L7z,
EPHNAZFUOREROBREOHEIZHOWT, b FNOEES 60 kg & LIEBEAICEZ R
2F Db N TORKREEE 4 mg/body 1% 0.067 mg/kg IZHHYT DD, EEXRAXF D%
HOE R ERET A7, BRHEE LTEDO I5{5TH5 1 ng/kg . KRHAEEL LT 150
ETHDH 10mg/kg ZIBIR L7z, 7o, GBI X AR ZF o DM PRENEFIKEE & 72
HTHBEE Lz, MiZN—7L b, &5 24 BE#IZ LPS 2 ABREE S ¥, T 0 4 FF
R 7% (Bl OV S R BEik ORI 24T o 1=, AARBR L, KB ZMiapeEE b o #8 A 1.
B (BFhERkER, HBER - ~ 2 a7 7=V U ooSEREOR OMFIRERER) T QMR AE AL



4% (AST. ALT. TP, Alb L RCK) ZFEoofgtE s L=,

BNEG- 7 NV—7 ClE, K& SIMIaEEROBREIZIBWN T, B2 ZF B A PLGA T/
*ﬁc (NK-104-NP) @ 0. 08 mg/kg B & 0. 8 mg/kg #f T A MERk %k & £F P ERE AN L. 0. 8 mg/kg
HCIIRHFNIRAEENR D b, ﬁﬂﬁﬁﬂWW7Ti R MR BEEHE O A
BWC, BE5ABICELITRD N o7, 2B, [RENKREG IS NV—7 KO AERS 7
— 7L HiZ m&EM%%@E?ﬁ%mm%b6hﬁ#oto

PLEX W, NK-104-NP 1% 0.8 mg/kg OHEIXENEGIZ XLV A MmEREL & i P EkE A i
S FIMEM IO DNIR, ZOAPEN THD L AL T oD T AMKERAES
TiE, HEERITRD N7,

[RERNIRE]
800 4 WBCs 800 4 Neutrophil
600 - 600 -
=
]
K]
3 400 A = B 400 A — [ Control (Saline), i.t.
EANK-104-NP 0.08 mg/kg, i.t.
200 200 A EANK-104-NP 0.8 mg/kg, i.t.
EINK-104-NP 8 mg/kg, i.t.
0 L 0 IPLGA particle 8 mg/kg, i.t
(OS]
800 - WBCs 800 5 Neutrophil
600 - 600
.
=
2
o 400 A 400
O
200 200 -

@ Control (0.5 w/v%CMC-Na), p.o.
EANK-104 1 mg/kg, p.o.
EANK-104 10 mg/kg, p.o.

6 -~ A LPS#FHHANMESETT WIZEBIT D NK-104-NP D3R

-




® IBHEPAZEMERE (RMEMEMEELZ 2T 25) OF v METVITRIT H7Hfb

WER i RE . ATHERE. S SN ErHE T I OSER D Z IS T 22 R 2 et 42 2 &
FHMIC, 7y MT1H 40 K, 8, #3208 0 iR S EI@MEPAZEMENiIZRE (COPD)
T NVEERLZ,

ZOFER, —BIREEOBERCIIFET REFTRIERD b o723, FERERE O FEmIC 3
W, B — 7 R 7 12— (peak expiratory flow, PEF) O NRRBO N, 2D &b,
WM D Z N aDFEDOBRFRIZ LV . M EEREIC B 2 X 72 L7z COPD BFRIER Z 2 L C\WBH T &
BRI N AETNLVEZANT, FEFEHAEOE X N2 X F 2 KO NK-104-NP % K8 NK 5
L. NK-104-NP OFZIMEEFET D TETH 5,

%1 T v b COPD EF/MIZIIT B MERAEHE DA

Day 0 Day 56
f 1203+ 14 136.6 £ 2.2
vV 0.697 £ 0.014 1.048 £ 0.021
PEF 346 £ 0.07 507+ 0.18

Each value represents the mean + standard errors.
f: Respiratory frequency (breaths/min).

TV: Tidal volume (mL).

PEF: Peak expiratory flow (mL/sec).

