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T, 2DOULEOBMEBEHER (pKa) 28T 3KAMEEERSNFE L
W,

KAYEEERDODFEIX 1 AUTTHD I EHFELL,
KBAMEMERD I, IS, K&ET—F045 /=)L EDOBEODESAEP D
FRANBLogPA3. BLUTTHZIEMFELL, ILHICHFELLCIE2
RKuTHD, FITHELIZO0. BUTTH3,
LogPAODIFE, FEERDIEKET —F 24 ) —ILEICENITHES
N3, LogPA3. BLUTICASZ &, BEERDDKBEELS @Y REK
INEDME T DT, ANEBFEBOREIRINEER, B RIRINEEBIF D
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[0036]

[0037]

[0038]

[0039]

ROVLYEEEITR D,
AEBVEOBEREFICEWT, KAMEEERD K. BEOREBETH>TH

LWL, ETRWEREDIKETE LU\,

LogPhEWESE, BlAIE. LogPA3. SLUTODIFE. EERDIE
BTV, bbb, MR, BRI B ' UBEEVWLLIBEER
BLTWAWEDTHD I ENMFELL,

ZZT, LogPid, —MEICIEEMDIEK-—BKEDIERE L TERT
nNaETHY, 25A3KEZE ( (1) K&E1—-F05/—)% 2 485EL
ERELTHMT S, (2) MENSKRPWEEHICTSXAICBMYIRET %,
(3) BOPBICLYBDEET S, (4) BHRICSININKRYWELZER
%, ) ICEYBELNZT—F04% /=) K (pH7. 4E&EAK) TERA
INDDEBEONRTHD, LogPlE, YVIbhoxzT7 [ XLogPl (
Shangha i Institute of Organic Chem
istry, Chinese Academy of Sciences,

http:/ /WWW, sio—ccbg. ac. cn/softwar
e/ x|l ogp3/DNOAFTES) TEHETSZIEEHTE, SHERRIZL.
PubChem (http:/ /pubchem. ncbi. nlm. ni
h., gov/#) OF—IR-RICPFHEINTHEY. INhEFERBTED,

AR EORERBINF], BRERIREEBFIE. KAEFEERDICH LT
PEMTHY., EEMP. iR EXBARFOFERDPFICESERT
X5,

EERICAVONZKBAMEERS & LT, BIZE, BBEREERE (
FPb 72/, LogP=0. 5, 7AE)>Y, LogP=1. 2,
AV7AELTYFEYY, LogP=1. 7%) . #IREHE (8Kk/0O
=, LogP=1, JOLTLYIRE LogP=1. 1%) . BX
BAEE (Bh7x4>, LogP=—0. 1%) . 8% 704K (FL
k=vBar, LogP=1. 6, xFLTFLF=VOY, LogP=1. 9
NI XEYJY LogP=1. 9,) . NEEER #BX (k3XF7
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[0040]

i

Y. LogP=1. 7, 7R /LBEEIFI. LogP=1. 9%) .
g (7 7EFYY, LogP=—0. 6, S=FYv, LogP=0,
3. IAFYY, LogP=0. 4, 57F v, LogP=1, 4, =%
FPv, LogP=1. 6, #ATFZ5YV =), LogP=2. 2, TYXT

S5Y—J)b, LogP=2., 2, SvY7FS5Y—)L, LogP=2. 8%) .
HIEEN BTSN S,

Fleo BOE (RRXY, LogP=—1, XFILFHFY LogP
=—0. 7. 41VY7FLF+Yr, LogP=—-0. 6, ALY /v,  LogP
=—0. 2, I)/Yv, LogP=0, ¥OI%>v, LogP=1. 3,
FJNNXY, LogP=1, 8, XFI¥VIdIx> >, LogP=1, 8, ¥
FhFov, LogP=2, 3, RRF+YJv, LogP=2. 1, KAWL
RV, LogP=2., 9%) ., "EREZXE (ATP, LogP=—5. 7

