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[0012]

BB, ERBRIFICSVWT, BREZBELTVWTHLWATOREDOATO
BELTE, BEBNETE LTER BRRUBENSLRZENSHIULT
BRINBIATORFZ 1 ~5E2BTH8AXIFARNOERARITZIR
XOATFORMEFT LN, FIAIFTREMAITIFAEMNDO3I~158, FHELLIFE
5~10808EBRX., ZRAXRBEZRAANTOREEL, BANICE. 73
Y. FhSeROESY, FhSeEROTSY 1, 3-YFFHy 1,
4—IFAFYy, EO—I. 4125V —, ESY—I, EYVIY EYZ
Vv, BTy, BENVFYY BTV AIFVYIY FAT Y,
BRIy, ERSTV XYYV =, AVFFHY =, AFHTTY
—b. BILERYY, AV R=b, A VFY—b, RVYZXLIHFI—IL, ¥/
) UENETLNDE, ATORER, ATORMOHEBANTOREZEXT S
BFICEA LEKRRFN—DANEEEETZETH D,

Fho ERFRICBEWVWT, BREZALTVWTHEIWATOREILEITS
BHRES LTI NAESY, EROFY, HBWVE. NOTY, EROFY
CFFYXEC s T AFIVTERINTVWTEIWC s TILFIL, H
ZWE. NBFY, EROFY FFYTEBRINTWTELWC,_7JLO
FUOENBIFOLND, T, BEHEREORE LTI HIXE 1, 2, X
X 3BIET LN,

FEA DR

X (1) TRINZLEWE. TLIRETSV—ILORBEDERRF%
EEEHLAEBEEEBLTVWS, KX (1) TRINDEEWIE. EHICERS
INB FEZNEETICTILIRETSY—ILICEBRIND 5,

X (1) TRINZEEMOPRICIE, (1) HESESLLENEWNEEY
BPEEINTWS, /. R (1) TRIWZEEMOFRITIE. (2) BRE
HERAECRYEWSEZTHLEEMPEEINRTVWS, £ A (1) T
RINZEEHDOFICIZ. (3) RTFHS5ORNHLSLLRBENMEEYHDE
IhTW3, o R (1) TRINZEEWOFRICK. (4) £HFTE
PMIT LI RET SV —ILICEBRINZEEYHIEEINTVWS, Fi,
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[0013]

X (1) TRINZEEWOHRICIE, (5) FIHF. FICKTRERAEHE
WKHFEAMEEMHIEEINTWVWS, (6) NEFEU LA SABEEMU EIChE -
THHRT LI RAET SV —VIRENMER S W 2R ESRHFL HICR RS
AFEEERFIIFEMEEMIEEIN TV DS,

IS¢ D fiy B4 75t B A

[M1]=EFADEZERMEZS v MR TRSBOMBHRYIEEHE (&
582:1. 25 mg/kg) 277 (n=3, FHELZEERE) .
[B121=HEHID DEZEMRY (ERFIVEEMKERER)E S5y MK TRS
LB MR RREHR (BE58: 31.3 ng/kg) #19 (N=3, FTHiE
TIRERE) .

[EI3]RFEBIED ERMERY (EREFESYRESABEKERBEF)E S Y MIET
%5 LROMRHEYREKRRE (858: 33.2 ng/kg) 29 (N=3, F
HiELEERE) .

[RAIRFEFIFOEZRMERY (RREFIVEEWiReSE FBES7IVEFH) 25y MC
BTHE LRONRHREYREWRY (52 31.3 mg/kg) &7 (N=3,
EHEEERE)

[H5]1REFIGHERMERY (EREFILEmIRRRE FBETIVEHK) 25
v MCE TS LERONRRRDBEHE (52 33.2 mg/kg) 27
(N=3, FHELIZERE) .

[H618ERI | DA VAR T =7 DRABHEARBERE T,
[H718EFIDT A I ORT 27 DRABHEERERE T,
[HBIELEFIKDY A Y ORT = 7 DRABHBERERE T,
[BI91=MEMHOEZRMEMY (ERFINEEYM~ 1 - 07 = 7HHFI(RG505, AP
Itk 1.56%)) 25 v MR THRE LARBOMFHEYRERR (BE5E8: 31.
3 mg/kg) %Z=~9 (14HBE FTN=5, 21HBLAEN=3, FHETZEERE) ,
[B110]1=M% J OEZMHY (ERFIVEEM~ (1 2 0R 7 = 7EFI(RG504,
APILL 2f%)) % 5 v MCE TS LARBONEHEYNREH#HE (58 31.3
mg/kg) Z~9 (14HBE FTN=5, 21HBLEN=3, FHETZEERE) .
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[B411]1R5eAI K OEZRMENY (REfEEM~1 /7 0R7 = 7HRH (RG50S,
APILE 1.5f%) )& 5 v MIRTHE LEEOMRHEMREHEY (BREE:
31.3 mg/kg) %Y (14HBEFTN=5, 21HBLMEN=3, FHETELRE)
[B12]RFEBILOERMEKRY (M~ 707 2 7RA (RG503,
APILE 2f8) )& 5 v MIER TS LAERKROMERFHEDREHY (B5E: 31.
3 mg/kg) %Y (N=3, EHETZERE)

[B13]1EfEHPOERMERY (ERMMCESMKERER) 25 v MIETR
EULBOMBRHEMREHRR (RE58: 29.8 ng/kg) =9 (N=5, T
EXRERE) .

[E141REFIODERMERY (REFI0LSYIKIEREBE) 25y MIETHR
ELBOMRHEMREKRR (R5E8: 35.5 ng/kg) =9 (N=3, i
EXRERE) .

[E15]REFIROERMERY (REFI12{ESYIKIEREBE) 25y MIETHR
EULBOMBRHEMREHRR (RE5E8: 34.7 ng/kg) =9 (N=3, i
EXRERE) .

[E161REFISOERMERY (REFIMSYIKEREBE) 25y MIETHR
ELBOMRHEMREHRRS (R5E8: 36.3 ng/kg) =9 (N=3, T
EXRERE) .

[B7IREFTOERMERY (REFLAESYIKIEREBE) 25y MIET®R
EULBOMRHEMREHRRS (&E5E8: 37.1 ng/kg) =9 (N=3, i
EXRERE) .

[R18]REFIVDEZRMEKY (EREM2cESKEREBER) 25 v MIRTH
ELBOMRHEMREHRRS (R5E8: 36.3 ng/kg) =9 (N=3, T
EXRERE) .

[B119]1RFEBIVOESMAY) (ERMI2UEEVKERER) 25 v MIKT
’E LBOMBRHEMREHRRE (RE5E8: 37.1 ng/kg) =19 (N=3, I
BELRERS) .
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[0014]

[0015]
[0016]

[0017]

FAERET 57 HDOME

LT, FRARKEEINBEREHEICOVT. I SICHMICHAT 2,
FHTIR. BECFRERRLANRVTORE (BIC. BENICHEIND
B) . TP ENSEAMAD & L TECERERY. RUTOBRE LT
FL<CERTEN. INSKBREINIDIFTRAL, RERIEABEMEIC
BRI NUEENBH T2 TEEET 2,
FRRCEEINIRECHAERRLEMIE. X (1)

[166]

N (6]
wUSILan 1008
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s
R " (1)

(XA, R’ R2ZEEFNEFNHIILT. —O0-, —OR4, XIE—NR4NaR4
NeZ R L.

R31E. KRXIFTILFILERL,

R4, R4Na RURANbE ZhENMIL T, KK, H5WE 1~3E
OE#H|EEZBLTWTHLIWTILFIL, LTI, PIAZI=ZIL, BEL
KIE7IVFZILAERL, HEER4, R4Na, RURANGART ZILFILIE—ER
OAFLVE (-CH,—) »~0—, =S—, —CO—, —NH—, —Si
RsiaRsib— X|F— (CO) O—TCREINLBETH>THLL, Rs
aRURsibFE, A—XIFEGR>T. KREFXIEC ,_¢7IFILERL,
LEZR'RUR2AELHIC-ORAZRTHEICIE. RTRUR2EA—FLIZE
ROTWTH &KL,

YER'RURZHNEFHIC—NRANaRANP A RTIZBHICIE. R'RUR2IEE—
FREEQR>TWVWTEHLW, )

TRIND, BREEENTHD, Adb. R aRURsivid B—XIFER
2T, KRBEFXIEC ¢ 7IFILERT,

ABPEMETIE. R (1) TRINZEEYWE EEY (1) 1 BV,
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REMEICEWT, [P =ib] offle LT, 1~18 (1. 2. 3
.4, 5,6, 7,8,9,10, 11,12, 13, 14, 15, 186,
17, XIiE18) BORRREFZETHEHEI LI DIRFEOTILr=IL (C,
s 7T ZIL) BEFLN, Cio 1, TN KYFE LLEFLN,
Ci_g7ZITZI, XIEC,_(FILTZUDBISICFFELLBFOND, T
TV DG, RREZEFSICE DK IIAERED Y B, Y AKRRU K
SVRAEOWTNEBEET B,

RBEMASZICHWVWT, [PLAYIZN] OFELTIE, 1~18 (1, 2
. 3.4,5,6,7,.8,9, 10, 11, 12, 13, 14, 15, 1
6. 17, XiZ18) BORKRRFEETIEHEILIESEREOTIL AT T
2 (CrogTIAYIZN) DEFLN, Ci 1, 7IAYI ALY
FLLEIFON, Ci_ g7 AYVIZN, XIFC s TIVAYIZIDNEISIC
FELLEBEFLNS, T ZILAYIZINIE, REEBZEZSICEDLKIL
EKEMEDS B, YAAERV NSV REOWThEETET 5, TRADE,
TIVAYIZLORFEADSKBRBZE/RENEETZIRIC. (YR ¥R
) o (YR MSIVR) D (MFVRLVR) L XIE (MSVR MSUR
) D, WThOBEDEDHTET 5,

REMEICEWT, T7ILEZ)] offle LT, 1~18 (1. 2. 3
.4, 5,6, 7,8,9,10, 11,12, 13, 14, 15, 186,
17, XiE18) BORRREFZETHEHEI LI DIRFEOTILF=IL (C,
g ZIVERZIL) BEFLN, Cio 1, 7LFIANLYFELLETF LN,
Cig7IFI, XIEC ¢ 7IFLADBILIIFELLEFLN S,

F/z. R4, R4Na, XEFERANOHATZILT ), FILAYVIZN, BELLIZ
TILFZDNERTIES, UZTATZIIE T UIEHR BIAE1~3, FF
L<IET) BDEHEE (substituent group) #2LTW
THLL BETLVADIDINIE T XIFER (BZIFEF1T~3, FFELIE1
) BOE#HE (substituent group) ZAELTVWTHEL
CEETILFZDNIE T XIEER (BIAET~3, FFELLIET) BEoERE
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[0018]

[0019]

(substituent group) ZBELTVWTHLL, ThHDE

MEL LT AIZE. N"aFr, eROF>, BR7ILFIL. BRT7ILD
FONEIFLND,

APHSICEWT, T7IFI] ORIELTIE, 1~24 (1, 2, 3,
4, 5,6, 7.8, 9,10, 11,12, 13, 14, 15, 16, 1
7. 18,19, 20, 21, 22, 23, XiF24) BORRREFEET
ZEHILEDREOTIVFIL (Cr_.FILFI) BEFLN, Ci 7
FINIYBFFELLEFON, Cro167IFI. Cro,7IFI. Ci_s7
WHEFIL, XEC s TIFADNEILICHFFZLLETFONS, &L YEKNITIE.
AFI, TFI, OB, 4V FOEL, TFI, A1V TFI, sec—
TFIb. tert—TFI. RVFI. AYRVYFIL, REIRVFI. ~NF
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Yy 1 =7aFy—-1—sv00xFLy ;BYVEBN)TILFIL; KUY
VBIFI ;R Y VB4V TOEL ; X EEY Y (BIERRAKYIL)
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OH, KOH%) . kB7/ILAHVEE BIZE, Li,C0; Na,COj,
K,CO; Cs,CO0:%) . ZIAYEBERTZILIFI R BIXIE FH
DOLARNEY R, FMNUDLINFDRE) | 7ILAYYEBEKREY (B
ZIE. NaH, KHZE) B#IFons, BHIEEE LT, AIZE. N7
WEILTIY BIZE NIXFLT7Iv, TEA, DIPEASE) [ EY
oo XV BRI AZF ), EOAYy DAFILTII/E
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EZILO—I; TROFE. MLnAO—R, JILE—RE0HE; 7Y VE

DETFOND, FIRRHERMIEIERIEFIZSA TR TELWVWD FRH

Z2UHE. RERHERIPOEFRLEFOEFREL. AIRHERYOBERDE

BENEFERICEDRENMFE LV, FRICFIOBEHICE L2 FIZETIL

HY)EBECYDEE. FFE L <1X0.5~20mg/mL, L YHFZF L < (&£2~10mg/m
LTHY., BF7II—IRUOEDIFE, FF L <IE10mg/mL~200mg/mL, &Y

#F L < 1&20~100mg/mLCTH B,
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BZKRAY DL, VUVBKEZAVVLEDY) VERIE ; RV N DL
IRUBAYDLEORVEBIE; VIV N) DL VIVBBTFRNY D
LEDOVI VR BEEEF M) D L. BEEED Y U LEOFEEIE ; KBRS M)
DL, REEKBRFT M) D LFEOREEIE. N ZAEROFIOAFILFTI /XS
v (Tris)  FEXFEIF LN 2, RIECHRYTOBRERIOSEREIL. Hlx X0
.01~5,0mg/mL, $FF L < 130.1~2mg/mLTH %,

pHEEEEHIE, BEMEPHEAEERITH > CHIEEMHARZRI TH>TH LV, B
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ISR OEEY (1) OEEREIR. RIEEKRMORRICK CBM
BETHNIERICHRI ARV, FAIEERMTOLEEY (1) OSERER
 TLIRETSY—BRET, HXIE50mg/mLLL . 1FF L < (£100mg/mLLL
. FYUFFLLIE150mg/mLA E, BICIFFE L < 13200mg/mL X (3:250mg/mL 1L
+tTHB, LRIGFICREINRWA, FZ(£1000mg/mLATF, 750mg/mLLLT
. XI500mg/mLLATAEF 5N B, 2 IX50~1000mg/mLOEETHWD Z &
NTED,

BIECAERICE TN 2 RBLEIE. EEMICHFIINEBE OMEDME % ZRK
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FLELOA—RYFIL, ALVREIAFLEILO—RATVEZD L, Th
SOEEMENETONG, —REHRBICEWVWT, BEBLHIE. DILKRFY
AFIELNO—ZARG/ REEDF M) DLBBEEC I ENFELL. AL
REVAFILEZILO—RF M) D LEEC I EMFITITFE LV, BBEFIX
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[0107]

BERTH> THELULDOHEETH>TH LW, RIEHEKRIFOREBLFE
DEEEREIF. BHIZ X0, Tmg/mLL £, 7% L <I1F0.2mg/mLLA L, FICHTFFL
<130.5mg/mLLA ETH B, RIEEHEKITORBILFOEEREL. FIZ (X100
mg/mLLAT, $FE L < 1&50mg/mLLAT, & YWEFE L < 1E25mg/mLA T TH 3, &l
SRR ORBEFIOSHEIREIZ. FIZIE0.1~50mg/mLTH 2,

AISCHERICZ I NS 08UEIR. BREMICHBINE DEMENRS =08 L
B2EDTHDRY., FICHIRINAW, DEUEIF 1 EERTH> TH2EL
LFOMEETH>THLL, DRHER, PR EEKEEDIENMTFELY
o TDLORDEUESE LTI, K, £HEEEK, KEPEFESEEHS
HEEZBUBREENETOND, HFELEREERICEWT, 2BEIIKTH
Y, BEK, BEREK, FRAKELZAVDE I ENMRITEFI LWL,
AIECHEAIE. BRZ2EBDORMFIZEATVTE LWL, FD LD RHEMA
ELTE, EEMICHFBRINBOTHNIZFICHIRINT, FAIE,. 7l
LeERILR. REF. pHEABHEIET SN D, RISHRMFIRIEZERT
XIF2EU L HAEDETERTZ I ENTE S,

BMBIEEY (1) OFERFRIE. FIZIEK0.1~30wm, FZF L < (0.
5~20umTdH b, CO& D REHEIFFAZRIEFEAFKIELIRTHI LV,
—7A. BEERICSVNARYREZBLVWESR. MBI ELLEY (1
) OFHARFRIE, FIZIE500nmEL T, #FE L < 1E50~500nmHMEFE LWy, &
. FENFRIE. LY —OifREEICE > TRIESI NS, L—F—Of
BELEIC K 2R FROAEICIE, B Z IFSALD-31003 (3 SALD-2300 (X —
H—  RRARHERRFERN) 2BAVWSIENTES,

AIECAERDRAR A EE L TR, BAMBFEEZFER T &A/FE LWL
o MAMRFIRE. BRR—ILIY T (wet ball milling) PEEREY
F+ A4 F—#¥F7 (high pressure homogenization) . BEMKREISFME—
3> (high shear homogenization) . E—X3JL (BIZIE. 4/ —3 )
E/MFFE LV, AIERHRFRCNA T HOBERTESIRLF—IIL (BIX
. O—2—3)V) HFERTZIENTES, TOMODARAEE LT,
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[0108]

IS N2 @#E (controlled crystallization) FEAZEIF LN B,
—REFEICSW T, fiEER®IE. Bl e (1) . B
RUDBEEZRET2IRIE. AIERREGICLYELONAERBRICNLTE—
AIN&TIITR2E, BIBE—XINICLYBBONERBRIOE—I%R
ETLIRIEEBUARCIYBETZIENTES, IRIUIHBVWT, &
MO DREBIEFIEFICHRI AL, —ERBRERICEWVWT, IRENE, JEEK
DUADENERELTEE I NBEREB 2T, RUAIREEZILBKRE
SEMERDEERETAIRTERINTWS, TR22AIBVWT, E—XI )LD
FREEICHRINAVL, —REREICEVWT, ITE2:. BBRICE—X%
WL CHE#RT2TIRETHS, E—XOMEE LT, BIxE JLa=7
TIEF ASAELNETFLONG, E—XOERIE. FIZIE 0.1~5mm,
BFFELLIK0.2~3mTH B, BB, E—XINICLYBLNDEEY (1)
RFOEHNFRIE. E—XDOKRES, MREEOREEE (A%) . Hires
BFEICLYEERETZIENTES, IRICBVWT, E—XZRETEA
SRIEEICHIBRI N AV, —REREICEVWT, IT83k. E—XLYEHEAERD
INEUERET (BIZIE22GRLTF) XIEFERY b, XEA Y2745 — (fI