@ e it e M FEE A 23 2 BBRAMEAE D BRIFE 7 TR 2 7 -

EERRER BT A EY S EREB A HE T 2O ERETH I I =2 APV EZHNT, 7
VA A VUSRI EE T VAR 5 Z Ll LTz, AT EZHAWT, £HEAE
DYHINAHEF KO NK-104-NP KBNS L. NK-104-NP OF L RFET 5 TETH
%,



2. EANRZFUEHAPLGA 7/ HiF (NK-104-NP) DR EM4EHER
O T v PRUA XIZRBT D HEMRAN IR G B

F v b0 5 AR GERBOBR LY | 28 AWK GRBRIZIWTRE L7z 3 HETIX, HEFR
THRIEFINCERD DZ(LITRRD b7z,

FEEIC. A XD 7 ABRBEERBOKEEL Y, 28 ABEERBICBWTHRELEZIHAETDH,
B S CHEEEMICEELATITR D bR -T2, TS, AFIOEKMHRCHHEa L
27— )OI TEALRED N T2,

@ Ty PROYMIBITHRENKRERBHERER

Ty b7 BB ERBROERE LY, 28 HMEGHBRICBWTCIHEEZHRE L, ZOW, &
EHETCH 2 FINREEZIZEC LR, M T CELEORREKJENRE T D &0 Kk
REFEEZHWEZEZOO, BRIZLAFERIE LTS, FRUTO 2 & TIIBIR A T
PN ERO S IBTRD Lo T,

P 7 BEEERROMBEL Y | 28 AR SRRSO C 3 MEZRE L, Thb oMk
TR TR IR S D TR bR o T, R DT RORERT b AR
DEIPRChH BRI L AT B A OE TR HiRN- T,

7 v MRV IV TORENEGIZ LA AFOENEREICE L T, Y Cidks b 45 Thom il
FREZ R LZZ EE i b3 CHEOMCMEFIZBITT A B2 bz, 7272 L,
Ty FCIEERFH B BE 15 B UBETRITIITRML TE R\, Tnax IIER IR
Moty T, 7y PRV IIZEBW T, 131F, REEEHB LK Cnax S AUC 278 LT,
—JF. Fv k& ﬁ/vﬂ){zﬁﬁﬂ@]ﬁé%tﬁiﬁ‘é & AUCy (ng- h/ml) Z¥ /T v h=4.3 3.
b 15 D% OMmMPEE (ng/mL) XV A/T7y b=6.1{&THYH, 7 v ML THALTXE
D ZEIZMEPICRITT D EE A BN,



3. MARFIDMAGIRET & T /N1 ZDEAE

Ff IR AT IR E <. B b0 B HICEE L TR Y . HWiiiia kBl 2
R CHEBER MR PICEY 2 RES D LR TH D72, HRINVESY) O 5t &
LTHERZHEDTWD, Fio, K& 3N B IR RS0l i EAE TR IR HE 7 & Ok 512 X Y
JRETCOFEZFIES D Z LB TE UL, REBEOFE LMK & BIVER OB i T &
Do LOLABRG, —REIICBIICAER TH 2R+, H 25 WIE ERRRE OGRS REN TH
DR 3 B IR~ DR EN ATRE T DR F1E, ERIFHRFE TR 0.4~6um & Sh
TRV, RFREANEBELREEZED LRREIND,

O NK-104-NP W ASUHI D VERL

NK-104-NP DOWe A% 52 fcii 7 BAIER G2 B9 & L, NK-104-NP W% A SUA D B RS % st L7z,
NK-104-NP F7-iI X "R ZF 2, BRI ZHRML, B2 ANAZF U2 BHEEEEH
BEH9 % NK-104-NP W ABUKI TG OV Z N R & F W ABIKI 2385 LT, FOFfEHR.,
1. 6 1 m ORI A & 7T NK-104-NP B ABUH e OV & R 2 & F g ABLFIAME BTz,

Iz, New Generation Impactor (NGI) TV 285 )FA0R 2% HE L, NK-104-NP W A
TR e OV 8 H ISR H T W NHFN DGR~ 25 R HE Cd DR T CTh D 02 7l L 72, NGI
\Z & B 28K 1R TR OFEIEZ X 7 (2, NK-104-NP W A HUFHI 0> 28 ) SR P45 A %
8 izd,

