1k

A

D H DB EITIER O & H W K.

FFRE:H=10 C=12 N=14 0=160 Na=23

=3 Cl=3855 Ba=131

SRR R = 8.31 X 107 2o

YIRHA FoO@E$ : 6.02 X 10% /mol

77557 —EH 9.65 X 10* C/mol

f2=14 JE=L0E =04

BAEZFR LU TEADEHA1E, BROATIIRHTOFELLHS, FHEAC
W SR ARAY E T EXE ORI E DT &,

1| RoOXZEHHA FTOMIZEALX,

F& (TR 47 93, @<, B, IWWSNEWSHEHELDOEE
T, BEERENEELTWS, Yy b Ty, INVTH ST, H%E, BE
D7 L—ALlzE, THEAMSFKERETCREASFHINTYS, £/, WAT
1, WSRO N TR, BHTEsoSE, ALHEERE, ERMEOs5T
HFH RS NIFH ERPEHIN TV S,

WiFo 2 (BIRFH ) DRMHOZEDHDERIEL T, IFILETIVAT A FAME
b Tna, WFILOEMRMIBETFS > (V) TEARIZB X THD. —H,
AIWAFA FREIEEAT S > (V) S (D M50, BbkFy > (IV)D
GAERIL30~60% TH D, BFy > AOV)MSHMFY 2RO T DT,
FHEIRICT HNENRDH D,

MiF 4 > ORlEIE 1660 °C Th 528, BRI 2 MEEOMSHNH 0, 885 °C LA
TTRAAEEMED B, 885°C U LTHELILHHMFDARIZHES, F4
CEEE, TOMBMIEICXD, cfd BER e BROIFEBICHEIN
%, fiF& OUE, 885 CLTFTRAHREMED a LN E SRV, A%

— 9 — OM3(758—26)



9L, aMEbE2ADIE, BHZESSCL N THEESRHILNTE
B, R1I-1CRF& o NCTFI > LR tHA~EDHEELT.

Fzl-1 FIUBOLRRZFY L EELEERLEONE
| AlsL o R e . Bl eI RD
it # ) ils bl 0 %1% (g/cm?) BT (em) B D
INT RS
(885 °C LA'F) -
3 i} ) VaVab: Lol S ) -8
FH 660 AT 4. 54 GNH R ERE) | 1.47 X 10 g
(885 °C LA k)
(A) 660 | WL AT 2.70 1.43 X 1078 3
RO H M1
(912 °C LLF)
1 . MWRYAIL . =4
(B) 535 T A T 7. 87 (ROSNLH#ET) | 1,26 X 10 2
912°C BL k)
© 1083 | A& T 8. 96 1.28 X 1078 1
D) 1860 | (RO EHET 7.19 1.25 X 1078 1
E) 1887 | {RONE AT 6.11 1.31 X 108 2

OM3(7658—27)



BALF & > (W ZNVFITREND I FIVEREE (1 - 1@) oiEnhic, 7+
& — RIS (X 1 -1 O) SN TS, ILFIVEAEOERLER#E &
LTHIRENTWDS, 7+ —ERELTF S > (V) IZFEA 4725 L EH 208
TEIEhD, 7FHY—FRIERETFF > (V) ORMITEIMRN Y725 &, KE&H
DBEBFDVEHICINTZEDICRY, BTODH > E I AIIEEMNEH O H
275, ZHEELEWY, REMHELEKGTRDE L, ZOEANKNS
BPEEN, EROFISTPHIV(-OH)DBEL B,

H:0 — +OH +H" +e”

ZOEROFTIINIG, KIGENEWEZD, AEEENNCEBETEEDS Z
ik, AEEEMERICIRT D, EBIC, EIRREOHES BB A
RETHENENEDRKR, FARREDOHEICHAINS X DITER>TVS, #HlX
ﬁ.&vamvxﬁz®0a9f53$w57»?tRﬁbn@,:%mﬁ%&
KIZH R L T 5,

0.38 nm

0.38 nm

0.95 nm

0.38 nm

1-1 @IVFIVEEREF S > (V) OfEfiE b)Y F & —ERELT 5 >
(IV) D& g, OICidb)E L s Rz SRS 25R7,

= 1] = OM3(758—28)



B 1 Fy i3, 4o oiEne, 3O F VREET 5, OF
& VRT3 5 A MDA & > OB TECE 2 FIT/R S > TRE,
il TR TLRT KZL8M2

B 2 1.00kg DIVFILINE g DMF & G oD h, AT 3 THE
Tk

M3 #1-10xHRA~EZTHELETTiLt.