ZIE8O0umD Ay 1) ZRWVWTHEMALINY 2 TETH 2,

1 ~HHEHBXIE 1T ~4BEAUEICDE>TT LI RETS Y=L & HKENIC
PE I H B RRIMEERFNICHEE LVWERFIORIOBEDF & LTI, t&W
(1) & BHOBSTEREEXIETFIVEREES., PR 1 BOENE
BEMHERAE S DRENESCERMEOMBRAITH> T, E£EHERFODK
MR & DEEIRIC L Y, DR EHIDDRIBEBEIIEES NV EHET S
N HEIWIRT 2 ENTEZERERMAIZEITONS, AIFCORIRE
Bl BE. BSAICAEREDKDEEBATELT. BHEORKRETKES
X TNHREE % £ AESHERBEICER I E L EREOREXITRE
WTH D, AIEORIREMREEX LS IVERIEE L. H2EOMEHREMR
PTHY., PR ESTREOITZINLT)EO—-IE, PRCEHTEDR
Z77FVNAY) Vv EREIEDED I ENTFE LV, RIRORIRREKER
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XIETNEREEE DR EH 1 BOEFREAMERAEICABRIEZ L
WKLY EMEDORRNARTE., ChoDBEERFIC. &% (1) ZAMEX
BRBRETZU I EICELY.,. FE L WMEMEDOREXIZBREBKRTH 2RI
HEDARNTETH D, DL D BRRIBREFIL, BERICEERRFDOKMER
BEDEMTZET, BREBELZTENRT 5D SMEDOIEEYILZ]K
5, —MRIC, AUESAKMERMKIE. R, FICMEANR. MEAR HERS
IFMEWTHY ., RIGSRIREFIE. COLIRRE BIAIE. 41V ERDOR
) EOEMICLYRBEBELTHT S0, SMEOCREETILVEFRT S
[0109] EMEDHREXISBBRTH SRIREF & I1Z. WRICEZICHKE LB RE
XIGRRBER, IS, BENQIRB[ELCHDIORIEEICL >TERICK
BEXNn2REMERT., BICFILLWERERERICEWTIE, &Y (1) %
BRI HIREA, X e (1) Z2RBIEIRI0EKIE,. 0. 2
2umDY )T T7 4 —FORENLRERBELZBEETESREWE
IRETH D, FEAMEOARBNLEHEEIL, FAE 20CT0. 1~5
O0OO0OmPa-s, ¥FELLIF1T~1000mPa- s, &UFFLLIF1
~500mPa - sThs,
LEROMEIZ, BERNLAA—F—I1TL Y, 9000~10000(1/s) DEBEND
ABTEE T, 0COXGTTRAEINS, BEA LA X —F—& LT, H
Z &, Discovery Hybrid Rheometer-2 (DHR-2) X (&Discovery Hybrid Rheom
eter-3 (DHR-3) (A—HA—:TAA VAV RAV }) EEZEFHIENTED
AISCAIRREFIE, E£AFRICHERIC. RIKmRELR LY (HRRORRT
BRAEE X IE T IIVRAEE) NKEREBICEEINLRICY A bOEY VKRS
EENDERRBEZRT DI EBHD, TOLIBREBEDH & LT
2. ABEROSEEDNINARREERT 2AF T I IV, BIRROS XS, K
ZMEMERICE Y AARBRMER & AT e FEAF T TF I, BRROI LN
K (HDWEH) ERERTIUAREEXTSF1—Ey JPREE2EEN=
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[0110]

RITMICER>TEHAZ 2 2MEROF 1 —Ey 7RO NTWS, &£&F
RICRIBR A 2% 5%, AIBREXIEBES VAR T 2 &ICLY. #5
#oiteaw (1) ORELIFEI N, RHEIhEdd (1) BEFRTT
LYRETSYV=IVILEBRINEZEILLY, TLIVRETSS V=L &2HE
BICEES BB ETARETHD Z ENARBPEICL > TREINE,

BB, KPICRIBREFZEAL, BEYOHKREER TSI EICE>T. 7
IWXIEHERDIERINZD BT DI ENTED, REIMERINLTWS
ME. BONEFY Z/NAXIRERELE (SAXS) THEMTL THEER T2 2 &N TE
5, & PMERIN, BOTIVIRTHZ (RETIV) EWDIHEEDH
DECF
STINT)EO—IVE2 D03k EMNE TEE EZ2B L. Thb 2 D03
MEIF, B—FTLEELQ>TVWTEL, INSIFA—FLRELRZBOKR
BEFEZELTVWTHLL, TNEFNHIUIL THEMILIFARMNTH>TH L
W, 001, 3=I7INT)EO0—ILEOt, 2=-UF7INT) 00—
LWOWTNEEAWD I ENTES, FHEBEEDHIE LTIE. C6~C327 I
FLEBLIVC~CRTILTZNENBFLNDZN. ThbHEE. RED
WRVBOIZRFIVELTERET S, bl LIELIE. RFEICBITZK
RERFHB I VOFRENMBICER L TEHBAINS, LEN>T. CX: ZIF,
RERFEIXTHY REMBNZ THDRICKFREETRT, Hl& LTI
BIC. A704J)0 (C6:0) & A7)O4) (C8:0) & A7)
(C10:0) &, 59040 (C12:0) &, IYRKAJIL (C14:
0) &, /SWLIbM)L (C16:0) &, 749/4)L (C16:0) &,
NI hLAA4) (C16:1) &H ZRF7O04)0 (C18:0) &, #UL
40 (C18:1) B, T54KR4)L (C18:1) &, Y/LA1IL (
C18:2)#, J/JL/JA4)L (C18:3) &, P>SFKR/4J)L (C20
1 4) B RAJAJL (C22:0) & L) T/ 2O14L (C24
9) ENRIFohd,

& o T, MBEIMAIEGEEIE. ASOVER. ATVLEE. AT VR S

I
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[0111]

VB, SVRFUBR. NIVIFUBE T4 VB NIV MR RT
VUB. FLAVEE, TSATVEE )/ —IVBE. )/ LV TSFR
VB RAVEE, B LR T/ VB FRIEINSICHBT S 73
—IEB80, RARIRATINEEDOEHRRBEN—RETE2HDTHD, IFFL
WIEBMSHIE, /S F VB AT T Y VER. LAV BLTY /-
BTHY., HICAL A VEBTH D,
STINT)EO—ILE LT, FICREIRINAWD, B IER1HRDIEMR
MEAR—XIZER > THADZ VTN )EO—LIFE L, ATHEY
ALAVEERT)O0—)L (GDO) ARFITIFE LW,

STINT) 0=V 1 BEMTRIE 2BULEEAEDLETHAVWS &
NTED, H®R7Z7F2)NaAY> (PC) & J)tE0Y) VEEEDFHKSER
ELTAVUYNY VBIZRFIEELTEY., BB LT/ ) EOo—ILE
BI2DDEMBIAIZATILEE LAEEEZLTWS, Y VEBEORMHTH S
o EIBBOHEAELENERHZIENSRAT7FILIYVILET DY
VIEEIIEREEL TWD, FERY VEEERE LTE. 8. O (BAE
OO B R (B T2 ORE)  BLUCRREESTEY
BONZEFONS, COLIBMREREDOE—DP CELEERDOP COERE
EMEFRALTHELVWS, KEPC (SPC) FAEINHEPCELIEEN
SOREMHIIFE L, RENICHZQLSPC (BMESPC) i*RHFF

L\,

RETEKREEXIETIVESREE S LTIE. 2 & 18OV F7YILTY
tO—bE, DRKCEBTRBORRT77F2N ) v e, ZlHEDETH
WBZEMFFE LW, FIC, ETEFHNICRNLZITIULTYEO—-ILD>
501U EE, ETCEFNICHRARLARR 7 7FINY) D250 1 &
&, ZHAEDETHWS I EDFHE LW,
BRSBTS I HRIEEORICEFE LWiAaEbbEIE. GDO&PC
. FICGDOEAREPCHLUL FIEMPCEDHEAELETH S,
EREAMERBTEORE LTIE, KERMMEABHIEOLFELL. R
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ROGARFEE LT, PALI-NVE S8 TAFTIUVE (57 hriR%E
B0) . I—FIE. PINE BLUTRILEFY REHNLBERINZ DA
CEHTROBENIBITFOND, PLI-IVEIBIFETHY. FERR
WBEETERT 2, FELTILI-IVEOHELTE, T4/, 1V 70
RN =, FRELyZYa—i, 7)) 8L EO—ILRILT
—ILDZEIFSN, T8/ —UBRBEFELWV, TN VEOBIELTE, 7E
>, n=XFiEEOQY Ky (NMP) ., 2—-E0OY Ky, 8&70EL
VAH—RR— R PBFESND, FELAI-FIEELTE, PIFILI—F
o 7Y 378—J)b (glycofurol) . YTFLVFYI—INE/IFIIT—
TI. DAFIA YV IN—i814 R (dimethylisobarbide) . $LUPRYITFL
V) A=A BEFOND, FEAIXATINEE LT, BRI FILELT
BV 7OELDREFON, Y XFILZILT 1 NiE, FELRCYAE T
Hb, WHERTINESITVRLERFL RBEELTUE, YXFLTEINTE
K (DMA) BLTIAFILRIVEFL K (DMSO) BNEREFNEIFLN
%, EAREAMERBAEIZ 1 EEETRIE2BULEEAEDETHAWVWSZ
ENTED,
BREOBRSHREEXESIVEHREE S, 2R e 1 BOEFESH
BERAE S OREYMESOEMEORREFOIFE LWHAELE &S LTI
. SPCEGDO&EIH/—IDHMAEDLETHY, SPCEGDOETH
J—ILEDMS ODHAELEEIFETH D, ERBORBREFKEENILS
IWHEBREEE S, PR & 1 BOEFESHEERAE S 2 ETHERPIC. 1t
B (1) ERENIEEBRETEOIEICLY. FF LWEHEDORRE
FIA AR I NS,

1 ~HHEHBXIE 1T ~4BEAUEICDE>TT LI RETS Y=L & HKENIC
S BB RSN FICTE LW ERFIOBEBO I SICRIOF & LTI,
e (1) #BWRPELTEOIA VAR T THBEFLND, I T
CRAVAORT T EF—RRICH T RIS u m~E+ u miEE DOBRIR DELF|
ZEWV, REAICMODH2HEEH D, ARROIA IO 77k, &%
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EMRY— (PIZIFELFEERY v —) FORKEZET,
AERDYA VAR 7 27 OEHNMFRIE. &M (1) OFFEDRLHIFE
B EBDLLOICE. FELIEE~150um, FYFELLLIE10~1
20um, ISICIFFELLIF20~100um, LYFFLLIE30~85
umTH2, AP, MEORLHIEFELEEHIC. RIVEEEES T
HDENDH > HBEICEEARNFRENIL L, RINVEEZES T20ENH
SIBEICREHANFREZRELTSHIELHTE S,

& (1) OMEOREHEEE. RUMEOT LIV ZAETS YV —)Lom
FERMBEHBEZETLOIC. &M (1) OKXRATOIYA VORI T TH
DORIEIF. 80%ULENSTFE LW, ARERZEMEIEZLHIC. /Ny FA0
ANDEEDHAABEEBEIEDLIELHTE S,

[0112] ARAROYAV7OR7zT7ICEWVWT, &YW (1) OFTEDK ST
 RUFZBO T LI AETSY - I OMAEYIREHZ B85, 1t
a2 (1) DEBEEIE. FFELLIE10~50%E8, LYFFLLIE20
~45EE%. ILHICHFFELLIE30~40%EETH S,

AEROIA7ORT7 7R BEMRYT—& LTERDEER) T —%
BEITHIZENFELYL, ARRTHVWONIEFPEERY) T —& LTE
. EEARTHRAICDBEINTAHEDORRMEENELND D THNIEL L.,
BIZIE, KRB, RYTYI—-IVEE, HEE— ) I—IVBHESE (poly
(lactic-co-glycolic acid) :PLGA) . RSV ITVEE RYY > I, B
—TFARSFUVBRESHE, LB-b ROF Hh7OVBRESE. U3
—IEB-kROFTHTOVEBRESH, R)TOEFZ 7 by RUTF
O>7 by, RYANLAZI MY, RUATOZI MY, RYMIXFLY
H—REx—b RUp—TFdFH /v, RYUa—VFI/F7I)ILBIZATIL
CRYB-—EROFVEE., RYMNJXFLUIFRHL— RYUFILYVI
AT RYFWNYA—RRX—r, RYIZFLIVH—RRX—F, R y-—AN
VIN—L=TIWNEIVEE RYVL-—TF7Z=v, RYTILFUE R)A—
RR—M RUYUIZZXFITIR RUTPI/B RUTLFLUTILFL—
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[0113]

e RUZFLYT)a—, RYILIVEOEREERRVINSDHE
EEFHIETLNG, INOOHPTHER)ABERUCAB -7 ) I—IVEHRE
BHEDIFELWV. ThOHDEFMEMER) v —d, 1BERTAVTEHL

L. 2EULEZRELTRWVWTHE KL,

RUABXIEEE— 7)) - IBHESRKREZERT 2158, TOHDTFER
. BWEEIASEEBRRTELVWD, BFE2000~20000 0RRE.
FELLIE4000~100000%]E, £YFHFLKIF10000~70

OO0OO0ORETH 2,

T, LEDFER. RURFLVEEEYEELITI57IVEE/OT L
J274— (GPC) TRIELARYZAFL VEEMEOEEFHFEEZ WD

T, HB-J) - IVEBAESESEICHITSEE : /) J—J)LEE(lactide:
glycolide) DELEIE, FICREINTEAWVEEN SHEEERT IS WD,
BEI9 :1~1: : 990D FHUEE. IFFLIE85:15~50:
50 FHULEETH S,

RYZERIE., R —-D—Z8. RY-—-L-—Z8 RYU-DL-HABOWT
NTELL, FELLWERY DL -HABTHS, T/ AB—-/7VI3—1
BASEEIE. DB 7)) I-IVBRSEE. L-HBE—7)1—-ILE
HEEGA, DL-ZB—7) - ILBASEEAOVWTITH L. FFLL
IEDL—HEB-7Y I-LBAEEHKTH D,

RYABXIEEE— 7)) - IVBHEEEHRERAROAERICLYEET ST
ENTE, TG (B2 IE. Resomer, Lactel (Evonik#y) ) #{EET 2
ZEETED, ARTROIAV7ORT Tk, EREGESEERY T —IC
AT, EDBEOERBFEHMR)T—%2EBLTH LV, T, AETOD
TA70R7xz7iE. AFEFEOEREORMFZSAELTH LU,

ARTOYA/0RT7 27, LR LERDZRVWTEHEASBFETRHMOA
FICLYERETEIENTES, ARATODYA /AR T 71, RRMERE

TIEEORHMERCEREROYV) VOB REICEBN YA VAR T T %
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BrEmH D, BRBEERICEEY (1) XTZOERTEFSBEERY <
—EBRMXIEBBEIE., ALHOFEET. XEARETTALIELRICHER
BIEZRETIIRESATHET DI ENMFE LY, ILHICEHFSLFTL
MOTRE (B2, BEIR. BNIRE) Z2ATLWTELWL,

BUIFIC, ABFEROTA 70X 7 27 OEEREICDOWTL Y FHBICERAT
%,

AFEROYA I/ OR7 2 7EEREIE. BRBEHRIC, &% (1) RO
EHESEMER) Y25 T 2RBRIIRBEREFDIIRE; B5NBBRX
FRBRE. KEEEAL., AEFOFEETXEARETFTHALLTIVIY 5
VERDIR; RUBONEITIL Y aVhLERAERARETZIRES
T

9. ARAERIC. AW (1) RUCEFSEER) v —&2AEXITR
B, H—ABRXIIEERERT S, taWw (1) & BEAESPICEMHR
LTWTHELL BBLTWTEHLW, EHRSBMERY) v —IE. BEBEH
ICBRLTWB I ENTFE LWL,

AETROIA I OR7 2 7EETHVWSO N2 ERAEIE. EEOHERY
R—%ZBELEBE25D0THNIEFICREINARVWD, AIZIE 700KV A
Yooz dy, Nysooxdy,. Yoooxdy, ERERFRED/N
A7 VERIEKER ; TFNI—FI. AV TAELI—FILEOI—FTIE
s HRRTFIV, BT FINFOREHBFEBIZATIV ; RVEY, MLV, Y
LY EOBERIRIEKFE ; TH/—Ib. X5/ —b, 4V 7O =)L, R
YINTIIA—NEFEOTIILIA—NE; PTEMZNILEFEOZRN)IL; IAF
WEIWALT I REDT I RE 7 MAREDKEMENIZKIEEMEDE
BRENEITONS, ChOoOBERBEIR, BRTHRVWTHLL, 2BHE
ERELTHWTELL, ThHDHRTH, KIERMMEOBRAE, Iy
200X 8 A FFE LWL,
T, INLOBEFICE

B2, ) UER EEE. VT UE

g

XIFEEEMZA D ENHRKD, BBOIFE. &
. FEE JNaVEE B L avB BEAEE

g
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LA VEBAEIFLNSD, FICEREEATE LW,

[0114] {b&% (1) XIZZDREERBEDEIEIZ. ZEWAHE 1 0 OFEEMICH
LT, t&W (1) XIZZDEHN. BEO0. 01 ~3 0E=HREE. £ L
<IZ0. 1 ~20EEHREE. SJYFFLLIF1~1 0EENEETH S,
SHOEERY) v — EBRBEORIEIE. RERAE 1 00EFESIICHTL
T. EEpEHER) < —H, BEO0. 01 ~3 0EELPEE. FFEL KO

1~20ESHREE, JYFFELRE1~10EEHEETH D,

RIC, BONERBEARITBER (k& (1) | £ESFEERY
T—RUBHARASD) 23T 2, Tabb. SoNAERARARE
K (Whp2448) SREL. KPICEABBERBRIE—ICHER L0 W
BITINYavaBdN XiE. Son-BRAEREREZK (Wb H
) &REL. KPICEBBRAE—ICHR LS (BEF) 0 WRIZIILY
AVERFD,

FERAINZIKEIFICREINGRVWDS, ERHFIDFTHEINDI B ONF
F UL, BIAEREEK ERAKEDIZEITOND,
BEAIEABRNITRBE R S KDBEEIE. FMEORTH A4 D0/ WEIXIES, /0
JNBEIZILY a3 v MELNZEETHNIE. FIREINGWS, K1BE
TICxH LT, BEARARIIRBRL. BFEO. 001~0. 27EHRE
E. FFLIEO0. 005~0. 1FEFEE., LYIFFLLLIEKO. 01~
0. O REMREETH 3,

AFERICBWT, KEMEXIZKIERFMEOWTMOBERBEEFERT 2
mab, WEFEEALTELW, KEMEOBERAEKEZHEA L LHEIR
AR EFERTZ&AFFE LV, ARTITHWONSZEFRIE, 0/WEIX
S/ 0 WEITZ I ay, BELLIFRER WEXIES 0 WETTILY
AVEEKTEREDOTHNUITVWTIATELL, BIZIE L1 VEEF MY
DI, RATTVVEBFN)TL, SUOVIRESTN)IDLEFEOT A UHER
HEEMR ; RVAFRSIFLYYILES VEEBBBBIRTIV, RYUAFSTF
Ly eV MBEREOI S 4 HREESER ; RyEZ)vEnY Ko, R
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[0115]

DEZITILI—Ib, AIRFIAFIIZIO-R, LIFU, E5F,
E7ILOVBENEFOSND, ThODAFIE. BRTHWTHLL, 2
ML EZRELTRHWTE LW,

HAEFNE. ZUERIICKBITHRM T IE L0,

FAFOFERER., FICREINT, BLAVEELNSBIRINDD, AL
FIAREEOBE, HlxiE, 0. 0001 ~20E8%REE. FELIE
0.001~10EE%RRE. LYIFFELLIZ0. 001 ~5EERRETH
%,