v
. vY&O—J), LogP=0. 2, 7F/0—Jl, LogP=0. 2, 7O
hA42V7IR LogP=0. 9, =Z7xhH>52Vhk LogP=1., 1, E
vy7O00—J), LogP=1. 9, XY LFY, LogP=2, 1, UK
h4>, LogP=2., 3, ELNJAHAZR, LogP=2. 7%) . BE
(Y)Y, LogP=—2. 9, XFJIK/NX, LogP=—-1. 9
AIFTYN, LogP=—0. 7, T+5FYN, LogP=—0. 1
cHATRNTYNL, LogP=0. 3, ¥YS¥FYI, LogP=0. 6, R
VY RZFZYI. LogP=0. 9. FEH TSI, LogP=1, £+
. LogP=1. 2, RFEFYII, LogP=1. 3, 75V L
ogP=1. 4, 95EYI. LogP=1. 5, yO0=Yv, LogP=
1. 6, F57YI, LogP=1. 7, 7SY>¥>v, LogP=2, +5
YRSTFY), LogP=2, ¥7vI7>v, LogP=2, 75t&7Y
., LogP=2, 1, 74Y>vY, LogP=2, 2, Z7zYFE>v, L
ogP=2. 2, 7aO¥F./O—J), LogP=2. 3. RFHYL>, Lo
gP=2, 5, 7z rN53IY, LogP=2, 6, 5V, LogP
=2. 6, 74O

\'l
AN
N
—

ogP=3,. R\ rO—Jl. LogP=3)
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[0041]

[0042]

. MEHLEE (ERS55YY, LogP=0. 7, O=F>v, LogP=1

2, RVZXAYy b, LogP=1, 4%) | FIRE (1Y VYIER, Lo
gP=—1. 4, 74Y5XK, LogP=—-0. 3, eErkOosoaoF7
R, LogP=—0. 1, XF95>, LogP=0. 5, MysOl X
FF7YR, LogP=0. 6, 7AIL%Y K>, LogP=0. 9, XZJ
74K LogP=0. 9, NYF7LFLY, LogP=1, Z7LL /Y
. LogP=1. 4, 703K, LogP=2, FS5tEZIR, LogP=
2. 7%) BBEFSN 5,

T, BEE (KLyFEY, LogP=0. 1, Et7FIZXARS
TV, LogP=0. 9. LXZER LogP=2. 4%) . BFX (/
PA73A—), LogP=1, 3%) ., BlHREEEE (WS HMLEV. L
ogP=—18. 7. T h=v, LogP=—13, 3, 7L KkOx
—h LogP=—6. 5, YErkOxX—F, LogP=—3. 5, TFK
Oxr—k#. LogP=—-3. 7%) . i) a21—<FX (ZVJEY, Lo
gP=—1., 9, D—RZVZXYv, LogP=—1, 8, XML FHY—
A, LogP=—1. 8, 79%vy bk, LogP=0. 4, TEYY—J
. LogP=1, 3, L7IN/IR, LogP=2, 6, 4/0YLRA, L
ogP=2. 7) EERERE NWEX MEH. BREESH. EEELH
. EYIURIRENBITFONS,

fedtd. ERBARICAVONZKAMEERS E LT, E8F. e
Fl. mEBREH. REF, BEH. HREEF. E5I V8 7I/BELS
ENEFLNDE, BAEMICIE, PITFY (LogP=-0. 6) . L=7
2A)EVEE (LogP=—1. 6) . N FOF/>» (LogP=—-0.
6) . JI¥FFY (LogP=—4, 5) ., Bty v v VB (
LogP=—=1. 1), bZFHLE (LogP=-2) . 29V (L
ogP=—-0. 9), L—YXRFA14Y (LogP=—2, 5)., TS5 (
LogP=1. 1), JL>¥/—J)L (LogP=2. 4), LYI>YY (Lo
gP=0. 8) . PRIFHUFURCEDHFERH. W F¥ (LogP=—
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[0043]

[0044]

1. 3). ALRAFA-IWEKRVEDOFESERH. M) ThT77Y (LogP=—
1. 1), EXFYY (LogP==-3, 2), VT)LtFY (LogP=
1. 5) 4TI h)Y (LogP=0. 9) REDISKR/ A R, B
7% (LogP=0. 4) RUZDFEEH, ZRBTFHE (LogP=0. 7
) ROCEDFEER, h14xFY (LogP=1), a—YKRE (LogP=
1. 7). TYUYIEVE (LogP=—1. 6) RUZDFLEE, F£4