M4 (1) Zl-10xFEA~EDREIEHOPIZE, 7712 EIIVIA
(Ca—tF3Iv 7 20)0FEELT, ATEPALERECHAZIND
bLONH D, €OEAMEFENTEAL.

2) F& 2 EXEROERIIMHMEMFOTEMICKERTEZEASILT
HENTWD, ZOXIRBHEEZDDOEGDAMEER K.

B) AFULAMIZAWSNZLHEERI-1OITEOTNS 2DEA
T, LHFKLFTEAL,

M5 7y —UREgFy > V) OBEE @/ om’) ZHPET 2 i TatHEE L.

M 6 TFEtil@obs It %R .

M7 7y —VYuEF S V) ORMTKDTHAEL THLIRET, &4

WMEETHOERDDE, RMIMHELERIVLATIVTE FILESRDN,

Eie, BIMRORDOITARARE LTS L, RVATITERRED D
M. ENENHAE L.

— [8 = OM3(758—29)



KDL A, FOMICER K.

ik & &) O — )L O 4 5 A 4 PLGA (poly (lactic/glycolic acid) ) 14 73 fig
mm< 4%mrﬂmabu:—»mrmm}mént& R BUSIZ & 2 TK
i @mmﬁ’ﬁﬁénfwﬂ«ﬂwém%tﬁ HRIZE > TRERMEITH
b TDF®, PLGA X, FiHAEER SIGOSEGHM, MO fHAz
I, % S 2 T 4 (DDS) G O34 OB il fIAE s & & U TR B Tl
HiTha,

PLGA OERIZHBNWT, AP/ J—)VEE O E RIS EHS TIMES T4
DEEGERLNMGDZENTERN, %_T ﬁ%Zﬁ%mmmﬁAkiUP&_
BETHLEITVFTRE, Fi, 9u:—w@2ﬁ?®mmmu Ik DEHR ik
FYa) RO, TS EMBRESIEAZETEATEODPLGA 21T
m50%®w chwﬂ%a0U3Hw@mm&w%ﬁ%%% 5 & TR
WT@M*ﬁMLQ%WK% EMTES, TS RELTHWEELSR
2~ 3MA TR RENSD, DDS THWS NS &L, &5 %A% PLGA O
ki T CEMAR, R DR AENTS LT DEITINT X DI PLGA Ohnk
SR 2 RIS B 2 & T, ik ORI E 1 ~ 6 M ARMIZIE—EICHRD D
EMREEIZIZ DTN S,
mﬁﬁA@Eﬂ@loﬁﬁéﬂ@m,%tb@%n:9m£®¥y7>%mmﬁ
fiL7=1%, AEEICXAAMIERICEIDHESNTHED, REAMME<ZDILD
KEELTHESNTWS,

(F)  EpeE S 25 A (drug delivery system : DDS) @ #£8) D)3 % FRR

RSS20, DERKBOROEME, HEREIC, BHERY
It (AT 10405 & 8 B Bl

I
HO—CH,—C—O0H

R2-1 ZUa—)liomER

— 13 — OM3(758—30)



M1 FRBQOREBXUS Y IR ORBICE B ML, RIEOILE
EELDDE, MBCLIMILLUETH S, DABBETNT ) I—)V#O
RIS DI ISR E ENEHURE,

B2 FHEDIZOWT, ROBMICEZ X, &ElEM2-1ICRs>TH
W,
() S7FFoMEz2HE, FHFRBETEATHYD, £k, F7FFOD
MAREMERIZ N DT D0
2) 7o) RokEEE T,
(3) ABOEEEZEZ M, F)I—-IBOESEEn &L T, PLGA O
XA AR HEANTERYE L.

Bl 3 FRECHzDYWT, S2FREFaY ReEmERILS 1 o#& TR
S X2~ PLGAGB: ) OFEH D FEMNEEX 10 THo. ZOFF 1T
HOZIZ S U T O T AT IASENEFEEN TSN, AT 2HTEA
CJ:O

— 14 = OM3(758—31)



il 4 [3 @ PLGA (3:1) & —ERE T TIMAS MG X4, PLGAG:D) O )L
1= [PLGA B D] DML ZH 2-1I1IZR L, E2-10F— ¥ &A1
T, UTOEMICER K, 7L, BEOBMIIA| 2B W THEYE,

F2-1  BBURKERTICBIT S PLGA (3:1) OF L [PLGA (3:1)]

e (HD 0 2 5 8 138
[PLGA (3:1)] (X 10~ *mol/L) 8.40 | 7.90 | 7.15 | 6.40 | 5. 15

(D) tHEDPLGAG:1) DIREE(A] 2, WML [Aly & Bk i s 34 kb % J
WTEHE,

@) BISHEER e OEZBME DT TER L.