0/ WEBIXIZS /0 WEBII VI a vORBAEE. FIREINT. LA
BAEBARIIRER (bEYW (1) XIEEDIR, EESH@EERY v —RT
BEREZET) NAKPICELSGY A XORERWVWLIEZILE LTHRT S
FEEZRVWNIEE W, ZARAZEE LTE, I REYFHFA Y —FTE
EARXIIBBREKOREY % BY A OEREE CTHBIL L. KRTLERRK
XIFBEBRZ WAL L TO WBIRIES /0O WBRITT > avedT B h4E 5
TV T740—FOWMBAERALEET ST 15 —IC LEBRXIZERE
REKDEEME—ERETEBRIEDZ &ICL Y FEERRIILBBREM
b L TOWEIRIES O MBI avETBAER E5Iv 74104
—ZE0WMAERAEET 27 1LY —IL LERBRXIZBEBRE —EEET
BEIETEEABRXIEBBR WM Lc®. KERETD2AEEFEET
B5IENTED,

HETHNIE, I arBEiE. SEETIT>TE LWL,

BHE, Iy 3 VEREICERONEEE T 2 & T, IEONTRE
BBIENTED, ThabBE, IV a VEHREICERODEZES TR
MFRENEILLTBIENTES,

BoONEONMNEXIES O NEITILY a3 v LEBARARET DI &I
LY., 470727 DKERBERAESN D,

ERAEDORER. BERVWONIHENMREBIND, ZAEE LT,
TORSEERME, HIWEITRF Y IRI—5—RETHERLAL S
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BT 5. XIIRRAISEELTITO>A, O—4% Y —I/NRL—4—QEEZAHWL
T, BEEEZHEMLANOREET 5. SWoFAEENEITFLNS,
ZDEIICLTHELNAETA VAR 2 7RERIE. HEICH U TEYR
AECBREERNLTIA O 7 2 7OREICAE L TV S HEEEDLEY
(1) %L THIV, WERRCBEE LTI T4/ —ILPIN KE1E
FTRIUDLBEBREDOTIVAVEBERIETFONDS, Y4707 27 %&ZRD
DEHDIWVITEBL THOBMLAE. A1 7O0XA77ORAEICAEZELTWS
BEREDILEY (1) . AibFREE, RBKTHEBYRLEEL, BET
HNITBETRBRCBETHET 5, HEARCBES LTI, T4/ -
RIN KEBIEF M) D LBREOT7IVA)ERABRNET OGNS, BEITHKL.
SEFBRIMEL. BRETFTTIYAV0R 72 7HOKSOBREES L1 /02X
TJITHOBEORBE L YTZRIIT D, FRKPICEPETILI—IL, %
ORARMFIDEETFLIIIFEAET T, HEROYA /O T 7 2BRE
%, RRELZBLIMVORTITHRERBDIEHTED, ERLBORN
YA V0T T T7HNERL D BEETHNILRRICHIBRIG AL,
[0116] F/. BRBROTAIVOR Tz T7AEMBISCCEHTEHAL. BHET S
TN FREZAETEIYAIVARTITE/FTH L,
ABEROYA70OR7 27, HICLRBEEAEICIYFONETM70R
TJIT7IRRENRREEERET S, ARROTA 70X 727, Dl &
£ 1EBE., LYFFELLIF2, 3XIF4BAE. ILHICFFLLIF6ERANL
OHFE. BEETIEEY (1) XIEZDEZRETEIENTE S, AR
DYAIOR7 T 7IE EFAKICEBEI HAKERBETEHRNFIE LEBAIC
. FICLRBIRERETSZENTE S,
FEREEFRCLYBONIZABETOIA VO T 7. BE. RO
MIREET %, AETOIAVOR 7 7. RIROBREET S & T,
HEICHITZRIBROREMEPLHR SO Y v UBEME (BEYE) PRIFT
HY. FEHARIEETERSEREE LTRSS LAEBE LRSI ORI

PR,
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[0117]

[0118]

ARTOTA 02727 BIZE &Y (1) 288737470
RAT7IT. TDLHOHOEL VI, BLWCEFAKESTKERBEHFFIE L
T, BEICKES T2 EAHRDS, XIFFIOEEE LT, KRROYA4 70
A7xT7E, BIZIE 6e (1) 2889257470727, BEICH
LTZEDRHOEE VL. SLTHESTHERBINTIE LT, BEICE
5452 &NHRDE, CZTOHELTE, BIZIERNY UL R GFICH
SERREREE N Y U Y R) NEFETH D,
AHAROBBIFRFOTA VORI T 7OEEER., FHFPTI4/0OR
T T7HDBINNITFICREINRWVS, BES~L5 0EENEE. ¥
LLIFTO0O~40EERRE. SYFFELIF10~30EEREETHD

AERICBWONZEE L E LT, FlZiE RIZOBBLE. iRt
Bl EEH. o HEBHENET LN,

AEBHEICSWT DAEEOBYE] 3. B MXIEIEE MIES LGS
IC. EROBNAEDEENERAMEZRET 2LOICEVNRELET, AE
MERMERBZ-OILREIN2MECEFNALAEIR. $55A. HlZIE
BEINZEENLYE, H5REB, ARINIZFERWEEI NS EER
EOEHRMWARIBICLYREINL D, BIZAE. EXEFIFITEEY (1)
RiZZDIEE, LEW (1) BET, 1~7T0EEREEIETEHLL,

BIZ TR TREXITHRAREICEWVWT, MEOWKERIELNI S 1
HYZYoBE5EK, 0. 001~1, 5mg / kgad—4—0DHEEN
Eifbnsd, RTTREXIZHARBSOLDICERINS 1 HRSER.,
0. Tmg~500mg., LYUFFLLLIEZ0. 1~100mgD&ELHET, ¥
BICETHIEXE 2 ~4EICHITTERELTHE LW, >T. BRTFESEX
ERHANE S REBEMITSHEIE. FlxiE. e (1) BET. 80, 1m
g~500mgm. L& (1) XiEZTDE%E, EXENICHRINDHRA
XIgHEFEEBICBATH LW, H#EA (0. Tmg~500mg) DL
PR IETFBRIZ. HIZIX0. 2, 0. 5, 1, 2, 3, 5, 10, 20, 50
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[0119]

[0120]

[0121]

[0122]

[0123]

[0124]

100, 200, 300, Xig400mgTH>THL\W, FAILHHED
iz, 0. 2~100mgXiZ0. 5~50mghAFEL<., 0. 5~10
mgMNEWUIFE L,

ABEMZEICSVWT [EXEMNICHFRING] & BELRBME. FE. 7L
F—REFEZECLQW, B MAREWISERT 2 OICEYASENL L
)RV ERT ZHEBERICES D, bEY. FLREEEEDESTHEK
M. FIZETOREMEEET,

ICIREEINAWS, 8 (1) XIZTDEREZEETIEREF & L
TiE. BIAIESERBFINFE LWV, FEFEE L TUIHARNRSHENFE
GRS RERFINETF LN, RICRTRSAEFANEFE LWL,

BB, RBRHEZICHEWT TE0] &k, TAREMICHILRS] & T
%] #58E9 5 (The term "comprising” includes “consisting essent
ially of” and "consisting of.”) , F7., ABRIE. ABBMZICFHAL L
BREHFOIROHEAEHLEELTEET 2,

Flo, LR UARFETROZSEBBEICOVWTEHA LSBT (HE. &
&, HEEE) k. ABRTICEEINZIBEARETIICHIY. EDLDIC
HAGHDELNTELW, TRDLLE, ARERICIE. RPHESICEEHINSME
AEDLEARARZRFEOH LW Z2HEAEDLENLRIZEIENETEEIND
== e )

BT, Bl%R L CABRROERFBES L Y EBARICEIET 25, ABERO
EREFREIT TEDBICREI NS EDTIEAL,

AEBHEICSWT, UTOBEZRAVWS I ENH D,

REX : &E6IHFS

EX: ZkflES

STR : #EX
Data:#¥7—4% (NMR1 : VXFIANEKEFY R—dsHD'H—N
MRICHIFZS8 (ppm) ;NMR2 :CDC | ;#D'H-—NMRIZHIF 2
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§ (ppm) ;NMR3 :CD;ODH®D'H-NMRIZHIFBS (ppm)

: NMR4 : CD,;CO2DHD'H—NMRIZCHIFSZS (ppm) . Tk

. MS :TZ2ZRT ML)

ISICIEEMES LVHARLICOVWTIE. UTOREEBWS I ELH S,
[0125]
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[&1E]
Abbreviation Fl A,
AcOEt FefE < F )L
AcOH [
AcOMe R A T
AcONa IEla - U o A
CpI LU - AR I —
Cs5C04 Rl o7 A
DABCO LA-UT e rul. .24 7 %
DBN LU T H e rmid 3,015 /%
DBU L8 U7 ey r7alb 4.0-T-7 5k
DCE L,2-Yrmami s
DCM A==
DHP 3,4-Pk Fa-20-v5
DIPEA AT AT LT I
DMAP =D AFLT IR
DMF NN AF AT LT IR
DMSO DRAFI AR TR
Et,0 CaFopm—F
EtOH = H )=
HATU P{?X(V%%wTi/)%%VVFMﬂjﬁf%UTYUH&%&H
U= A 3-FF N A 70474+ A7 =2—]
HC1 HiEE
HOBt - Frx N7 —
K:COs IRERA Y 7 I
KOH KL U o A
L1.C0s IRER Y F 7 A
LiT ERVE IR RN
LiOH AKEEAL Y T A
MeCN V= N %
MeOH RAE )=
MgS0; s~ 7 2 7 I
NasCO4 fﬁ%%'}‘ VRN
NaH KEEALF R U A
NaHCO; JREEAKSFETF R DA
Nal ERZ Aral SRV
NaOH KBS U DA
Na,S0, WiEed MU oA
NMP N-AFAEmr ) R
Pd/C AN E
PPTS U= pm b AR R— b
TEA [N 2 My
TFA kU7 A v R
T£:0 Y TR AN L AV K
THF FThIEFarIs
Wse FEFA-1-@-PRAFAT I ST EAy IR A IR
WSC « HCl I F -GV AF T I 2T a e iU A I NIERBRIE

[0126] LITFDEREIFOD IEFR] (&, BE. MI0C~#3BCarY, BEREICH
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WTR L, FICHSAWRY S8 %RT., %id. FFICESAWRY
BEE%ETT,

[0127] 'H-NMR (7O b UBBEKHEIBARY ML) 127 =) TEHEEINMR (Bruker AV
ANCE IIT 400 (400MHz) . Bruker AVANCE NEO 400 (400MHz) 3 & U'Bruker A
VANCE III HD (500MHz) DfaInh) THRIE L /.

[0128] =rERI1 (EX 1)

T-(4-( RV VJDIF ATz V-4 -ERS T V-1-4 L) T hF)-1H-F

J ) >=-2-74>(3.0g). MeCN (30 mL), DCM (90 mL) DRE&HIC Nal (2.074
g). K2C03 (1.913 g), Y-tert-TFJ (Y OAXAFI) 74X7z—h (3
.58 9) ZMAERTIRI®E L, 3B%. Y-tert-TFJL (/OBXFI) 7
A7z — Kk (1.790 g), NaI(1.037 g) #MATHERE LK, I 5IC4HE.
RISRICKEMATEBHEL, BEEELHEL T, BERBKELEZ, Ih% DCM
(90 mL) IT/AfEL /=%, TFA (5.33 mL) ZINA. ERTIFAEIRE LA, RIE
YRIC IN NaOH K383 (138 mL) ANA. 2003048 L7, RIGKRD DKEZ B
L.
DCM, Et,0 T L7z, KEIC AcOH (3.96 mL) #MIA=ET 1BEBEE#RLL
o M LZEH%E 2L, HERMAERL, COBRERMETET ) AT
HhSLo0%kTS57 14— (0.1% AcOH MeCN/0. 1% AcOH H20) (CTHEEL.
EEfiEL., G-(RVYVILIFF Tz v-4-4)-1-(4-((2-FFV-1,2-YVER
OF /) U-T-1IL)AFD)TFIV)ERS T U-1-14 7 L-1-1 L) X FILing
FOYz2T7xX7x—bh (1.71 g) %137, NMR1; 1.77-1,.89(2H, m), 1.8
9-2.01(2H, m), 3.37-3.86(11H, m), 4.10(2H, t, J=6.3Hz), 5.11(2H, d, J
=9, 0Hz), 6.29(1H, d, J=9.4Hz), 6.80(1H, dd, J=2.4, 8.7Hz), 6.95-7.05(
2H, m), 7.31(1H, dd, J=7.9, 7.9Hz), 7.51(1H, d, J=5.5Hz), 7.54(1H, d,
J=8.7Hz), 7.71(1H, d, J=8.1Hz), 7.76(1H, d, J=5.5Hz), 7.79(1H, d, J=
9.5Hz), 11.93(1H, br).

[0129] EEfI2 (EX2)

BRFEST, G-(RVVIbIFA 7z v-4-1)L)-1-(4-(((2-(tert-T k
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[0130]

FNFI/NV-T-AIL)FTFV)TFIVERSZ D U-1-4 T L=-1-4JL) X FIL
tert-7FIN T+ A7 — r(15.7 g), AcOH (42.3 mL), TFA (14.1 nl) DB
a¥%&, 40°C ICT.5BSRIER Lz, RIGHE%E 10CLIFETAEIL, AcONa
(19.6 g)M7K (170 mL)/MeCN (70.7 mL) J&mAEMA. K (30 nL) THEWC
AT, ERICT 185EEBIE, I5ICK (71 nl) ZmA 0CICTIRAEIRE L
feo MTHERZBERDEE, 7K (71 mL) , MeCN/ZK (1:4, 71 mL) (IZTHhiRtk, 4
0CICT 12B5RBEREIEL, G-(RVYVIbIFA T v-4-1L)-1-((4-((2-
FFV-1,2-oerOx/) ) U-T-41IV)FFV)TFIIERST D U-1-4 7 I~
I=AILAFILbNA ROz T74A7z—k (13.81 g9) =87,

NMR1; 1.75-1.90(2H, m), 1,90-2,00(2H, m), 3.40-3.85(11H, m), 4.09(2H,

t, J=6.4Hz), 5.11(2H, d, J=9.2Hz), 6.29(1H, d, J=9.6Hz), 6.80(1H, dd
, J=2.4Hz, 8.8Hz), 6.95-7.05(2H, m), 7.31(1H, dd, J=7.9Hz, 7.9Hz), 7.
51(1H, d, J=5.6Hz), 7.54(1H, d, J=8,8Hz), 7.71(1H, d, J=8.0Hz), 7.76(
H, d, J=5.6Hz), 7.79(1H, d, J=9.6Hz), 11.93(1H, br).

EEFI3 (EX3)

T-tert-TFI (VOOXFI) THxRATxz—h (1.82 g) % MeCN/DCM (
1/1) (60 nL)ISEME L. 7T-((4-(4-(RVVDIF A Tz V-4-A L) ERF I V-
I-AIV) T hF)-2-(tert-T hF)F /U (2.2 9) ZMi. BREHL
TILIRAITES L TLWCTRRBI L., RINEZBERTE L KEB2 0D
CM ZBRE L 7%,

AcOEt/MeOH(9/1), 10%Na2S203 KBR =M A L7z, BHEEZDREL. &
FER#E L7z FREIC AcOH (30 nl) ZfNX. 40CT 2 BSREHER L, RIGK
ERERMELE. MIIVENARERBELE, BEESYATIVAS L
o< IS 74— (DCM/MeOH) (CTHEL 4&-(NvV[b]1FF Tz v-4-4
WI-1-((ZThF2TRT7F V)T FI)AXAFIV)-1-(4-((2-F F V-1, 2-
TeRAF/IIU-T-ANIFFO)TFIVNERS I U-1-A DL TAXEETA
K (3.19) 87/, Thil7t by (120 mL) &Nal (2.55 g) Zh1A. 60
CICTHRERB®H L, ERICEL. RAEZBREL, BEICK (50 mL) & AcO
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[0131]

H (2.5 mL) AKATMMA 7z, K (80 mL) ZEML. ERICT 8 IFEEHEL
feo B ZEULKTHE L, BRERZELELE. VATV AS L0
< hJ>7 14— (DCM/MeOH) (CTHE L7, MeCN/7K ZMNAfEERIL L 2i&.
ZEL. KTHE&E L, BOoNERERERESIET G-(RVYVb]IFA
Tz V-4 I)-1-(4-((2-FFV-1,2-e rROx /Y -T-4IV)FF)T
FINVERS I U-1-A D L-1-A L)X FI IFI 74X7z—kr(.1g)
A#B7=, NMR1; 1.13(3H, t, J=7.1Hz), 1.78-1.89(2H, m), 1.89-2.01(2H, m
), 3.38-3.49(4H, m), 3.53-3.66(4H, m), 3.70-3.82(4H, m), 4.10(2H, t,
J=6.1Hz), 5.09(2H, d, J=9.1Hz), 6.30(1H, d, J=9.4Hz), 6.82(1H, dd, J=
2.4Hz, 8.7Hz), 6.89(1H, d, J=2.3Hz), 7.01(1H, d, J=7.4Hz), 7.32(1H, t
, J=7.8Hz), 7.51(1H, d, J=5.5Hz), 7.56(1H, d, J=8.7Hz), 7.71(1H, d, J
=8.0Hz), 7.77(1H, d, J=5.6Hz), 7.80(1H, d, J=9.1Hz), 11.69(1H, s).
Ehefl4 (EX4)

(A-(RVVILIFA Tz V-4~ JL)-1-(4-((2-(tert-T b F)F /Y v-T
~AIVFFI)TFIIERS T U=-1-A4 T L-1-AJL) X FIL tert-TFI 7 #
Z7x—bh (11.1 g) (CMeCN (44 mL) XUK (44 mL) ZHOZ 45CICTHBIF
%, K (22 nl) ZMZf. FEBOBKRZHERK, NaHCO3 (1.1 g) ZMA R
[EiEHEL, 10%MeOH/DCM (100 mL) ICTHIH LA, BONEREZRNEL,
HEEES ) ATINAS L0 MT 57 4 —(DCM/MeOH) ICTHER L, (4-(
RyVIb]1FA 7 zv-4-yD)-1-(4-((2-F FV-1,2-V RkOx /Y v-T-1 )L
YA FI)TFIIERS I U=-1-A D L-1-4JL) X FI tert-TFIN T X7
z—hk (8.7 9) %8Bk,

NMR3 ; 1.47(9H, s), 1.95-2.04(2H, m), 2.05-2.15(2H, m), 3.40-3.60(4H,
m), 3.65-3.70(2H, m), 3.70-3.80(2H, m), 3.85-3.95(2H, m), 4.20(2H, t,
J=6.0Hz), 5.16(2H, d, J=8.0Hz), 6.44(1H, d, J= 9.6Hz), 6.88-6.92(2H,
m), 7.03(1H, dd, J=0.4, 7.6Hz), 7.29(1H, t, J=8.0Hz), 7.49(1H, dd, J
=0.8, 5.6Hz), 7.55-7.58(2H, m), 7.64(1H, d, J=8.0Hz), 7.87(1H, d, J=7
. 6Hz).
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[0132]

[0133]

EHEHIS (EX5)
(A-(RVV[b]FA 7z -4~ )-1-(4-((2-F FV-1,2-P RkOx /) V-
T-AIV)F X)) TFIVIERS I U-1-A T L-1-1 JL)AFILNA KOY =V
7427 x—b (300 mg) ICAvTOENLTIO—I (10 nL) &K (2 L)
& WSC - HCL (317 mg) A#ZRICTAA. 70CICT 10BREBHIE L, kb
AR L. KEMA, DCM/MeOH(9/1) THH L7, BHEARIEL. KA
EOYASINAS LA NI ST 1 —(DCM/MeOH) ICTHRE L, G-(RY
VIbl1F* 7z -4 L)-1-(4-((2-F FV-1,2-Y e ROx /) o-T-1)L)
FE)TFIIERS T U-1-A4 T L-1-1 L)X FIAYTOEIL T5R7
T— h(44 mg) T,

NMR1; 1.14(6H, d, J=6.2Hz), 1.78-1.89(2H, m), 1.89-2.01(2H, m), 3.41-
3.49(4H, m), 3.53-3.66(4H, m), 3.66-3.82(2H, m), 4.10(2H, t, J=6.1Hz)
, 4.25-4,34 (1H, m), 5.08(2H, d, J=7.2Hz), 6.30(1H, dd, J=2,0Hz, 9.4H
z), 6.82(1H, dd, J=2.4Hz, 8.7Hz), 6.90(1H, d, J=2.3Hz), 7.01(IH, d, J
=7.4Hz), 7.32(1H, t, J= 7.8Hz), 7.51(1H, d, J=5.5Hz), 7.56(1H, d, J=8
.THz), 7.71(1H, d, J=8.0Hz), 7.77(1H, d, J=5.6Hz), 7.80(1H, d, J=9.1H
z), 11.69(1H, s).