NGIZ k522K J12PR T80 57l

-stage 0 : 9.0 - 10.0 microns

-stage 1 : 5.8 - 9.0 microns

stage 2 : 4.7 - 5.8 microns
(MEER)

=stage 3: 3.3 - 4.7 microns
(R &RARSER)

»stage 4 : 2.1 - 3.3 microns
(ZREED

»stage 5: 1.1 - 2.1 microns
(BRARREID

-stage 6 : 0.7 - 1.1 microns
(fifift@)

=stage 7 : 0.4 - 0.7 microns
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Devdea Theog, Stage 1 Stage 2 Stopa 3 Stege

8 NGIIZXABEHNNAHZF L HAPLGA T/ ki F (NK-104-NP) W ABUHI K O
B X N A BT W NBHI 0D 2858 01 R o AR




F7-. 40°C/75% RH OFAET, 10 A OREMERRZ I L, R, BEESITICEL
HHEEZE. NI S K2 RN FN e i Le (& 2),

F 2 NK-104-NP W% ABUAI K (Ve & /S R & 5 i A B4AI oD
10 H 722 & MR i R

Stabit HFEHT (um) t9’\1(n’>17;§‘/ﬁ
) e HEEHIFLS p g
Formulation | Tie eint BEZ(L(%) | Fine Particle Mass | B&e&fE (um)
Y x10% | %x50% | x90% .
um | <3um
0(initial) 0.61 1.56 3.73 2.88 0.44 0.27 3.6
NK-104-NP
% A B
&A&ﬁj 10 0.70 1.82 4.84 2.85 0.37 0.25 4.5
N 0(initial) 066 | 1.57 3.37 3.61 0.62 049 2.3
ERINARF
% A S
&Ai‘zﬁj 10 0.68 1.55 3.28 4.03 0.54 0.44 2.0
(1R 17514 40°C/75%RH)

L EOFERL . BRRE~DEE i L=kl A XD NK-104-NP W ALK Z B3 A ETH D =
ERBHBME ST,



©@ v HZNRZF B APLGA T/ ki (NK-104-NP) W ABIEIRLERAF O

B~ L= 8KIZRE 2 B9 L LT, NK-104-NP Oy BIAILEF T & 5 QR EHE
VAWK 2 VR Muik, @ORrEZi R s Edhiik, OmERER A &
L AYERIED STRORFa ATy MEEICE L TR ZIT-72 (K 9) .

# R EME AWK Fa s ARy MEBIZE D ERIL7-a v R Yy MR, WA+ U
T HBERI T DFHE A~ PLCA b+ 2 EEIL LI-ETH A7, PLGA F R+ 2S5 TX
HENEIMBOERE LY BIRWZ ENETH D Z L - T,

W AME RSB B ERIE Tl (ERL 3 R Yy MR- HITid, PLGA F/ Hi 7% b
B A TE, BWHNEERZ RTAEERH I b0, BRIETHLZ L, B\oRE
Rt W b, Fm, VAT AEEMLOERIEL Y B RAVICR D ERRMETH
DI ENEST,

RGBS A LV AERIEIC K W ERL L 72 2 R Y BRI, PLGA F / Ki+% 50%
* THLA LT PLGA -/ KiFOMtE2 ffk C& TR Y | MNEIER G th o RIEIC B
WCHEBRNWZ ERALMNE RS T,

UEDE S 7a Ry y MUIEORE . KO ~DOIEHB IR | JEDOFBL X T
W eV RBF EOREEBRET DL, AT, 1Ny F 20 pRETRHTE D, TN
TRERLANA V2V AL AL T0D LB BRI,

o HRE  PLGAY) i /Pl 7L a—a
B A 40-100 10m
PLGAT 7R FHL AR &+ ~30%

% PLGAT 281/ 3Lk
A A 100~500 g m
PLGA 7RI R AN G+ ~50%

RF o ~30%

R : PLGAY 707/ 5Lk
A AA 1 50~300 1 m
PLGAT 7R -lid B HIE <~ 20%
RF  : ~45%
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