(3) PLGA (3:1) DIREMNSURIIAR D 1/ 210782 HE %R &,

(4) PLGA(3:1) DWIIREEZ 5.00 X 10" mol/L 12 & /= & &, e piy) s
BED1/21225 %ERD &,

B 5 FEMdCONT, F7EOIY L0k ITIZERTE3 % OF 2 7o
BENTBY, TNETNTHIMIE TR I T — TR 72,
ARRWNIC K D AMAR I L O ERCHBIEINER L LTS, Bohd
RS AT, 3D PLGAB: D DERICibAEET 5 &, PLGAB:DIZ
Wi Ll g TEHh. APRF 2HTEAL,

=— 1§ — OM3(758—32)



[A]l& [BlZBATHRMIZEZ K.

[A] LA OBILKFEOREMSZ0HIZ, 20°C, 1.01 X 10° Pa TP
1.0 L 2 KB {L/N ) ™7 A /KIEHE 50. 0 mL FHZR Z3A AT, 1.OL Ot
RFEETEICHINE B, KISEO EEAE 25. 0 mL % 0. 20 mol/L MBS T
FHTE2DIC 5. TmLEE Lz, 2L, ZORBTHEMLZAKRBRLNY
7 IR 25. 0 mL & FFFTd 2 012 0. 20 mol/L Mg 23. 8 mL # % L 7=,

1 ZOEBICHER UKL 7 LKEHROEIVIREEEN S 50 A0
F2MTEAL.

B 2 MG L 0L A =R LB M mL FEhTWih, AEF2HTH
7”\..4:0

[B] ML OERFEIEOVE KL TWENENERARLHIEE
LTHEZINEZENDH S, EQVENEDU LY —EFENnS##IL, O
MORBESRL T, 7oEZT EBILIRBEAERT D, kAL
R ITEA I N, FHCBITL, I ik #FE & UTHiah
D, WEHENBRAERE L TUC THBLZRECCRBD) ZMATELE, E
OB L TORWESIIRBELSHMI N0z, "C-RFBICHKT

% B bR BTG PICE ENL N, 2B, EOURICERLT
WBHEHEE, RENGMEND EDIFZHIC BC-TELRFENE < B EN
BIEWIRD, Lo T, MAERRABICERL ZFESH 0 PC-_Ek
RFEFAIUL, EOVURHIZBRL THLINENHBTE 5,

GF) ERiEIANUaINZSy— B0 EEEN, b MR EDOHITEYT
HMETHO, BROHBHICRIHEENEEZ 5ND,

= == M3 (758—33)



M3 EoOUBMICERL TWAanWES, Wb “C PC oRAERFEL,
KBDOEELLERUT, “C98.9%, "CL1% EHETES, EIHHINAE
(0°C, 1.01 X 10°Pa) iIT BV BIERD *C- bk T D73 E % BT 2
ek X, MROEEHMKIZRI-1EZMND T &,

#3-1 RGO

ISR D LB (ARFE LE) (%)
E 3 75.0
e & 16. 0
@)% % 1.0
-2 4.0
KIS, 4.0

B 4 RENST ET EBILERBENERT DIEFERIEZEE T,

M5 MUBEHEDSC-EbmEE "CBbRENENTNHAINTY
LMD D, B> TH 2T V)RENTZZDIZ, KA Dhia<
oz, TIT, HENSTUARZIO L T C- bm# & “C-—RAL
RFEMIIUTz0A, TOHEELTHEL TOWRBRNEDERDFNS 2 D
U, TNENZOHH %S HE L,

A. BESEBREHOTREOERSITEIT D,
B. QRETNTKELND D LZENL 7258 T, S ThREET 5.
C. Q[UEDIGIEZEMET 5.
D. [UKDEERNEZTT S,
E. G223 TR ILAEE L TRB S BA%IC, DY & H i
T3,

=== i = OM3(758—34)



Bl 6 #aHhBCIR#EZE 100mg AL T, TDPCD3.0% BTG 1LHOD
BC-TRLREE U THBICIHETE LTS, ZOFHPO PCIETART
BC-RFICHRT DHO EE LT, Witk LML D *C ORGLEAEFERL
(%) EHMBT2HTRD K, 2720, WLROMMIEE -1 Z2HW, T
DL 20°C &9 %,

— 18 — OM3(758—35)