EHEHI6 (EX6)
(A-(RVV[b]FA 7z -4~ )-1-(4-((2-F FV-1,2-P RkOx /) V-
T-AIV)F X)) TFIVIERS I U-1-A T L-1-1 JL)AFILNA KOY =V
JA4AX7xT—hk (300 mg) (C 1,3-7O/X>TA—)L (10 mL) &K (2 mL)
EWSC - HCL (212 mg) ZESRICTHNA. 40CIC TP I/, 309K, 50C
ICER. I HIC 3001&. 60CICHEE L, I HIC 205E%. ERICEL. Ac
OEt ICTHBL., BEBEEV VATV ASLYORNIT ST 14—

(DCM/MeOH) ICTHER L7z, AcOEt ICTHBULS L. Fa% 28, REiz/E
I, -(RVVILIFA Tz V-4-4I)-1-(4-((2-F ¥ V-1,2-YE ROF
I U-T-MIAFD)TFIVVERS T V-1-4 T L-1-1 L) X FIL (3-E K
OF>7aEl) 7227 x—b (200 mg) %157,
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[0134]

[0135]

NMR1; 1.57-1.68(2H, m), 1.78-1.89(2H, m), 1.89-2.01(2H, m), 3.40-3.52
(6H, m), 3.53-3,66(4H, m), 3.70-3.82(4H, m), 4.10(2H, t, J=6.1Hz), 4.
70(1H, t, J=5.6Hz), 5.10(2H, d, J=9.0Hz), 6.30(1H, d, J=9.4Hz), 6.82(
H, dd, J=2.4Hz, 8.7Hz), 6.89(1H, d, J=2.3Hz), 7.01(1H, d, J=7.4Hz),
7.32(1H, t, J=7.8Hz), 7.51(1H, d, J=5.5Hz), 7.56(1H, d, J=8.7Hz), 7.7
1(1H, d, J=8.0Hz), 7.77(1H, d, J=5.6Hz), 7.81(1H, d, J=9.4Hz), 11.67(
1H, s).

Ehefl7 (EX7)
(A-(RVV[b]FA 7z -4~ )-1-(4-((2-F FV-1,2-P RkOx /) V-
T-AIAFI)TFIVVERS T U-1-4 T L-1-1 L) A FIL/Nn4 ROY TV
7427 x—b 500 mg) ICPITFLVIYOA—IE AFILI—FTI (10,
00 mL) &7k (2 mL) & WSC - HCL (353 mg) A=SRICTHNX. 40°CIC T
L7z, 3BFREI#&. WSC - HCL (176 mg) %ZEBM L7, 40CT 3BT L. K
ISRICK Z AN Z. DCM/MeOH(9/1) THIE L/, BREZRWEL. HEZ> Y
AXNASLIATNT ST 4 — (DCM/MeOH) ICTHEL, G-(RVVIb]F
F7zv-4-A4))-1-(4-((2-FFvV-1,2-eRax /) o-T-1IL)FF)
TFIVERSTV-1-ATL-1-A L) AFIN(2-2-A  FZIhFI)TFI
) 7427 x— b (188 mg) %187,

NMR1; 1.78-1.89(2H, m), 1.89-2.01(2H, m), 3.21(3H, s), 3.40-3.48(6H,
m), 3.42-3.49(4H, m), 3.53-3.68(4H, m), 3.70-3.85(4H, m), 4.10(2H, t,
J=b.2Hz), 5.09(2H, d, J=9.0Hz), 6.30(1H, d, J=9.4Hz), 6.82(1H, dd, J
=2.4Hz, 8.7Hz), 6.89(1H, d, J=2.3Hz), 7.01(1H, d, J=7.3Hz), 7.32(1H,
t, J=7.8Hz), 7.51(1H, d, J=5.5Hz), 7.56(1H, d, J=8.7Hz), 7.71(1H, d,
J=8.0Hz), 7.77(1H, d, J=5.6Hz), 7.80(1H, d, J=9.1Hz), 11.67(1H, s).
EHEHI8 (EX8)
(A-(RVV[b]FA 7z -4~ )-1-(4-((2-F FV-1,2-P RkOx /) V-
T-AIAFI)TFIVVERS T U-1-4 T L-1-1 L) A FIL/Nn4 ROY TV
7427 x—h (500 mg) ICFENV/K (/)0 AL), TFILLFYAL—
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[0136]

b (3 mL), WSC-HCL (529 mg) %Z=ZE=RICTINA. 40°CICT SHIFEBHIH.
BRI TR U, RISHRIC DCM/MeOH(9/1) &KEMA., KB % SE
L. 2BOEHELREL. MBMEAHLE T Y AFILAS L OT
7274 — (DCM/MeOH) ICTHRE L. (4-(RVVIb]IFA T T v-4-1JL)-1-(
4-((2-AFvV-1,2-e ROx /) -T-1 LA FI)TFLI)ERZ I V-1~
ADL-1-MILIAFIV 2-T hF2-2-FFYVIFI) 74A7x— (16 ng
) &187=, NMRT; 1.18(3H, t, J=7.1Hz), 1.78-1.89(2H, m), 1.89-2.01(2H,
m), 3.42-3.49(4H, m), 3.51-3.68(4H, m), 3.70-3.82(2H, m), 4.10(2H, J
=9.6Hz), 4.06-4.15 (2H, m), 4.35 (2H, d, J=9.6Hz), 5.12(2H, d, J=8.8H
z), 6.30(1H, dd, J=1.8Hz, 9.4Hz), 6.83(1H, dd, J=2.4Hz, 8.7Hz), 6.87(
H, d, J=2.3Hz), 7.01(1H, d, J=7.5Hz), 7.33(1H, t, J=7.8Hz), 7.52(1H,
d, J=5.5Hz), 7.57(1H, d, J=9.0Hz), 7.72(1H, d, J=8.@0Hz), 7.77(1H, d,
J=5.6Hz), 7.81(1H, d, J=9.1Hz), 11.65(1H, s).

EHEH9 (EX9)
A-(RVVILIFA Tz V-4 )-1-(4-((2-F £ V-1,2-U ROx /Y
VT AT FU)TFI)ERS T U-1-4 T L-1-1 L) XA FJL/n{4 RAOY T
VI7FA7z—h (1.0 g) Z2TFL>F)a—)b (10 mL) &K (1 mL) @
BERICEEB L, WSC-HCL (1.06 g) ZiNA T 45C ICTHEIAEB® Lz, &
IRICT 2 b & AcOEt ZMNA C3ENRERME L. KEHLHRE L, R

BEZOEEFEBREI O TS 7 4 —(DCM/MeOH) IZTHEH L 7=,
BoONIERKMICKEDIM-MeOH = 4:1 OEABEEMA TERL, HELE
. BMBERIEREL, BONLAIINMICTE NV ENA, REERICTE
Bl B LEBEGFEZZ2EWL TRRE, G- (RVVDbIFAF7zv-4-1)L
)-1-(4-((2-FFV-1,2-o ROF /Y -T-1)L)FFI)TFI)ERS Y
VA A-T-A )X FI 2-E RAFVIFIL) KRAT7z— bk (71 mg)
5T,

NMR1; 1.78-1.88 (2H, m), 1.90-1.99 (2H, m), 3.42-3.48 (2H, m), 3.49-3
.55 (2H, m), 3.56-3.68 (4H, m), 3.72-3.80 (4H, m), 4.10 (2H, t, J =6
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.0Hz), 5.11 (2H, d, J = 9.5Hz), 6.30 (1H, dd, J = 9.5Hz, 1,8Hz), 6.83
(1H, dd, J = 8.6Hz, 2.4Hz), 6.88 (1H, d, J = 2,4Hz), 7.00 (1H, d, J
= 7.4Hz), 7.32 (1H, t, J = 7.9Hz), 7.51 (IH, d, J = 5.5Hz), 7.56 (1H,
d, J =8.7Hz), 7.71 (14, d, J = 8.1Hz), 7.77 (14, d, J = 5.5Hz), 7.8

0 (1H, d, J = 9.4Hz), 11.7 (1H, s).

EHEFI1T0 (EX10)
(A-(RVVb]FA Tz v-4-AN)-1-(4-((2-FFV-1,2- kOo*x /)
VT-AI)FFV)TFIIERS I U-1-4 T L-1-4 JL) X FIL/N\{ ROV
VIFRATz—hk (1.0 9) % 1.4-THTF—)L (20 mL) &K (4 mL) D
SERAMRICEE L, WSC-HCL (1.06g) ZMNZ T 60°C ICTERFEMI L, K
IRICT 7 b & AcOEt ZMNA T3ENRERNE L TKZHHRE L, R
RETDEFEHREHRAEI/OT NI S T74—ICT 2EBHE L, (1IEEV YA

FIv, 2ZRIB7 X/ ) ATV, AHKR - DCM/MeOH)

BoONETELTI7R%EK GuL) ICFEBL, 7NV ENATARIE
oo BRTHRRHER. MHLUALKERE DML, &K 25C ICTEREER
(A-(RVV[b]FA 7z -4~ )-1-(4-((2-F FV-1,2-P RkOx /) V-
T-AIAFD)TFIVVERS T U-1-4 T L-1-1 L) XA FI)L (- ROF>
TFI) RATz—bh (438 mg) %8/,

NMR1; 1.39-1.49 (2H, m), 1.50-1.58 (2H, m), 1.78-1.88 (2H, m), 1.89-1
.99 (2H, m), 3.37-3.42 (2H, m), 3.42-3.48 (2H, m), 3.53-3.67 (4H, m),
3.68-3.80 (4H, m), 4.10 (2H, t, J = 6.1Hz), 4.43 (1H, t, J = 5.2Hz),
5.09 (2H, d, J = 9.1Hz), 6.30 (1H, d, J = 9.4Hz), 6.82 (IH, dd, J =
8.6Hz, 2.4Hz), 6.89 (1H, d, J = 2.4Hz), 7.01 (1H, d, J = 7.6Hz), 7.32
(1H, t, J = 7.9Hz), 7.51 (1H, d, J = 5.6Hz), 7.56 (1H, d, J = 8.7Hz)
, 7.71 (1H, d, J = 8.0Hz), 7.76 (IH, d, J = 5.5Hz), 7.80 (1H, d, J =
9.5Hz), 11.7 (1H, s).
Ehefl11 (EX11)
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(A-(RVVb]FA Tz v-4-AN)-1-(4-((2-FFV-1,2- kOo*x /)
VT-AI)FFV)TFIIERS I U-1-4 T L-1-4 JL) X FIL/N\{ ROV
vI7ART7z—hk (1.0 g) & 1,8-F0 8522 F—)L Bg) #7tbY (8
mL) &K (2 ml) OREBREICHB L, WSC-HCL (0.71 g) ZMNA T 50C
ICCIRFEIBH L=, RIGERICT Z b & AcOEt ZINZ T 3ELEERHEL T
KaHBRELL, BERZZOIFEFHRERFI/IOT ST Z 74 —ICT 2[
mE L, (1EBEZVASNL, 20B7X/2Y A5, BHEAE - DCM/MeOH
) BOShAETELI7ZREK G L) ICBBL, 7NV EIMATARS
i, BRTHREHER. MHLAER%E S, &K 25C ICTERRE
%, @G-(RVVbIFF7zv-4-1)-1-(4-((2-FFV-1,2-Y ROF/
)o=-T-4 W)X X)) TFIL)ERS I U-1-4 D L-1-1 L) A FI)L (8- RO
FOAFUFIV) RAT7xz—h (176 mg) %4#S/=, NMRT; 1.18-1.29 (8H, m),1
.33-1.42 (2H, m), 1.45-1.52 (2H, m), 1.78-1.87 (2H, m), 1.88-1.98 (2H
, m), 3.42-3.50 (4H, m), 3.53-3.80 (8H, m), 4.10 (2H, t, J = 6.1Hz),
4,34 (1H, t, J = 5.2Hz), 5.00 (24, d, J = 9.0Hz), 6.30 (1H, dd, J =9
.4Hz, 1.4Hz), 6.81 (1H, dd, J = 8.6Hz, 2.4Hz), 6.89 (1H, d, J = 2,4Hz
), 7.01 (1H, d, J = 7.4Hz), 7.32 (1H, t, J = 7.8Hz), 7.51 (1H, dd, J
= 5.6Hz, 0.4Hz), 7.56 (1H, d, J = 8.7Hz), 7.71 (1H, d, J = 8.1Hz), 7.
76 (1H, d, J = 5.5Hz), 7.80 (1H, d, J = 9.5Hz), 11.7 (IH, s).
Ehefl1 2 (EX12)

(A-(RVVb]FA Tz v-4-AN)-1-(4-((2-FFV-1,2- kOo*x /)
VT-AI)FFV)TFIIERS I U-1-4 T L-1-4 JL) X FIL/N\{ ROV
VI7ART7z—h (1.0 g) & 2-XAMF2ITH/—J)L (20 nL) &K (2 ml)
DREWICEE L, WSC-HCL (1.06 g) %MIAT 60°C (CTIEFEMIL L 7=
RISEICT & b & AcOEt A#MNA T3EBIERNE L CKEL#HBRE L, B
EREZTOEEREREI/OINTIS T4 —ICTC2EEE L, (1@ETY
AT, 28BT7 X/ A5, AHK - DCM/MeOH)

BonAT7ELI7REK G L) ICEBL, 7EMN VAN TARBEIE
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foo ERTHRREFHER. ME LABRE AL, &K 25C ICTERLZER
, -(RUVILIFF Tz o-4-4))-1-(4-(2-FFV-1,2-Y kaOx /Y
VT-AIFFV)TFIVIERS T U-1-A4 T L-1-AJL) X FI (2-X hF
IFI) RAT7xz—bh (320 mg) %137/, NMRT; 1.79-1.88 (2H, m), 1.89-1
.98 (2H, m), 3.24 (3H, s), 3.40-3.48 (4H, m), 3.55-3.67 (4H, m), 4,10
(2H, t, J =6.1Hz), 5.09 (2H, d, J = 9.0Hz), 6.30 (1H, d, J = 9.5Hz)
, 6.82 (H, dd, J = 8.7Hz, 2.4Hz), 6.89 (1H, d, J = 2.4Hz), 7.01 (1H,
d, J =7.44z), 7.32 (1H, t, J = 7.8Hz), 7.51 (1H, d, J = 5.5Hz), 7.5
6 (1H, d, J =8.7Hz), 7.71 (1H, d, J = 8.0Hz), 7.77 (1H, d, J = 5.5Hz
), 7.80 (1H, d, J = 9.5Hz), 11.7 (1H, s).