Y (LogP=—-0. 1), RE(LogP=—1, 4), ZaF> (
LogP=1. 2) RU'ZDFEEAK, —JFVE (LogP=0. 4) . Ek

kox>7oyy (LogP=—-3. 3), ) (LogP=—-3. 1)
WS VEE (LogP=—3. 7)., 7IF=Y (LogP=—4. 2
). 75=v (LogP=—-3), 2/%YY)L (LogP=1. 2) . D
—J)LaAH%2y (LogP=—2, 8) . N=7EFIL-D-F)ILaH 3V
(LogP=—=1.7), e7OVE (LogP=—-7. 4) ., 374/
—ZX (LogP=—-5, 8)., 7E514 B (LogP=1. 6) . v—7
/BB (LogP=—-3. 2). P53 > (LogP==-2. 2) .
L—AlL=FY (LogP=—0. 2), EFF> (LogP=0. 3) A
EiFfons,

(3. AERFERORRERIVEEEF &HAEDE TERI N B RIRINE
EH)

EEN)Y—THEIREOAEBEZZRBIESLHOIC. AERTEEOREK
MRAR (R EBNF I, ANEREMREOR R IRIEER & 13 £33 th DIF RIRINEE
Bl (AT, BIC TMBOBRRRIVZER] &WD 2 ed'H b, ) SHrEaHE
TERATZIIENTE D,

D& D BOREBIEERE LTI, REEERBT %2 3TTHRIRD
EEMMIIFELL. AMOEDTHRERFICREI WD, FIZIEEER
WINMPEHRORIEER & L TCRBOHBILEMEFERBTHIENTE, &
. " HRAEBSEI/HAOLNTWBILEYMTHD I EMNTFE LW,

B&afle LT, RYTFLYY) =), HIZIEPEG400, 7).
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[0045]

[0046]

— VR, BIZIETY /=AY Tan) — LR ILTFIA=LPE D
FIVRTAH/ =, EET7IA-IE. IZETFLYTYa—e 70l
Ly J)a—n»e7FLyr)a—pes)e)reyzFLrJ)a—-ib
T/IFINI—TI. BERAEE. BIZEA LA VBB AT ) VEEPY / —ILEE
 IZRTIVE BIZIEERBRIFIL. SYVRFUB4YTOEL (I PM) |
T/ ALAVEBI)EY Y, YRV N)ATYS—K (RYATY Y)Y
)« ThSEROTFIRIVIVERRT )2 I, ZEAINKVEBT TV,
BIZIETVEVBYIFILCTIEVB Ay 7OELPENY VBB T F
e a—b ROFVEE BIAEHEY T ) J—IVEE. REEER. fIA
AEA VA VEBRIATI O a gV ) VBIATIVCR) A FIFLY
—2—FLANLI—FILPTween80, FIRVE Fziild—YEX
VR =XV A=y B, SU0ATSL EOFFTAY. RRE
FDFEE, HIAIERFEY 1, 3—V Iz I)IRRBVPRIARRZBEME, Y
FIBE, FAT)I—-IBEE. FIZEFA ) I—-LVEBALY DL, EOY

RV, BIZEN—XFI—2—-E0Y Rr»EQY RVAILRVEE. R
RFEY R BIZETAFIRIVEFRY RPTFTUILAFILZAILEFY R, T
IWEI—N, N—-2B#H7I /FEE. FIZERTUILN, N—IAFILT
TI)TET—h RFUL2—XF)—2— (N, N=IXFLTI/)T7E
T—K) . RFUILTI/T7ET—MEERF. PoOFFRAN) VA BIX
EB—>/OFFRARNYURIAFLIIOFTFRAN) Y, REIST 1
N, HiFohs,

FYUFELLLIE, RYTFLYFYa—, V&Y >Y, FOELY T
J—Jb, 1, 3=TFLyTYa—ib, T4 /—)b. REEHER. FL1V
B, )/ —IVEEE DR, M) ATY YUY, | PMEDOEEBIZT I,
TOEVBYAY TOELEDSMAINKRVBIRTIV, RENZ 71 V5
BEFLN D,

AEFEFEORERIVEERF & BAEDLE TERT 2MORRRINVELE
BE, K&E1—=F08/—ILEOEDORERFRBMPOERATHL o gPA—5
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[0047]

[0048]

[0049]

[0050]

~A40THBDIENMTFFELW, JYUFHELLIFT7T~40, ILHICFFELLIE
7~20, BICFELLIE8~20TH D, IFICIFE LWMOREIRIVEHE
HELTE, |PM, NYATYY Y ZV9FIRTH/—LENETFLN
%,

(4. RBRRINER _EZHR)

AEBTEBICH T D, BREIRINEER R O RIRIVEEBIFIC & 2 7EMEK
DO RN (REFEEMY) MIHRICOVWTUTISRRS,

4. 1 BERIVZESF S L TOHR

FTHOIC. REBHEBICESTEETILEN. BRBIURERFI & L TE
IBADRRICOWTHRR S,

— A AR L IR HEH (DR R IRINRERD) ~DTF7>saEL (AC
V) OBMBE. RUT7SVVELIRRBRICLIZHEEREICRT 2 AREHEE
DR RIRIEEBIFI DR E % AT,

ZORR. 1) AEBBEOREIRIVZESFIE, ACVO—MRINRIFE
R EFINDBEE . AERBEMEORERIUEEREZ R L RWES
IR L2 EICAEI®2 Z &E/BREINE (K1) .