EHEFI1 3 (EX1T3)
(A-(RVVb]FA Tz v-4-AN)-1-(4-((2-FFV-1,2- kOo*x /)
VT-AI)FFV)TFIIERS I U-1-4 T L-1-4 JL) X FIL/N\{ ROV
vI7FA7z—hk (1.0 g) Z2TFLvF)a—-)b E/4YV7OEILI—F
JU (20 nL) &K(2 nl) DREABRICEEB L, WSC - HCL (0.71 9) #MAT
50C ICTTHSERB® L, RISGRICTtZ b & AcOEt 1A T3[R IRGE
LTKEHBRE L, BEAEZTOEEFRERAERIOTRNTST714—ICT
2O L, (IEBY AT, 2B B7X /2 A5, BHER - DOM/Me

OH)

SONLTELT77RA%ZK Bol) ICEEBEL, 7Eb>(05nl) Z/MAT
BRI tE, EET bHERER. T LAKESR%Z 2L, #EK 25T ICT
ERERE, G-(RVVIbIFFH Tz v-4-1NL)-1-(4-((2-FFV-1,2-V k&
FOFx /) o-T-1IL)AF)TFIVVERS T V-1-4 T L-1-1 L) X FIL (
-4V 7ORFIIFI) RRAT7xz— b (290mg) %187/, NMRT; 1.06 (6H,
d, J =6.1Hz), 1.78-1,88 (2H, m), 1.89-2.00 (2H, m), 3.42-3.48 (4H, m
), 3.49-3.68 (4H, m), 3.72-3.81 (4H, m), 4.10 (2H, t, J = 6.0Hz), 5.1
0 (2H, d, J = 9.1Hz), 6.30 (1H, dd, J = 9.4Hz, 1.4Hz), 6.82 (1H, dd,
J = 8.6Hz, 2.4Hz), 6.89 (1H, d, J = 2.4Hz), 7.01 (1H, d, J = 7.4Hz),
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7.32 (1H, t, J =7.9Hz), 7.51 (1M, d, J = 5.5Hz), 7.56 (1H, d, J = 8.
7Hz), 7.71 (1H, d, J = 8.0Hz), 7.77 (IH, d, J = 5.5Hz), 7.80 (1H, d,
J = 9.5Hz), 11.7 (IH, s).
Ehefl14 (EX14)
(A-(RVV[b]FA 7z -4~ )-1-(4-((2-F FV-1,2-P RkOx /) V-
T-AIAFD)TFIVVERS T VU-1-4 D L-1-1JL) X FI) 2-TOEIF
V) 7427 x— Kk (300 mg) D THF (12 mL) SB&IC. ERBICTEILRY v
(1.2 mL) ZMNZ. 40°CT GESEBEH L. RIGERERBEL. BEEV VA
FIWVAZLoOTNTZ7 14— (DCM/MeOH) (CTHEEL 7=, MeCN/H20 (1/1)
BN LD, MeCN ZINA Tz, JEEYI% AEX L. MeCN THR&E L7, =R
ICTCER L., -(RVVILIFA Tz v-4-1))-1-(4-((2-F FV-1,2-V &
FOFx /) o-T-1IL)AF)TFIVVERS T V-1-4 T L-1-1 L) X FIL (
2-FEIRYJIFIN) 7+xA7x—b (164 mg) %18/,
NMR1; 1.78-1.89(2H, m), 1.89-2.01(2H, m), 2.34-2,41(4H, m), 2.46 (2H,
t, J=6.1Hz), 3.42-3.49(4H, m), 3.50-3.68(8H, m), 3.71-3.85(4H, m), 4
.10(2H, t, J=6.1Hz), 5.10(2H, d, J=9.1Hz), 6.30(1H, d, J=9.4Hz), 6.82
(1H, dd, J=2.4, 8.7Hz), 6.89(1H, d, J=2.3Hz), 7.01(1H, d, J=7.4Hz), 7
.32(1H, t, J=7.8Hz), 7.51(1H, d, J=5.5Hz), 7.56(1H, d, J=8,7Hz), 7.71
(1H, d, J=8.0Hz), 7.77(1H, d, J=5.6Hz), 7.80(1H, d, J=9.1Hz), 11,68(1
H, s).
EHEFI15 (EXT15)
(A-(RVV[b]FA 7z -4~ )-1-(4-((2-F FV-1,2-P RkOx /) V-
T-AIAFD)TFIVVERS T U-1-4 T L-1-1 L) X FI)L 3-EROF
JOEN) 7xZAT7x—b (200 mg) ICEY TV (4 nl), EFESEKH (2 mL
) EERICTIMA. MEB®H L, RIGREZRMEL. MLI Y THH#BLE,
BEEY)ATINVAZS LAY NI ST 14—
(DCM/MeOH) (T THEHE L7z, EtOH/H20(1/1) ZHIA. 40CICTHEUREL. &
BEBE L, KTHEL, BRICTEEL, 3-7EhF> 7O ((4-
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(RYVIb]FA 7z -4~ N)-1-(4-((2-F FV-1,2-C kOx /Y v-T1-
AT FD)TFIVERSZ D U-1-A T L=-1-MIL)AFI) T+RXTT—h
(126 mg) %f#57,
NMR3; 1.92-2.05(7H, m), 2.04-2.16(2H, m), 3.45-3.56(4H, m), 3.64-3.73
(2H, m), 3.74-3.83(2H, m), 3.86-3.93(2H, m), 4,01(2H, q, J=6.2Hz), 4
.15-4.25(4H, m), 4.52-4.65(4H, m), 5.20(2H, d, J=8.1Hz), 6.44(1H, d,
J=9.4Hz), 6.89(1H, d, J=2.4Hz), 6.92(1H, dd, J=2.4, 8.7Hz), 7.05(1H,
d, J=7.7Hz), 7.30(1H, t, J=7.9Hz), 7.49(1H, dd, J=0.8, 5.6Hz), 7.57(1
H, d, J=5.2Hz), 7.59(1H, d, J=2.0Hz), 7.65(1H, d, J=8.1Hz), 7.88(1H,
d, J=9.4Hz).
EHEfFI1 6 (EX16)
(A-(RVV[b]FA 7z -4~ )-1-(4-((2-F FV-1,2-P RkOx /) V-
T-AIAFI)TFIVVERS T U-1-4 T L-1-1 L) A FIL/Nn4 ROY TV
TJFAA7x—hk (632 mg) . 7h> (6 mL), 7K (2 mL), DIPEA (0.524 mL
) OESWICHERT. /00XFI AFH/IT—b (494 mg) EMNZ 7/t
ERTER LU, SIFE%R. BRI THALEOR. 7MY (2nl) MA
B L, BT 2EGE20MLE, 7ENY/K B:1) RNTTEIMT
e LB AESL, YUASLASLIOR TS T 4 —(DCN/MeOH) T
WL, 7Y B m), K (1 ml) MX. HETIEFEEZ2WMLE, 7t
M THE&EL. BZBLT G-(RVVIbIFA 7z v-4-1)-1-(4-((2-F F
V-1L,2-2oe RaF /) o-T-MINFAF D) TFILIERS T U-1-14 7 L-1-4
IIAFIV(NFT /AT FD)AFIV) T74RXTx— b (269 ng) =5/
NMR1; 0.79(3H, t, J=6.9Hz), 1.12-1,27(4H, m), 1.42-1.53(2H, m), 1.78-
1.89(2H, m), 1.89-2,01(2H, m), 2.30(2H, t, J=7.5Hz), 3.40-3.52(4H, m)
, 3.52-3.70(4H, m), 3.70-3.82(2H, m), 4.09(2H, t, J=6.0Hz), 5.09(2H,
d, J=8.9Hz), 5.42(2H, d, J=12.7Hz), 6.30(1H, dd, J=1.9Hz, 9.4Hz), 6.8
2(1H, dd, J=2.4Hz, 8.6Hz), 6.86(1H, d, J=2.3Hz), 7.01(1H, d, J=7.4Hz)
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, 7.32(1H, dd, J=7.9Hz, 7.9Hz), 7.52(1H, dd, J=0.6Hz, 5.5Hz), 7.56(1H
, d, J=8.6Hz), 7.72(1H, d, J=8.1Hz), 7.77(1H, d, J=5.5Hz), 7.81(1H, d
, J=9.4Hz), 11.64(1H, s).

[0144] =EfI17 (EX17)
(-(RVVb]FA 7z v-4-AN)-1-(4-((2-FFV-1,2- kOFx /) V-
T-AIAFI)TFIVVERS T U-1-4 T L-1-1 L) A FIL/Nn4 ROY TV
TJ74A7x—hk (630 mg) . 7 h2 (6 mL), 7K (3 mL), DIPEA (0.522 mL
) OREWICERT. 200XFILTFTH/IT—b (220 ng) #MAE. B
RTFERL L, 1B5E%. 700X FILFH/ T— (220 mg) %EML 7,
ISICIE™E%. 7O00XFILTH/ IT—b (220 mg) #EBIMLE, X512
BIERE®,. 7EhY B nl) ZBMUE, X 5IC3EFE%. DIPEA (0.348 m
L) RO O0QXFITH/ IT—h (220 mg) B L, 1EEEIOOQOX
FITH/IT—b (220 ng) %BIM L7, I SIS 5EEBEEMEE PO TER
ICR L T8RRI L, 2AERTRER. ERICELISICIREIR®RL
oo 7NV @ L) MALE HETIEEEZ2E L, 7 MY/K (301
o RWTT7E N THELAEAEEZSZ, 7> (B al), K (1 ml) 10
ZBBRTFIODER L, ERFITHINE. MEHITZEFZZWML. 7MY/
K @B RWTFPEMTHEL, BELT (RVYVDIFAT V-4
AW)-1-(4-((2-FFv-1,2-eRrOx /) o-T-1 L)X F2)TFIL)ER
SUVN-ADLN-AINAFIVATA/ANAFI)AFIV) TR T T—
b (370 mg) =&/,

NMR1; 0.82(3H, t, J=6.9Hz), 1.11-1,26(12H, m), 1.41-1.51(2H, m), 1.78
-1.89(2H, m), 1.89-2,01(2H, m), 2.30(2H, t, J=7.5Hz), 3.42-3.50(4H, m
), 3.53-3.69(4H, m), 3.71-3.82(2H, m), 4.09(2H, t, J=6.0Hz), 5.09(2H,
d, J=8.9Hz), 5.42(2H, d, J=12.8Hz), 6.30(1H, dd, J=1.8Hz, 9.5Hz), 6.
82(1H, dd, J=2.4Hz, 8.6Hz), 6.85(1H, d, J=2.3Hz), 7.01(1H, d, J=7.4Hz
), 7.32(1H, dd, J=7.9Hz, 7.9Hz), 7.52(1H, dd, J=0.42Hz, 5.5Hz), 7.56(
H, d, J=8.6Hz), 7.71(1H, d, J=8.1Hz), 7.77(1H, d, J=5.5Hz), 7.80(1H,
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d, J=9.5Hz), 11.63(1H, s).

EhEFI1 8 (EX18)

(d-(RVVLIFF Tz v-4-14V)-1-(4-(2-F FV-1,2-Y ROF /) v-
-1V FTXD)TFIVERS I U-1-A T L-1-4JL)AFIL/N/4 ROP YV
J#2RA7x—h (632 mg) . Pb¥ (6m), K (2 nl), DIPEA (0.524 mL
) OBEEWICHERT. s00XFIL vra~FHrALRFS L — k(530
mg) ZMA k. BRTER LA, SEEER. BRI THAMLEORER. 7L
Y (2m) MABH L, fETIEAHEZAEL. PEMY/K @) RV
TT7E b THRE LBEEFERL, YVATSNVASLIORN ST 14—
(DCM/MeOH) THHEL L7z, 7t rY (B ml), K (1 nl) MNA. HWHHTZEK
AR UL, PEMYTHEL, BELT RV VIDIFA 7z V-4-1)L
-1=(4-((2-FFV-1,2-2e RkOF /U o-T-1IV)FFI)TFI)ERSY
VA D L= A FI((( 7 ANFH VARV A F D) AFIV)
J#ZX7x— b (392 mg) #7157z, NMR1; 1.05-1,39(5H, m), 1,46-1.55(1H,
m), 1.56-1.66(2H, m), 1.75-1.89(4H, m), 1.89-2.00(2H, m), 2.23-2.34(
1H, m), 3.40-3.50(4H, m), 3.52-3.70(4H, m), 3.70-3.82(2H, m), 4.09(2H
, t, J=6.0Hz), 5.10(2H, d, J=9.1Hz), 5.42(2H, d, J=12.5Hz), 6.30(1H,
dd, J=1.8Hz, 9.4Hz), 6.82(1H, dd, J=2.4Hz, 8.6Hz), 6.86(1H, d, J=2,4H
z), 7.01(1H, d, J=7.4Hz), 7.32(1H, dd, J=7.9Hz, 7.9Hz), 7.52(1H, dd,
J=0,4Hz, 5.6Hz), 7.56(1H, d, J=8.7Hz), 7.72(1H, d, J=8.1Hz), 7.77(IH,
d, J=5.5Hz), 7.81(1H, d, J=9.5Hz), 11.65(1H, s).

EHEFI1T9 (EXT19)

(d-(RVVLIFF Tz v-4-14V)-1-(4-(2-F FV-1,2-Y ROF /) v-
-1V FTXD)TFIVERS I U-1-A T L-1-4JL)AFIL/N/4 ROP YV
J#2RA7x—h (632 mg) . Pb¥ (6m), K (2 nl), DIPEA (0.524 mL
) OBEAMWICHERT. sO0aOXFLLIO0~AFULA—RR—b (578 mg)
EMAE. BRTHEE UL, SRE%. ERETHANLETOR, 7MY (
2 L) MABE L, TETZ2EFEZAEL. 7Eh2/K (3:1), RWTT
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b THRELHEBKES, VATV AZSLIOR N ST 4 —
(DCM/MeOH) THHE L/, 7Y 3 ul), K (1 ml) MA. HET ZEHE
AU 7EMYTHEL, BZIBLT (RVVIDIFA Tz v-4-11L
)-1-(4-((2-FFV-1,2-o ROF /Y -T-1)L)FFI)TFI)ERS Y
VA D LA AFI (P 7anFOINAFI)AIILKRZIL)AF)
AFI) TARTx— (296 mg) %S/, NMR1; 1.04-1.17(1H, m), 1.18-1
.37(4H, m), 1.37-1.47(1H, m), 1.52-1.63(2H, m), 1.75-1.89(4H, m), 1.8
9-2.00(2H, m), 3.42-3.50(4H, m), 3.53-3.70(4H, m), 3.70-3.81(2H, m),
4.09(2H, t, J=6.0Hz), 4.47-4.55(1H, m), 5.09(2H, d, J=8.5Hz), 5.43(2H
, d, J=13.3Hz), 6.30(1H, dd, J=1,9Hz, 9.5Hz), 6.83(1H, dd, J=2.4Hz, 8
.6Hz), 6.85(1H, d, J=2.3Hz), 7.00(1H, d, J=7.4Hz), 7.32(1H, dd, J=7.8
Hz, 7.8Hz), 7.52(1H, dd, J=0,4Hz, 5.6Hz), 7.56(1H, d, J=8.6Hz), 7.72(
H, d, J=8.0Hz), 7.77(1H, d, J=5.5Hz), 7.81(1H, d, J=9.5Hz), 11.63(1H
, S).

EREFI20 (EX20)

T-(4-(4- (R V[LIFF 72044 W) ERS T U-1-4 L) T b F)-2-(te
rt-7 RF)F /1) (500 mg) D MeCN/DCM (30 mL) (2/1) S&KICNal (306
mg). K2C03 (282 mg). Y 7FJ) (/OO XFI) 74X 7x— b (528 mg)

EMA. BREBRL. PILIRSAILTELLT, 40CTREBEL .
TFII (VO XFI) 74RTz—K (132 mg) &Nal (77 mg) %IBH0
L. 40°CT 8 BsfEE# L.

DCM, sat. aq. NaHCO3 %#jnx. DCMICTHiH L7z, BHMEEZBMEL. BE
I MeCN (10mL), 7K (5mL), AcOH (0.5 mL) #MNA 7, FRICTRIEBHL
foo RINFRICACOEL/MeOH=9/1 &KZMA., HMHELL, AREZREL. &E
EYATNAZ LSOO NTS T 14— (DOM/MeOH) ICTHEE L., 4-(RVY
bI1FA 7244 )-1- (T FT72RT7AV)I)FFI)AFIV)-1-
4-((2-xAFv-1,2-erOx /) o-T-1IL)FFI)TFIL)ERS T V-1~
A9L PAFH4 K (545 mg) %157/, NMR2; 0.92(6H, t, J=7.4Hz), 1.33
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-1.46(4H, m), 1.64-1.75(4H, m),1.94-2.04(2H, m) 2.13-2.25(2H m), 3.41
-3.60(4H m), 3.85-4.18(8H, m), 4.20(4H, q, J=6.6Hz, 14.0Hz), 5.75(2H,
d, J=8.7Hz), 6.42(1H, d, J=9.4Hz), 6.71(1H, dd, J=2.3Hz, 8.6Hz), 6.9
2(1H, d, J=7.4Hz), 7.12(1H, d, J=2.2Hz), 7.19(1H, t, J=7.9Hz), 7.30(1
H, d, J=8.7Hz), 7.35-7.42(2H, m), 7.56(1H, s), 7.58(1H, d, J=2.2Hz),
11.04(1H, s).

Z2EZH/1 (REX1)

ERFHEKT, 500 LORNETZ S AL T-(4- (R YVb]1FF Tz v-4-4
W-ERZTU-1-4J)L) T hF2)-TH-F /) »-2-7 > (15.0 g) & xBESR(20
.0 g) %&CPME (300 nL) (ICBXH, 2-7OF-2-XF)L7O/8(7.84 nL)
ZMAT, EARET 90CICT BsEBIr L, NaWzetZ1 b 2BAWVWT
B L, AcOEt (150 mL) (CTHE L7, BETAEZBELREIC MeCN (1
80 mL) ZMAIRE, MHRBEERDEEL MeCN (60 mL) (T THiFEE 40°CE
BERIET-(4-(4-(RYVDIFA Tz v-4-4 L) ERS I V-1-14 L) T K
FU)-2-(tert-T hFI)F /)Y (16.0 g) %15/,

NMR2 ; 1.69(9H, s), 1.75-1.83(2H, m), 1.89-1.96(2H, m), 2.55(2H, t, J=
7.6Hz), 2.73(4H, m), 3.2(4H, m), 4.15(2H, t, J=6.4Hz), 6.64(1H, d, J=
7.6Hz), 6.89(1H, d, J=7.6Hz), 6.99(1H, dd, J=8.8Hz, J=2,4Hz), 7.15(1H
, d, J=2.4Hz), 7.27(1H, t, J=7.6Hz), 7.38-7.43(2H, m), 7.53-7.56(2H,
m), 7.82(1H, d, J=8.4Hz).

Z2EZH2 (REX2)

ZRFHSKT, 1000 LAEK7 5 X312 7-(4-G-(RVV[b]F A7 = V-4~
AIVERSTU-1-A )T hF)-2-(tert-T hF2)F /1) (16 g), Na
I (9.8 9) KRUK,LO,

(9.0 g) & MeCN (240 nmL) (CRRBIH, T-tert-TFJL (YOO XFI) 7
#27x— b (16.9 g) #INZ25-40CICT2AMBHLAE, I 51T, K (240
mL) ZANZ 45CICT 1B5EBIrE, BETAEID MeCN Z2BE L1, 7
bhickEm%z 0C ITNHRERDEE, MeCN/K (1:4, 80 mL) Titis, 40C
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ICT 16RFRBETEREI B, oS (199) % 1L 73 X3ICAN
, AcOEt (300 mL) XTTEA (1 ml) ZHNZ30EMBIF L7, BEiRDBERE AcOE
t (150 mL) ICTHHEL, 30CICT SIFEEEHGIEL (4-(RVVIb]IFA T x
V=44 )V)-1-(4-((2-(tert-T R F ) F /Y o-T-1 L) FF ) TFIL) ER
STOV-1-ADL-1-AJL)AFI tert-TFIN T4 7x—k (1573 g) %
57, NMR3; 1,47(%H, s), 1.66(9H, s), 1.95-2,05(2H, m), 2.10-2,20(2H,
m), 3.40-3.60(4H, m), 3.65-3.70(2H, m), 3.70-3.80(2H, m), 3.85-3.95(
2H, m), 4.24(2H, t, J=5.6Hz), 5.15(2H, d, J=8.0Hz), 6.65(2H, d, J=8.8
Hz), 7.00(1H, dd, J=8.8Hz, J=0.8Hz), 7.03(1H, dd, J=8.8Hz, J=2.4Hz),
7.18(1H, d, J=2.4Hz), 7.26(1H, t, J=8.0Hz), 7.49(1H, dd, J=5.6Hz, J=0
.8Hz), 7.57-7.65(3H, m), 7.92(1H, d, J=8.8Hz).
BZH3 (REX3)
NaH (55%:@f4%) (151 mg) % THF (10 mL) (B L. 7-(4-(4-~_VV[blF A7
T4 AI-ERSTU-1-A4JL) T hF2)-1H-F /) >-2-F > (500 mg)
A, 7O0OXFILAFH /) IT—b (570 mg) ZET L. 50°CT 285EE
B U, OCAESALE, BT VYEZILKBERTI TV F L=, AcOE
t ICTHIH L. Na2S04 THEIEI B/, IharhEI ) AFIVAZ L2707
T574—THEL., 7-G-GRVVILIFA Tz V-4 I ERS D V-]
AT RF)-2-FFYF /) -1CH-A L)X FIL ~NFH/IT—F (21
7 mg) =57,
NMR2; 0.85(3H, t, J=6.8Hz), 1.25-1,33(4H, m), 1.58-1.69 (2H, m), 1.70
-1.85(2H, m), 1.85-1,95(m, 2H), 2.36(2H, t, J=7.5 Hz), 2.54(2H, t, J=
7.4Hz), 2.67-2,78(4H, m), 3.15-3.25(4H, m), 4.08(2H, t, J=6.2Hz), 6.3
4(2H, brs), 6.52(1H, d, J=9.5Hz), 6.84(1H, dd, J=2.2Hz, 8.6Hz), 6.84-
6.92(2H, m), 7.27(1H, dd, J=7.8Hz, 7.8Hz), 7.37-7.43(2H, m), 7.45(1H,
d, J=8.6Hz), 7.55(1H, d, J=8.1Hz), 7.62(1H, d, J=9.5Hz).
2ZH4 (REX4)
T-(4-(4- (R VIbIFA 7z V-4-A4 ) ERSTU-1-4 L) T hFI)F /1)
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v=2(1H)-# > (4.0 g) % DCM(120 mL) ITiAfE L7/2tk. ERESHT. 3—F
AFIV ERYIU-1-HILRFIL—b (2.98 g) ® DCM(10 mL) &K% N

Z. BERT 2BBEREE L, MEBELLE. 8L, DIM THREL. 52iE

LHEEEF I, JOMEEAE% DCM/DMF(3/2) (140 nL) M OE#HESR L7, 4-(
RVIFA Tz v-4-4I)-1-(4-(2-FFV-1,2-C e kOF /) v-T-4
WIAXRD)TFIL)-1-(ERY I U-1-AIRZIV)FTFI)AFILIERS Y
VAL TAFTAR (4.06 9) /T,

NMR1; 1.32-1.63(6H, m), 1.80-2.04(4H, m), 3.25-3.40(2H, m), 3.40-3.58
(6H, m), 3.58-3.88(6H, m), 4.10(2H, t, J=5.6Hz), 5.55(2H, s), 6.32(1H
, dd, J=1,4Hz, 9.5Hz), 6.74-6,95(2H, m), 7.04(1H, d, J=7.6Hz), 7.34(1
H, dd, J=7.8Hz, 7.8Hz), 7.54(1H, d, J=5.5Hz), 7.59(1H, d, J=9.4Hz), 7
.73(1H, d, J=8.1Hz), 7.79(1H, d, J=5,5Hz), 7.82(1H, d, J=9.5Hz), 11.6
4(1H, s).

2ZfH5 (REX5)

SE[4 ERARKRICL T (R YVIb]IFF 7 2 v-4-14)L)-1-(4-((2-F F V-1,
- RAF /Y U-T-A ) FF)TFIV)-1-((FAEFZI A F ) AF

WERS T Y-1-4 DL FAXT1 REaF,

NMR1; 1.07(3H, t, J=7.4Hz), 1.71-2.00(4H, m), 2.56(2H, q, J=7.4Hz), 3
.47-3.52(4H, m), 3.63-3.71(2H, m), 3.71-3.86(4H, m), 4.10(2H, t, J=b.
6Hz), 5.55(2H, s), 6.32(1H, dd, J=1.5Hz, 9.4Hz), 6.77-6.87(2H, m), 7.
03(1H, d, J=7.6Hz), 7.34(1H, dd, J=7.9Hz, 7.9Hz), 7.53(1H, d, J=5.6Hz
), 7.59(1H, d, =8.5Hz), 7.73(1H, d, J=8.0Hz), 7.78(1H, d, J=5.5Hz), 7
.82(1H, d, J=9.5Hz), 11.65(1H, s).

56 (REX6)

SE[ A ERARICL T (RVYVIDIFFA 7z v-4-4)L)-1-((NFH /AL F
FI)AFII)-1-(4-(2-FFvV-1,2-eRax /Y o-T-1I)FFI)TF

WERS T Y-1-4 DL FAXT1 REaF,

NMR1; 0.83(3H, t, J=6.9Hz), 1.13-1.31(4H, m), 1.46-1.58(2H, m), 1.80-
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2.02(4H, m), 2.44-2.55(2H, m), 3.48-3.54(4H, m), 3.64-3.88(6H, m), 4.
10(2H, t, J=5.5Hz), 5.57(2H, s), 6.29-6.37(1H, m), 6.80-6.88(2H, m),
7.05(1H, d, J=
7.5Hz), 7.35(1H, dd, J=7.9Hz, 7.9Hz), 7.54(1H, d, J=5.5Hz), 7.60(1H,
d, =9.4Hz), 7.74(1H, d, J=8.1Hz), 7.79(1H, d, J=5.5Hz), 7.84(IH, d, J
=9.5Hz), 11.65(1H, s).
5EH7T (REXT)
SEFA4 ERRKICL TR YVIDIFA 7 2 v-4-1))-1-(((NF 2L F
VANKRZIVFFI)AFIL)-1-(4-(2-FFV-1,2-C e ROFx /Y v-T-
AIWVTFV)VTFIV)ERS T U-1-4 DL FAXYA K&,
NMR1; 0.85(3H, t, J=6.9Hz), 1.17-1,37(6H, m), 1.50-1.67(2H, m), 1.77-
2.03(4H, m), 3.40-3.56(4H, m), 3.63-3.90(6H, m), 4.09(2H, t, J=5,7Hz)
, 4.18(2H, t, J=6.7Hz), 5.61(2H, s), 6.31(1H, dd, J=1.8Hz, 9.5Hz), 6.
76-6.85(2H, m), 7.03(1H, d, J=7.4Hz), 7.34(1H, dd, J=7.9Hz, 7.9Hz), 7
.54(1H, dd, J=0.4Hz, 5.5Hz), 7.58(1H, d, J=8.8Hz), 7.73(1H, d, J=8.1H
z), 7.79(1H, d, J=5.5Hz), 7.82(1H, d, J=9.5Hz), 11.63(1H, s).
FEROFERICELCEFETEONLSERLEY (BEH1~7) . B&
VUEREHLEY (EEFI1~20) OBEERE TN THUTORICRT,
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(WHE) 2E ST L YRR (B 9e) T
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(S 'HE) €2°6 (ZHG'9=F 1 'HE) €T ¥ (2HL L= b *HE) €1y (ZHY L=r "1 'HE) TTHBZ B Y9 =T/ A AE BTV SR OO 4)-9 VLT 2L E o 49 X3
LEZ (u ' HY) 827110 L (WUHE) B =987 L (ZHL Z=5 THE) 92°1 ZUWN| R 6P XTd VIR (R ) WX ODGBERBOnLR (W T Y ETHA ¥ v At Oda-9 E/\//\/
o /\O./:\O/\_O
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HZ) 96°G (ZHLO=0 P 'HE) B0°Y (W 'HE) p0 P58 (ZHEZ ZH = pi| (WEFCH AP RGN BAREAD) AN A E21SIRET B0 XA KR G D - 0.0 29 X3
HE) OF € (Ul HE) 20Z-06°) (W HE) 69'V-B5"L W HE) 09 L=LE TN (3 1)yt (AR (T b5 AE A-HE-HATEAL) V£ DHEHTE S 19 X J%
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tEaMiE. Thzh, Lt
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Fxwh2 (ERRARM%E2013,7035892

GESE
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[0159]

[0160]

[0161]

[0162]

[0163]

=) OEFERFIS 8KUT7 06ICKBEHEINZILEMTH S,

(1) HlpasEE

HL-60%ARa#E (Human acute promyelocytic leukemia)%20% Fetal Bovine Ser
um (FBS)Z7GRPMI1640% FB\NT37C, 95% KS/5% CO 71T F CHREE L
o SVEABTIC10 nM Phorbol 12-myristate 13-acetate (PMA)7FE7E T G728
FIEEEL, ¥7O07 7 —JRKRICOEESE L

(2) i EMNE

MM & A DMSOIT AR L, 30 mmol/LiAHR (HDWIXEE®K) & Lz, &DM
SOBHR % 2% FBSZERPMI640 T100EHML ({LEWIIRE : 300 wmol/L)

, LB E Uiz, MEHL-60MIRIDIEE LB ERE L, SUBRERML TH
4p5RIEER, MRESUIMETR >/, BUERBLEEME LTI XETH
SRRBELN A 5NABER S LEDERY, BERRIEEWE LTETE
WEFNLHINTWSE Y ZRY RV EBAWE,

(3) HRE= 1T

miR*F v b (Cytotoxicity LDH Assay Kit-WST, Dojindo) RUSTL — k1) —
4 — (TECAN  infinite M1000) ZR\WT, #24B3REHMICIRE L UER
RO EIRKREESR (LDH) JEMZRE L, FONREEZ AW TELE
BA0%, WMRARRNY 77 —NBREA100%E L, SEMtSYLEBERE DM
B DEEH LU THRESE Lie, BRI M) TYS—hELT, 83 U
ITEEL, THELRBES L, 48, BUESRIEEHUEBETEHL,
BHEREEEARO O, BENRIEEMUBE TITE A CHBSENED S
NWZ & ZBBRAIIEGE L,

(4) ERER ER)

TRERICHEEE % ORBRBERE T L,
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[$k4]
Biikla=xs! Byl oS BetErdig (UR~Y Fy) BB @&EEPIMLaEY)
EX1, EX?2 -7 9 44
EX3 -1 8 38
EX 4 -5 8 38
EX5 -4 21 45
EX6 16 21 45
EX7 -4 21 45
EX8 15 21 45
EX9 -2 21 45
EX 10 -6 15 44
EX11 16 15 44
EX 12 -7 21 45
EX 13 -5 21 45
EX 14 -10 15 44
EX15 3 15 44
EX 16 17 15 44
EX 17 8 15 44
EX 18 8 15 44
EX 19 16 15 44
EX 24 10 16 58
EX 26 -5 16 58
EX 28 -8 26 53
EX 29 -4 26 53
EX 30 14 7 44
EX 31 -8 26 53
EX 32 5 16 52
EX 33 -7 16 52
EX 34 -10 16 52
EX 35 -9 1o 52
EX 36 -10 26 53
EX 38 0 7 35
EX 39 2 7 35
EX 40 -5 16 43
EX 41 -3 9 39
EX 42 8 16 43
EX 43 -6 16 43
EX 44 -8 16 58
EX 45 3 7 35
EX 46 14 7 35
EX 47 -5 8 39
EX 48 -9 7 44
EX 49 -7 16 58
EX 50 -8 16 58
EX 51 -9 16 43
EX 52 -1 8 44
EX 53 -3 7 35
EX 54 -10 8 44
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EX b5 -7 21 45
EX 56 -6 16 43
EX 57 4 9 39
EX 59 1 16 43
EX 60 16 7 35
EX 61 5 16 52
EX 62 3 35
EX 64 9 35
EX 66 -2 39
EX 67 1 44
EX 68 -6 26 53
EX 70 -7 9 49
EX 71 -9 26 53
EX 74 -1 8 39
EX 77 ) 9 49
EX 80 7 49
EX 81 g 26 53
EX 82 -2 9 49
EX 83 -5 16 43
EX 84 1 12 39
EX 90 -6 9 49
EX 91 17 9 49
EX 92 -7 21 45
EX 93 -6 16 43
EX 94 -8 16 58
EX 95 -4 16 52
EX 96 12 16 43
EX 97 -2 16 43
EX 98 -8 16 52
EX 99 -6 16 52
EX 100 -3 7 35
EX101 16 9 39
EX 102 16 9 39
EX 103 3 8 39
EX 104 -5 7 44
EX 105 -6 8 44
EX 106 10 8 44
EX 107 -6 8 44
EX 108 -7 8 44
EX 110 -3 7 35
EX 111 0 9 39
EX 112 -7 16 52
EX 113 10 9 39
EX114 14 7 35
EX 116 -9 16 58
EX 117 -7 16 52
EX 118 -8 16 58
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EX 119 2 ! 4
EX 120 13 8 39
EX 123 -8 16 58
EX 125 -7 l aa
EX 126 -7 ! -
EX 127 0 8 39
EX 128 2 9 49
EX 129 -4 21 i
EX 130 1 21 40
EX 131 10 ! 4
EX 132 -7 21 5
EX 133 -5 21 4
EX 134 -7 21 40
EX 135 -4 21 40
EX 136 -9 26 >3
EX 137 -8 26 o3
EX 138 -7 26 53
EX 139 -4 21 4°
EX 140 9 ! 4
EX 141 19 8 39
EX 142 8 8 39
EX 143 -5 26 >3
EX 144 18 21 25
EX 145 -9 / 4
EX 146 1 9 49
EX 147 -6 9 49
EX 148 -5 15 4
EX 149 -3 15 o
EX 150 10 16 o8
EX 151 -6 9 49
EX 152 -10 16 o8
EX 153 -7 16 o2
EX 154 4 16 52
EX 155 -3 21 40
EX 156 -9 ! 4
EX 157 -4 8 44
EX 158 -3 9 39
EX 159 -1 9 39
EX 160 9 J 49
REX 4 (LA 83 9 -

[0164] LERRICHIFIEBHIEEMEIVWTNERMNEBTHZY AR RV EF
ZLUTOMBEETH /7, . 4T VEZILILENTHD5EH4
&% (REX 4) (FEMHERRICERE L2SEF S {EEY(REX 3) &Y HiaL
BREMERLEL, COZEDH, EREGIEEDNSEL 4 LEWL Y 1R
SHEMEVZ EARINT,

[0165] JL O AT SV — I ~DEHFERFER
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[0166]

[0167]

[0168]
[0169]

[0170]

[0171]

Ny 77 —RICHTBFELEMDOT VI ZAET SV — I ADEH (T74
HHEFHECEMOREM) ICDWTEHE L &,

EHEGI 1 EEYIE T Ommol/LICAD &DICTEM=MYIIL/K (1 11,
v,/ v) ITBEBRL., ISIKT7ENZM)IL K (121, v/ v) T100
wmol/LAICHIRL THER L7,

FTOMOEREILEDS L CBEHIS ~TLEaWE. RICHERZ(LE
WERE., ThETN1 0mol/LICARZ LD ICDMSOICAREL., ISIKTE
F=KDJILTT1OOumol/LICHERLTERLK,

=HEBI52, 95, 96, 117, 130 (EX 52, EX 95, EX 96, EX 117
. EX 130) ‘E&EMICOWTIE. PEMZRNYIL K (8:2, v/ v) TI
Ommol/LIC/EEL. ISHICT7EMZRYILTTIOO umol/LICHIRL THER
L7z,

EREHIO 7 (EX 97) {b&MITOWTIE, ZEMZMYIL K (8: 2, v
Sv) T10mmol/LICBERL., ISICT7EMZRYIL K (8:2, v, Vv
) T100 umol/LICHERLTERL-,

EREFI1 5, 116 (EX 15, EX 116) {b&¥ICO>WTIE, DMSOT 1 mm
ol/LICABEL., ISIKT7EMZMYILTTOO umol/LICHERLTCERLE

Zh SFE b SRR I AR L .

RIGIEEEBROBRIKBEN TRICARD LI ICRIGEBREAE L TERLL
o T, BBRIET SV S—MTERL L,

FEAX RI&RE
b ZIBERIRENR (pH 7.5) 50 mmol/ L
=Y | Ay Sy N 5 mmol/L
ML &S MER 1 wmol/L
EmEFH1~8, 10~19, 26~27, 37, 50, 87~89, 91

116, 121, 123, 150, 151{tE%H (EX1~8, 10~19
. 26~27, 37, 50, 87~89, 91, 116, 121, 123,
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150, 151), R BEFI5E~TEaY REX5~7) ICDWTIE, 5F
M EMIERMOREBER (198 wl) 23 7CTINET LA vFar—2
avEk, FEEEMAEREC wDZRMLTBBRIC3TCTRIGERBLE
o RIGHIBOD O NHXIE6 O NRICAIBELENELECTEIN=NYIL A
v7Oms—ib (4 :1, v./v) DHRZRHEER000 wl)ZFwN -
B LTRBZELELE, 2L, 02RIGES (198 wl) IERIGELE®R(0
00 wl)ZEMABICTMEEDQ wDERML AR UL, RBELEZED
BTV EAEREAME Lz, RMEROKRERBEE GHEtEMRTT L
HAETSY—IOBKEE : 0. 01, 0. 1, 1 uml/L., /=7 LM
LEMDH 0P RIGHBZ 1 umol/L OREHMAHEME LTEFRALEL) %
AL,
E=MEfI24~25, 28~29, 32~36, 40~49, 51~60,
62~64, 66~77, 80~86, 90, 92~111, 113, 11
5, 117~120, 122, 124~130, 132~147, 152~
1601t&# (EX24~25, 28~29, 32~36, 40~49, 51
~60, 62~64, 66~77, 80~86, 90, 92~111, 11
3, 115, 117~120, 122, 124~130, 132~147,
152~160) ICD2WTIE, FHMELEMIERMORISER (148, 5u
L) #37CT3oEI LA rFar—2avk FHitbEwaE®R (1. 5
wl) ZHRMLTEBRICI7TCTRIGZRB L, RIGFEBOD 0 5%XIE
6 O DBICHEELEYEASL TN NYL 4V TONR =)L (4 : 1
L, v/ V) BAORBRMMELER (600 uLl) 5M - BH¥LTRIGEEL
L7z, =2 L. OnRmBE™ (148, 5ul) ERIMELKR (600uL
) TMABICFHEAEY (1. bul) ZHRMLTHREAELE, RIMELE
DY Y IV ERNEREARE L, REROMERARYN GHEtEaMRTT
LOZETSY—ILORKEE : 0. 01, 0. 1, 1umol/L, Z L
fbEMDH0NRIGHBZ 1 unol/L OMRERAERNE LTHFERA LK)
RS L 7,
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[0172]

[0173]

=HEBl1~8, 10~19, 26~27, 37, 50, 87~89., 91
. 116, 121, 123, 150, 1511&% (EX1~8, 10~19
. 26~27, 37,50, 87~89, 91, 116, 121, 123,
150, 151) . R BEFS~T7{EW (REX5~7) IZDWVWTI, &
LNCAERERBNRUCRERARNEZZOOBL. LEEBEE7EZNZNY
W4T/ =L (4 :1, v,/v) ORBETCERLTREOT
57 -4 T LEBEENERE (HPLC : &28/EFT Prominence UFLCS X
7 L. MS: SCIEX  API4000) (T3EA L TFH\EEEM, TLIVZRETS V-
RUORBMEEMEZRE L,

=2 4~25, 28~29, 32~36, 40~49, 51~60,
62~64, 66~77, 80~86, 90, 92~111, 113, 11
5. 117~120, 122, 124~130, 132~147, 152~
1601&% (EX24~25, 28~29, 32~36, 40~49, 51
~60, 62~64, 66~77, 80~86, 90, 92~111, 11
3. 115, 117~120, 122, 124~130, 132~147,
152~160) IK2WTIE. BHNRAERARKRUKRERARR%ZED
DEEL. EFEEEE. BEAKRCTZEN NI 1V TOR =)L (4
1, v/v) ORBRZAVWTEMKDOEIEN20%EMRDLIICHRLLA
EY TN EREIOR NI S 7 -9 VT LEEENHEE (HPLC : B
284 Prominence UFLCYRXR5FA4L, MS:SCIEX
Triple Quad 4500) IGEALTHEMEEY, TLIRES
V=V RCREEEME 2 RE L7,

AT LY NOR T L —A A R EBA F IbHEETITW,. %
ELET)A—Y—AFVRGTOY I MM TV ERVWBERRIGREESE
FERALE, &b, NEEEMEICIE. TLIAETSY—ILDEKZHRE (Bre
xpiprazole-d8) FE2AWE, OAKRGEARKRTV 6 04 RIGHB AL S
MOBKREETLVIAETSY —ILOEREEETE L,

O RMERE 6 0 RIGHBNFOTHLEMOBEREDEDEEY, 60
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PERBABHORBRPEEZFE L, COFMEEMOELLEEE &I
EBEMD/INY 7 7 —FROREMICDWTEEL 7=,

[0174] 6 O0NRBEBPOTLIRAETSYV—ILDOERENS 6 0 pERBEE
ROTLIRET S —IAQOEBETML 7z, OSRIGEBHRICTL IR
E7SYV—IAREINAEBESICIK. ODRIGEBE 6 0RIGHARFD T
LORETSV—ILOEREDED % &Y. 6 OoBRBABNFDENESE
B L, COTLIRAETSYV—ILOELLEES &ICFHMLEMD/Ny T
7 —HDREMIC D WTERE L %,

[0175] TRRIKHABBEREZT L, FHEEEMORMBE (umol/L) RUTL
PRAETSV—IVERRE (umol/L) EF72 7V r—rTHBRL., FHIE
=AU

[0176]
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[55]
R =y FHEL A OREE (M) Brexpiprazole =FUEE (u M)
EX1,EX2 0.00 0.00
EX3 0.01 0.00
EX 4 0.02 0.00
EX5H 0.07 0.00
EX6 -0.11 0.00
EX7 -0.06 0.00
EX8 0.07 0.01
EX 10 -0.02 0.00
EX11 0.03 0.00
EX 12 0.02 0.00
EX 13 0.03 0.00
EX 14 0.08 0.00
EX 15 0.00 0.00
EX 16 0.01 0.00
EX 17 0.07 0.00
EX 18 -0.01 0.00
EX 19 -0.07 0.00
EX 24 -0.11 0.00
EX 25 -0.01 0.00
EX 26 0.05 0.00
EX 27 0.00 0.00
EX 28 -0.07 -0.01
EX 29 -0.01 0.00
EX 32 0.01 0.00
EX 33 0.00 0.00
EX 34 0.01 0.00
EX 35 -0.02 0.00
EX 36 -0.04 0.00
EX 37 0.06 0.00
EX 40 0.06 0.00
EX 41 0.07 0.00
EX 42 0.03 0.00
EX 43 0.12 0.00
EX 44 -0.05 0.00
EX 45 0.07 0.00
EX 46 0.04 0.00
EX 47 0.00 0.00
EX 48 -0.03 0.00
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EX 49 0.05 0.00
EX 50 0.01 0.00
EX 51 0.05 0.00
EX 52 -0.04 0.00
EX 53 0.06 0.00
EX 54 0.14 0.00
EX 55 0.07 0.00
EX 56 0.04 0.00
EX 57 0.09 0.00
EX 58 0.04 0.00
EX 59 0.05 0.00
EX 60 0.09 0.00
EX 62 0.18 0.00
EX 63 0.02 0.00
EX 64 0.03 0.00
EX 66 0.17 0.00
EX 67 0.09 0.00
EX 68 0.09 0.00
EX 69 -0.01 0.00
EX 70 0.00 0.00
EX71 0.10 0.00
EX 72 0.15 0.00
EX 73 0.13 0.00
EX 74 0.05 0.00
EX 75 0.07 0.00
EX76 0.00 0.00
EX 77 0.11 0.00
EX 80 0.17 0.00
EX 81 -0.03 0.00
EX 82 0.02 0.00
EX 83 0.07 0.00
EX 84 0.01 0.00
EX 85 0.04 0.00
EX 86 0.05 0.00
EX 87 0.00 0.00
EX 88 -0.01 0.00
EX 89 -0.07 0.00
EX 90 -0.03 0.00
EX91 0.12 0.00
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EX 92 0.11 0.00
EX 93 -0.01 0.00
EX 94 -0.07 0.00
EX 95 -0.01 0.00
EX 96 0.03 0.00
EX 97 0.09 0.00
EX 98 -0.02 0.00
EX 99 0.00 0.00
EX 100 0.05 0.00
EX'101 0.08 0.00
EX 102 0.07 0.00
EX 103 -0.01 0.00
EX 104 0.20 0.00
EX 105 0.05 0.00
EX 106 0.07 0.00
EX 107 0.07 0.00
EX 108 0.08 0.00
EX 109 -0.02 0.00
EX 110 0.07 0.00
EX 111 0.02 0.00
EX 113 0.16 0.00
EX 115 0.05 0.00
EX 116 0.09 0.00
EX 117 0.05 0.00
EX 118 0.06 0.00
EX 119 0.14 0.00
EX 120 0.05 0.00
EX 121 0.09 0.00
EX 122 0.05 0.00
EX'123 -0.11 0.00
EX 124 0.10 0.00
EX 125 0.13 0.00
EX 126 0.16 0.00
EX 127 0.04 0.00
EX 128 -0.03 0.00
EX 129 0.0% 0.00
EX 130 -0.02 0.00
EX 132 0.13 0.00
EX 133 0.14 0.00
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EX 134 0.07 0.00
EX 135 0.07 0.00
EX 136 0.00 0.00
EX 137 0.09 0.00
EX 138 0.09 0.00
EX 139 0.12 0.00
EX 140 -0.02 0.00
EX 141 0.02 0.00
EX 142 -0.07 0.00
EX 143 0.05 0.00
EX 144 0.12 0.00
EX 145 0.03 0.00
EX 146 0.11 0.00
EX 147 0.07 0.00
EX 150 0.11 0.00
EX 151 -0.01 0.00
EX 152 0.01 0.00
EX 153 -0.01 0.00
EX 154 0.02 0.00
EX 155 0.16 0.00
EX 156 0.17 0.00
EX 157 0.08 0.00
EX 158 0.07 0.00
EX 159 0.06 0.00
EX 160 -0.01 0.00
REX 5 (HE{L&%) 0.20 0.26
REX 6 (XfEB{LE&#) 0.22 0.21
REX 7 (IfEE{L&#) 0.27 0.24

[0177] [E&]
EEALEMIERBILEY (3EH5. 5EH6. BE[T) CALLIRT
VEZDLEEYTHDEIN, Ny T F—HTRETHY. TLIZRETSY
—IVICEB LAV, —H. RBESWIZBELNMNITLIZAET SV -~y
Ry erBHOLND, 2O &LY., REERAMEMITEEILT 2L
TRETHY., T7LIVAETSY—)O7ORSy JE LTREICRY KR A
DHEBEMENRI N,

(EmefA) (1. 25mg /mL  EEh 1 {EESWRREF)
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10% YAFIRLEFYRELTVO0. 09% RYVYILR—LE80%
BET2) VEREEERIBEK (pH 7. 4) IIWLT, EEH1E
aE1. 25 mg/ mLORETHEREL .

(EMEHB) (0. 5mg/mL EWEH 1 EEYRRER)
RISAMEOWSEIDEFAKEREL, - Y= =RV VEBE—F MY

L - —KMERML TRBEBRBRIEL, TIICEEA 1 bamERmL

, B LTI, 1 MKEBEF MY D LRBRKRED LT DA TERER 1
EEMEBRREL, pHE8. IR L, RKAREBICRD LD ICTRESDER
AKEMAE, 2871404 — (0.2 um, PVDFfE) TEEABLE, X
ICimlH =Y O ZERT,

[3%6]

FHEHIB (0. 5mg . mL EHH 1 LASBEREAD) oMk

%54 BlS HAY Inl. &7 0 ORAR R
Ehwt) 1Ay K 0.5 mg

D<= h—Jb £ 45.0 mg

U LB N Y A - K | pH SRR 1.38 mg

AKEAET B Y A pH FRAIA q.s. to pH 8.0
TES K A q.s. to 1.0 mL

K

(EMEHIC) (5. Omg /mL WM 1 EEYRREH)
RASAREDWBEIDIHAKEZFERL, D-v Y= b—ILERTY VEBE—F Y
L =K ERML TBERBEIEZ, TIICERA1EEMERML
, B LTI, IMKEEF N D LBEKRED LT DINA TERGN
EMaBfEL, pHZ8.9 ICHRE L, RRAREBICAZ LD ICRESDE
SEAKEMAE, 2B71)4%9%— (0.2 un, PVDFR) TEE BLA, T
FICInLE =Y O ETRT,
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[0179]

[5R7]
FEHEHC (5. Omg.mL EhEfl 1 {LADIEEESD DAL
574 Bl & 1 ImL 7=V O E
EhEp 1 LE EK 5.0 ng
D-v = b=/ aRALA 45.0 mg
R TFUWA-JKN% pH FETE Al 1.38 mg
IKERIL U oA pH ZREIH q.s. to pH 8.9
TS K Al a.s. to 1.0 mbL

ELYR7E

=R A O S8R B O FT A

EfEfADESREMRY (1. 25 mg. /mL FHkEh 1 cSWEREF
) EHEMS Y MCRTHREL, ZEATIEEMRTCTLIZAETSV—ILD
MFFREAZRE L, #ES Y MIEBAZZIIL Y -t L Y 788
TEBAL, FEREABRICERICAVW:L, AEREIIUTOEY THo7, E
EF - K HIRAL, 15—YHALYORIT, BRE:231£2C, B

:60X10%, BBEARFAE : 7 : 00—-19: 00,
AVINVSVHETOZY MIHLT, 7SRAFv 22UV ERVWTER
IR TS5 %1To7/, #EEIF1. 25 mg / kg&lrk, #%5%5%,
104, 2049, 304, 454, 165E, 285H, 455E, 685[E, 8HF
BEICHEFEREL Y &40, 3 mLFMLAL, MRIEZFEPHITA/NY 0
BEI®KDL, EOICLYNREZSHL THEEWREZLC-MSITLY
EE L7,

FERERAACERMERY (1. 25 mg./mL EkE1{LEWER
HE) R TFHRERZOMBHEMREEBZR1ICTT, 55 0RICER
BIIEEMBLTT LI RET SV —IAMEFRICREIh A &S, E
FEBI T EEMEEPCNMCE TN SMARVELHICEEL, MATELNMNIT
LORET SV —IDRERINDEEZONDG, T, TLIRETSY—
IWOESNREFRERIETREZ1FEIGELLIEDD, RPHNEERIEY
RORENEFIND, > T, b1 LEaDESTCBRRERHEXDIL,
BETHRERERCNMITLVLIRET SV —ILHMERICERL, ERLETL Y
ZETSV—IHEBUREFRIET S &ICLY, BIZITHERBAEOSME
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[0180]

HPT7ILYNA T —BBMEICHIFETIT—2 3 v DEBEDEREFEE
e LTERAESEEMRYE L THFIN S,
SV OEFEERY DS — 2

(E£rEFID) (150 mg/g EREHI 1 L EWKMERRBEF])
AIWRFAFIIEZLO—ZAF M) DL (CMC-Na) (1.0% (w/w) ) , 1&
It bV oL (0.9% (ww) ) LT, VUVBITKFEF N D L—KIY (0
074% (w/w) ) . EOBEILAZLIIC. ThOOMDEFFAKISHEEL
, KEBIEF MY D LICTpHZG. 8ICERE L/ Kidk %, V) —VURVFHNTH
B7 48— (0.2 um, PESIR) %A L TEE2BL L, EEbl11EY
HRICORE (150 mg/g) ICRBEHIC. TOKBERISHML, —RKMER
BREZAH L, TO—RKEBRBRICA—MNIL—TREBZADITRT
1Y IRAI—=F—BL, A= I L—TREEAFOBERL.0 mOY )L I=
TE—=X1 g&5RmML, BREHBH LK, SCRETC2IEEMERL, EX
ML TTRKERBREZAR L 2, BERFAERY bEFERLTIYNIZ
TE—ZXDREBRN O ZIRKERBROAZEIN L, ZOIRKMERBRD
MESTZ L ——EiIRANESAERE SALD-3100 (KAt S=2EME
F) ICTRIE L, REBDOEREBICL 2BERRNZ19E17 > 1%, BT
00 — 0.20i DERETRE LR, FHRNFRIE. IunTho 7,

[0181] ZEHEfI D o & ZHE pR 4 O ET

EMERID OEZRMMY (150mg/g EFEFI 1 L EWOKERBHA) =S
v MCETHES L, REATEEHRVTLIAESS Y — I ONEFRRE
ZAIE L7

HES Y MEBAIRIILY —#HASHLYTERTEAL, FREBSRICE
BRICAW:, BEBREIIUTOEY THo7, EEH - 8K : FIRAL, 14—
Y-y O3, JBE : 23+2°C, B : 60-10%, HREARERT : 7:00-19:00
AVINVSIVREBETOZY MIRLT, 75RAFv o) P ERWTESR
KT HRE %727/, WE5EIFTLVLIRESS YV —ILET25 ng/kg& %
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[0182]

LOICEAM L, 5% 2056, 1H, 3H, 6H, 98, 14BIC& 4 #0.5 L
MmU7z. IMEIERPMIANY) VAEBE LKA L, Z2OICLY MR % 98
LTILEYREALC-MSICL Y EE Lz, EHEFIDOERMBEMRY (150mg/g =
HEG) 1 (b EYIKIERCBEE]) 2N v MR TRE®OMTHRYRE#
BEBR2ICTT,
REHID DERMRME R THRS LLBE, HE520MRICERG1Lawd
VTV IZRET SV - BB INE, MEFRTLIRETSS YV —IVERE
IFIR S H2BFEN S4B, IFIF—TEDEEMER LS, SHEURIESE
WKABET L, > T, ERfIEEMOKERBERFIE, KTHRS%E, I
WRITLIRAET SV —ILEN 1 BEMRE T2 &ICLY, REBEDNROREE
NEARII NS, UEDZ &5, Efl1iEMETFRKPICRBIELE
EHERTIE, RTREBECNMITLVIRAET S —IDMERICERL, #
5% 1BEEE—EOMRFITL I ATV —LEa#HEZEL, TLIRETSS
VoILDERBERMIREIND ZEMNEHEINE DS, BIZAIFEEREREZR
TRERBEP DD, PILIYNI—BBRANEOT I TF—2avDREICH
I 3REEDE W Daily Use DR THREFHFIE L TERLERERME LT
HFEIh 3,

S DEZEMERYOFT— 3
(EREHIE) (159mg/g EHEH L& FRSAIE KRB RF)
AIVRFIAFIEILO—RF N DL (CMC-Na) (1.0% (w/w) ) , D-%
Y= b= (4.5% (w/w) ) LT, YV UBBTKRFNY D L—KFY (0.0
74% (w/w) ) . EDBEICARZEIIC. INOOMDETHBKITHERL,
KEEBIEF M) D LICTeH%ZG. OICFAEE L 2KBRE, V) —VURVFATHE
T4 — (0.2 um, PESIR) Z#EA L TEE2B L TREEAKRZRAR L
o 157 mgDEREHFI L EYEEAE S L U3873 ngDBBEAZFEL, BE
oo TOEIICLTHELNIBBNFOEHNFREIL. 3.9 unThHo7%k, F
BRI FEE, L—Y—EirANESHARELEE SALD-3100 (KAt BEH
EFMICT. NBDEEBICL 2BERBHZ 120817 - 7%, E#=*E2.00 —0.
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200 DERETHIE L7,

[0183] e E D= Z4H s D 5T
G E OEZFEMMY (159mg/9 EREAI S ENRKERBRA) % H#M4E
v MIRTFERSL, ZEATEEYMRTCTLIRAET SV —ILOIEFIR
BERE LT,
Sy NEIEBRIZRINY —HASHIYTERTEAL, FREBRICE
BRICAW:, ABRIZEIFUTDREY THo7z, 8 - 8K HIRARL, 15—
Y DILE3IL, JBE :23+2°C, JEE : 60X-10%, HRAFEFME : 7:00-19:00
AVINSVRBTOZY MIF LT, AR I2RWTEERICET
BE5To, RSB TLIRETS YV —ILME T2 ng/kg& s & DI
AL, ®5%285E, 18, 3H, 68, 9H, 14H, 21H, 28HIC& 4140,
5 mLERIL U7 MURISIERMNMIA/NY VBB L KD L, BOICKY MEE
ZNREL TILEMREZLC-MSICL Y EE L, EMESIE DEZEMERY (159
9/9 EMFIEEMEMBIBKERBRE) ZHMES v MR THREZOMEH
EMREHREH 3 ICRT,
EEFIE DEFEMEMYMERTRE LIRS, R52BRICEREMN11E8%s
FUTVLIZAET SV - BEI N, 24BBICRAMBFEMBEISEL
7oo EFEHID &L T, 265/ & 2 4 B O MEFFRRYLRE IZHH X h,
IR IC L DIRMEDNR IR I Nz, SHELUEAS 1 4 BAIE T, —ED
MEBRFRMBENMITIN, #€>T, EREH1{LEHFITEAEDKMEREE
BEIE, RTHRE®, OFERTLIRAESSYV—ILE1~1 40EHIET S
&Ly, EEBWRORENMPE/FING, UL ehn, EEFI11E
WESNIR & T HKPICRRB I B EEMRYIZ, BT RE®RECNMNITL Y
AETSV—IMERICER L, BSEBBBULNMEFRTLIAETSY
—IVEMREL, TLIRAETSY—ILORBEASREIND ZEHHEFS
nhoho, EREAZRTRERFEY DD, TILYNAT—BRBNEDT
Vr—2avOEEICHT BFEEDF W Daily Useh Sweekly Use®D %
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ExHFE LTARLGERMENME L THFI NS,

(B F)  (150mg/g EfEfI 1 b EMDERERREE S ILEF)

KZ L~ F > (soybean phosphatidylcholine; SPC (Lipoid#t, LIPOID S 10
0) ) BLUOTA LA VEES Y O—J)L (glycerol dioleate; GDO (Merck#t,
Isomeric Mix 1,2/1,3-GD0) ) T4 ./ —JLICHIL. ZDREK%E40-50C
TMEL TRBI -, COBBREL2umDTAAI T AINI—T3BL.
HRICH L TCERBH T EEMERML. RLTy 7 ATRELTHELEIE
oo BEONIHEFIDOHME FTRICTT

[5=8]
Fhafl F (150 mg/g FEhaw 1 ke Oiss MEE 7 VRFD) Ok
%534 BElEH Y R & (w/w%)
Fhiwl 1 L& F 3K 17.5%
SPC WAt 2L A 29.0
GDO PR FOPEHF 43.5
Ethanol Ta Al 10.0

R L EEY (BEK) & LTLE. Ow/w%, 2. bw/wWhidk D, Lo AT T
—L & L T12. 0w/wh,

(EReBIG) (159 mg/g EReHl 1 b E&WHESRBEORE,BBE Y IILEF)
RKE L F > (soybean phosphatidylcholine; SPC (Lipoid#t, LIPOID S 10
0) ) BLUOTA LA VEES Y O—J)L (glycerol dioleate; GDO (Merck#t,
Isomeric Mix 1,2/1,3-GD0) ) %DMSORX T'Ethano lODEMRICHRAN L. 40-50C
TMEL TRBI -, COBBREL2umDTAAI T AINI—T3BL.
HICx LERRS 1 b &HEsiEEAR/mML. RLTvy VXA TRELTHEL
I, BONLEEAIOHEKE TRICRT,
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[&9]
TR G (159mg/g FHH] 1 L GWENE O GE,NRE 7 VA DA
%57 4 B EM MR (w/wh)
Fhaw 1 LB aRgntE | T3 16. 4%
SPC R Al 16.0
GDO 13 e 251 24.0
Ethanol eyl 10. 0
DMSO sl 33.6

] LS TRENTE (BEK) L L T15.9 w/wh 0. 5w/whidAKs%, T A
BT S — L B LT12. Ow/wh

[0185] =Bl F. G D=L Y O
0 | e 3
L4 X —4 — Discovery Hybrid Rheometer(DHR)-2 (X —Hh— : TA4 > R
WAVR) ZEALTRAELLER. TANRE : 9000-10000(1/s) ICH1T 2
KFIFOMEIL, 402 mPa - sTH > /e,
LEMEREDREIFTRDBY TH 5,
SAESE O ARERE (Shear rate) :0.1—>10000 (1/s) - SAIERE : 20
C
- 20 mm Flat Plate&{EHMH,
- Gap : 50 wum (40 mm Flat Plate)

[0186] [MiTBAEYRE R
EhefIF, GOERMKRY (HA) ZHMES Yy MIRTRSL, EEM 1L
EMRCT LIV ZAET SV —ILOMEFRRE %AE L7,
HMSy MIBARIZINY —HAKTELIYTERTEAL, FHRESRICE
RICAW:, ABRIBEIELUTOBY ThHor, EEH - BK:HIRERL, 15—
TUY OILEBT, JRE :23+22C, BE : 60L£10%, HREARFRE : 7:00-19:00
AVINSVRBTOSY MIFLT, ARV ) VY IZRWTERICKT
BE5%1Tol, HREEBRTITLIRAET SV —ILET25 ng/kg& /s £ DI
AL, B5%28F[E, 18, 3H, 6H, 9H, 148, 21H, 28HIC& 4 #40.
5 mLERM U 7o MURIEGE P DMCA/NY VRS L OKSB L, BOICL Y MEE



WO 2024/228399 229 PCT/JP2024/016879

ZDEEL TILEREZLC-MSICL Y EE Lz, ERFIF, GOERERY%
HMS Y MCETHRSZOMBHFEMREHRBRZ T ThE4, 5ITRT,

RMEGIF SR ESRDPICEBNBEVWIRF T L I AE TSV —VRE & #iF
LoD, HEBRMUBERICEVWTEMRFICTLIAET SV —IILALENE
BRETHREIN, YHEUEIKDEYIESTL I ZAET SV —IVBE I
BInf, EEGIDOKERERELER LT, LY—B. NEREMREIL
mElxh, SR BBESIIVEFIEICL 2RISR SEREI N,

[0187] EHERFIGIFZRERMBICLENSWIREF T L IV RAE TSV —IVIRE &
LoD, HE#®22IBRICBEVWTEMRFICT LI AET SV —IILALEBNE
BRETHREIN, 21IHEUEICOEZYIESTL I ZAET SV —IVIBE I
Fihik, EREGIEOHSAROKERBRELRL T, LY—B. MFHE
IRE IXIEI S, WRBEE S IVEFIIC & 2BRBEDRIEEI N,
INHOR/ERMNMS, BEURRKIEERF & EBREOEASDOEICL YEEFINS
DOEMEG 1 L EMORE A HIETE, £ERRTERL1{LEDHFTL I IE
ToV—INICEBRINZ I ET, MAANDTLVIRAETSYV—ILIEEL 1 4
~2 1THUEK hl> TAERDRIBIEIN B KEICHR T2 2 & HREIC
mBEEZ LN
R 1 EEMIEETDERDORR FEES IV EHKT 2 EXMERDIE, %5
BAEICEBNEVNFR T LI RAETS YV —LREE#MIZE T 22805, #
RIS S H DA RBRIAR O M A EYIRE £ 5 72O ISR OFI O # A E 5
[RBOEMBHIVER MPRMBEELHRETE 20, HIAEHERFESD
BREFHICERALGERENDTHD I ENBHHIND,

[0188]

(EfeBIH, 1. J. Ko Lo M0 N, 0) (300-400 mg/g Efefl 115
MOTAVARTTT)

TRICRYEHEMT, R 1 e £E2RUR)T—0OR) (S7F K
—co-Z'Y Y R)HREEE (ABEJ) I—IIVEBBHESIK : PLGA) T&H DResome
r RG505, Resomer RG504, Resomer RG503, Resomer RG502, Resomer RG752H
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X ifLactel 85:15 Poly (DL-lactide-co-glycolide), Ester Terminated (PL
GE) Inherent Viscosity Range (IV): 0.76-0.85dL/g (Resomer & Lactelid®
TEvonik) #2200 X %Y (B 7 1L LFMNME) | BB (ELT7 10
LHAHEE) THREL. BHEEZHER L, RYEZLTILO—)L40-88 (X)L
) Z0.5%IC7 % & D ITHREKHRICHME L TKE (ERB) 2R, K
EIOH—FEBLATKORIVIR (FF143IVR) #AVWT, K%
[Cl#5#72000-3000 romTRES F 4 X LANS, HEZE LA, TO%E. X
4 —Z—TKHE%Z200-500 rpmTHEI® L AD SOIGEDORPEIEZTL. <A
JORT7ITPEABEL, BRALZBREOYA IO T 272 RABEBHRE CTHR
L7z HEITIS U T, RPFIREERIC9.5%T 4 / —ILPIN KB+ MY DL
BREFEOTIVAY) ZRINT 23S A EEBML o, RPEIEER. 20 undD T
AAYAY 2T 4N —RARDBHEFER L. PAEL—2a vtk
YA BRT7 725U T KiBZERELE, 28EHBLTHELEYA
JOR7 T TICHEALAKEICH L TI/SREDBEKER L TH2ICPVA%
HWRL x4 7872 7%ER L, @IRLAETA 7T 27 7
PNAVFa—TICEIR L T-20C T ORMREICARE L TRES ., Rt
#EthLyostar-3 (SP Scientific) ZfER L T. FEEFIEETV. MRDTA
J0R7z7%EURL %,

BB, AWEBPLGADIEKRVS) I—-IEOEILL. . EEF
45 F&. Inherent Viscosity Range(dL/g) k. JRDBEY #H 2,
Resomer RG505 lactide:glycolide 50:50, ester terminated, Mw 54, 000
-69, 000, Resomer RG504 lactide:glycolide 50:50, ester terminated,
Mw 38, 000-54, 000, 0.45-0.60
Resomer RGH03  lactide:glycolide 50:50, ester terminated, Mw 24, 000-
38,000, 0.32-0.44
Resomer RGH502  lactide:glycolide 50:50, ester terminated, Mw 7, 000-1
7,000, 0.16-0.24
Resomer RG752H  lactide:glycolide 75:25, acid terminated, Mw 4, 000-1
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5,000, 0.14-0.22

Lactel 85:15 PLGE IV 0.76-0.85

nate, 7~BE, 0.76-0.85
[£:10]
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FRFH~O (EH LG o~A 7 axX7x27) OMBEET
RETF A A ORotational speed

s RN HERO W R LAL A Tl LT,

1.05=2.1g T 5, )

[0189] Z=HEHIH ~ O (D E4H R D S

EABHIEER
IRAPEZIR R DEER |,
. TER%EMSG6, 7,
EDHERR I Mz,
) F RO RIE

Bonfv1470X7z7i,. 0.5%AIXO0—XF M) LBRERPICEE L
. LY —maEirX R ESARELEESALD-3100 (E28ErR) A#EE LT, L
—H—[OfF - ELEICL YR FRERANE L, AEROBREICIERBEK,

J,

Composition FEREMIH | FEhE 1 FMaw ] FHE A K FEhw sl L
Ehifl 1 L& 2.0 g 1.0 g 1.0 g 1.0 g 1.0 g
Resomer RG505 3.0 g 2.0 g - - -
Resomer RGHO4 - - 2.0 g - -
Resomer RG503 - - - 1.b g 2.0 g
Resomer RGHO2 - - - - -
Dichloromethane 20 mhL 14 ml 11 ml 10 mb 14 mlL
Acetic acid 3 mbL 2 mL 2 mlL 1.5 mL 2 mL
0. 5%PYA solution 3L 1.6 L 1.6 L 1.6 L 1.6 L
Rotational speed (rpm) 2700 2000 2000 2000 2000
Composition TR HIM ES N TR O

EHfif] | Lok ) -k 1.0 g 1.0 g 1.0 g

Resomer RGH02 1.h g - -

Lactel 85:15 PLGE IV 0.76 _ 2.0 g B

-0. 85 i

Resomer RG752H - - 1.5 g

Dichloromethane 6 mlL 14 mlL 10 mL

Acetic acid 1 mbL 2 mbL 1.5 mL

0. b%PVA solution L5 L .6 L 1.6 L

Rotational speed (rpm) 2000 2000 2000

(B Z X ERHHO2. 0glZERIZIT2. 0X

KOITAJOR7 27 %= RAEMEETERL -
SICART, WEFNETA VORI PHAERINTWVWS




WO 2024/228399 PCT/JP2024/016879

232

WICREZELFERBERELZER LT QoL 0OBEICRERZEEE
BA. BEREEIOBEICIBEREEALNICEREL. EEREILQZETEAS
FBEUKRISET LT, BHE2.00 — 0.20i D5RET. THHFRERELE
o BWRAETRICRY ., EHNFEML-85unTHY ., EEFIOEER FRIZ
MABEEMABULERHET 27010, BLIEEDTH o7,

[£R11]

FRHIH~O (FHaE 1D~ A 70 A7 =27 ) ORI

S H | L | ] | FERAIK | EEe L
R TR (um) 63.0 52.3 52.7 77.9 60.9
SR gIM | EREHIN | ERH O
LIRS (um) 59. 1 82.2 64.9

=4y IESES
BoNIAI0ORT T 20 mg%& T A FILZAIRFS R/EBE (4/1) K1
0 nLTRREL. ZTOBRMAE 1 ka7 = M) L TIMESRLAARBREE R
WT, HPLCIC & WS4 /07 2 7ROEYPAFEZAE L7,

AEL RS ORERAENPLCICE > TAE Lk, BRETRICRT. T

RICRIND L DI, EREGHIH~ O DREEIZBOULETH > 7=,

[£R12]

PRI ~O (LW 1B~ A 7 a2 7 = F) OEFWNEE (%)

EhiamH | EREH 1 | FEee ] | ERAK | AL
PR (%) 91.7 89,2 * 90,7 * 90.0 * 89,7 %
FEhpHIM | EREIN | EREEO
wEER %) 84.9 * 87.6 % 91.7 "%

[#21]
TA T RRAT =T NOERB 1 {LEWRE (ng/g)

1 NEE ) = X 100

A7 AT 2T NOFEHH 1 ALAYFRRRIEE (400 mg/g)

v A 7 aAT7 =2 THNOERF 1 ALEWIEE (ng/g)

*2 0 NEPE (B = X 100

wA U RAT =2 T NOFERE 1 (LSRR (333 mg/g)

BP. BETERARTIA VORI T ZIIASEINTWA I EMNS, £52
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RER (%) FEROLE (XM V07 = 7HROERES 1 EEYEREE)
IZ. EEMIC. EHEG T IEAMRUTPLGADHAXBEICNT S, EHEf
e DREERT,

[0191] In#§hsxynsrr it
EICIRE T 50, EEFIH, J, K LOYMI0R7 T T7HFRIC. 3
00 mg/mLICAR2 & 5 ICHSHAERAER N ) /) ) K (MCT, CRODAMD S AF, &
Bl LTER) Z2RmL <. EfiH, J, K. LOMTEERZ R L .
NODRBREHEES Y MCETERS L, ERIMEEM I RVCTLIRE
T2V I OMBEFRRE%AE L7,
HES Y MEBAIRIILY —#HASHLYTERTEAL, FREBSRICE
BRICAW:, BEBREIIUTOEY THo7, EEH - 8K : FIRAL, 14—
VYY) OEE2-3T, JRE :23+2C, JBE : 60£10%, HRAARFME : 7:00-19:
00,
AVINWSIVRETOZY MIRLT, AR U PERAVWTEEBICET
BE5%1To7, BEERVWTINORKET L IAET SV — L& T25 mg/k
9& B LD ICHAM Lz, HESRBPFAICSERRREY0.5 L DRI L&, ¥
mos4 v 7, REfHIZRS5%285E, 1H, 3H, 6H, 9H, 14
H, 218, 28H, =kHJ, K LIX¥S5%25E, 15, 38, 78, 108,
148, 218, 28H, 35H, 42H, 56H & L7, MRIGEREREEPDICA/RY
VR LKA L, BOICLY MEREDEE L TERHEEMRTTL I RE
TSV —IBEELC-MSICEL YAIE L 7=,
EffIH, J, K LOEZHERYWEZEES v MCETRE5ZOMEHEY
BEHMBAERI. K10, B, HI12IL5RT, WTht, HS5EROOFRED
ERICMAT, 1ABUEOMAT LIV ZAETS YV —ILREDOHGENEERIN
foo TNODBERMS, EMEHEEYMEBFNAESBER) T —2HWT
. BT IEEMESOIA VORI TAEARET I &ICELY., BEIMS
DOEMEG 1 L EMORE A HIETE, £ERRTERL1{LEDHFTL I IE
ToV—IILEBRINZ I ET, MFEANDT LI RETSY —LIEEEZ 1 H
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[0192]

[0193]

[0194]

B EICHe > TCREMRSIREBINDZKEICHRE T2 EATREICARD E
Zzbhi
EEFEEMO~YA VO 7 7 OEZRERYIE, HSROBICLLENS
WIIART LI RAET SV —IVREEMRT 2 &0 5, RREERFIOER
FIIARE O MAAEYIRE 41 2O ICROFOHAY EIHEROERIBER
CIAERYBREEHIFTE 0. fAIZIERMERBAESOBRTHICERR
ERMERNDTH 2 ENEFEIND,

A (EREGIP)
AIVRFIAFIEILO—RF MY DL (CMC-Na)  (1.23 % (w/v)) , A%
O—2X (6.75 % (w/v)) , YVBB2KERF M) DL - —KMH (0.12 % (w/v
) . VI VEREEKY (0.16 % (w/v)) EDBEICRD LI, ThHDEY
ERRAKISAEL, KBET N DLZBEERINT 2 &ICLYpHED. 0IC
AL, BBRAEAERARLE, 712 m g DEMREHILEY %3288 mgDEB
AEEICmA, BEL, —RBBRERAML, —RBBRICER2 mmO
INAZTE—X%4 gEMA. RY—5—BRICL Y EREI 3 EY DR
FEE L2 (RS8R, BEEAERY MEEALTYILIZTE—-X
EBRE L. REGIMLEMOKMERBER & FR L 1.

B (EfESGIQ)
ANKRFIAFILEZLO—ZAF M) 7L (CMC-Na) (0.796 % (w/v)) , 1&1b
FhUDL (0.716 % (w/v)) , UVBEB2KZRF MY DL - —KFIY (0.055
% (w/v)) EDBEICARDEDIC. TNODMDETHAKISARE L. Kb
FTR)DLZHEERMT DI EICLYpHZE. 0ICFARE L. MBEREAZARL
7= 816 m g DEFEGIIVEESH %3184 mgD B REAICINZ RS - B L.
—REBRERAB L, —RBBRICER2 mmOIYINIZFE—X%4 g
EMA. RY—Z5—BERICEY O/ EMOR T % Mk U 7o (M iREsE
8093), BEEAERY MEFRLTINIAZTE—XEBREL. EHEFI0L
BYOKERBRF AR L .,

A& (EMRFIR)




WO 2024/228399 235 PCT/JP2024/016879

[0195]

[0196]

AIVRFIAFIEILO—RXF Y DL (CMC-Na)  (0.813 % (w/v)) , 3&{b
FhUDL (0.732 % (w/v)) , UVEB2KZRFT MY DL - —KFIY (0.056
% (w/v)) EDBEICARZEIIC. TNOOMDETHBKISEMA L., KEgt
FTR)DLZHEERMT DI EICLYpHZE. 0ICFARE L. MBEREAZARL
foo 748 m g DEFERFI1 26 E5W %3252 mgDREBREEICMAES - H#HL
. —RBEBREARE L, —RBBRICER2 mmOYINI=ZTFE—X%4
gEMA. RY—F—EBRICLY DERERFI 1 2{EMOR T % e L (e
BB . MBEEAERY h2FRALTINLI=ZTE-XZREL. EhE
Bl 26 EMDOKERRBREFNZRAL =,

% (EHEFIS)
ANKRFIAFILEZLO—ZAF M) 7L (CMC-Na) (0.805 % (w/v)) , 1&1b
FhUDL (0.725 % (w/v)) , UVEB2KZRFT MY DL - —KFIY (0.056
% (w/v)) EDBEICARZEIIC. TNOOMDETHBKISEMA L., KEgt
FTR)DLZHEERMT DI EICLYpHZE. 0ICFARE L. MBEREAZARL
Tco 780 m g DEHERI 1 31LEW %3220 mgDRBABEICMZES - B L
. —RBEBREARE L, —RBBRICER2 mmOYINI=ZTFE—X%4
gEMA. RY—F—BRICLY DERERF 1 3{LEMOR T % L 7 (e
BFRESEERED . MBEIEAERY h2FRALTINLI=ZTE-X%ZREL. EhE
Bl1 3EEMDKERRBHEFNZRAL =,

2 (ERBIT)
AIVRFIAFIEILO—RXF Y DL (CMC-Na)  (0.791 % (w/v)) , 3&{b
FRUDL (0.712 % (w/v)) , UVBEB2KZRF MY DL - —KFIY (0.055
% (w/v)) EDBEICARZEIIC. TNOOMDETHBKISEMA L., KEgt
FTR)DLZHEERMT DI EICLYpHZE. 0ICFARE L. MBEREAZARL
7z 836m g DEERFI4 4165 %3164 mgDBREAICIMAES - #H# L
. —RBEBREARE L, —RBBRICER2 mmOYINI=ZTFE—X%4
gEMA. RY—5—BRICLY DERESF4 4 {LEMOR T % B L 7= (e
BFEARERED . MBEEAERY h2FRALTINLI=ZTE-X%ZREL. EhE
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[0197]

[0198]

[0199]

B4 A EMDKERRBEFNZRAL =,
R (ErEFIU)

AIVRFIAFIIEILO—RF )DL (CMC—Na) (0. 803 %

(w/v) ), &b+ hrYIL (0. 723 % (w/ v)), YUEe
2KFEF MUY L - —KHMW (0. 055 % (w/v) ) EDEBEICA
B5&0IC. INLORDEFHAKISEEL., KB+ MY LEEERM
T5IEICELYpHEZG. OICEAEL., MEBEREAZRAAE LKL, 788mg
DERERFIO 21LEH%E 315 2m g DBBAEEICMAES - HRL., —R
BEBAREZRAA L, —RBBRICBERZ2MmOYIII=ZTE—-—X%4 g%l
Z. A —=S—EBRICLY OEREF 9 2L YD F &R L 7z ireERS 2
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