BRI, TPM RNUBATY Yo ZOFILRTAH/—ILED, ACVHE
BB UBWRBRERRIEERIC. METIEHEIANACVIRBRBTILDICA
BPIEREIREIETHD, BRIFENTIRRWA, ACV, ORI
PREFIOWT NI FEIEEAIERB L TABEEZRDTWVWEHEDOEBbh
%,

THIC, 2) AEBHEORRRIVEERIFZRAWLIEEICIE., BORK
RINREXFPDAC VARE - KESBEIILAET. METH>THAC
VBB LI X ThiE, tORRIRIVEERODL o g PAREWEE, KE
BRENE QDI EIERINL (1 : RRDRE, GEHDOERGIOD
T %D EIC. AEBBEBORERIVEESFIE LTI =) /) —IVEE
BEBWEBBICEITS, MORKRPZEFRIDOL o gP&EACVD4KE
ITOBREREEREL DBERERLEHD) .
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Ihid. LogPDEWnERRIEERICKAMEEERY 2B @I
22ENTENRE, FKBEETERDOREEBEBEFTHD I ENABEICL
22EETRBRLTVWS, TORKT, tOBRRBIEERICE AR LAWL
KBAEEERD 2D, IBRRBRINEERICEBIED L 2TRET IEE
ERRERORRBEIUEEMFIOMRIEIREVEDEB DN S,

[0051] [31]

<®K1>

tb 0 4% B WR AR AR EE Al ACVOMOBRERINEERNOBERE (mg /g )

£ LogP | A : ZXEBEFEOKRERI | B: ILFM( | HEUR

fExtEBIE (I L) @AM | LB) ( & )
B/Ax100

PEG400 44 144 2.97 2.1
(V-1 /- B8)

Tween80 48 023 0.99 4.3
QYy-Y/-NE)

| PM 7.2 | N.D. 0.172 mIRA
(QY7-Y7- V&)
0.029 EIRA
()-REER)

NUAZTUUY 8.9 |N.D. 0.00009 E|RA
QYy-Y/-NE)

AOFILRFH/—I |92 |ND. 0.00026 mIRA
(AV7-Y/-IE)

[0052] WBEERIRICEITZETILELT, M2ODHatanakaE®F/)l (Ha't

anaka T., l numa M. , Sugibayashi K.
Morimoto Y., Chem. Pharm. Bull., 3
8, 3452-3459 (1990) . Morimoto Y.,
Hatanaka T., Sugibayashi K., Omiy
a H. , J. Pharm. Pharmacol. , 44, 634

—639 (1992).) PHLNMTWS, ZOETFTNMICEINE, Fimk
EMRSIIEREZERL TEESN (M20XOEDHE11H) . KaE
MR, TELTRERICHZEREN L TREERAINS (M20R0
BILF2IH) &I TW,
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ZDHE. HEANDORNMTOILHMEH (DL) & KBEMEEERD D, K
B/ RERIBERODERE (KLV) OAXIFAEESBELXZET S
o MEROEMEBHICEVWTIE, BAEOBVWIEIIREFRICOELP TV
. HEE OHEMEDNE IEEIME b, BERIVEESIOL o g P
ETISEWS ODMER E READ DD/ Y ABNLLLFFEFLWEINTL
720

[0053] LALANSE, BlEDEBY., Lo gPhANIWKAMEEREMRDICT LT
. AEBERERORRRIEERFI S, L o g PARE WEOREIRINIEEHR
EEMEETHERAT S &, ZKBMEERD IEEBRERIVBEFRICIEFE A LR
BLAWIEDMDDLTREEREN KTV ENERINL, ORI
. COREORMEBTIERBAEFRETETAVEDOTHY, EREFEER
DHMEANZZTLDMBEVTWVWE D EHERINDS, A H-XLIFEEBETIFA
WA, AEBHEORERIEENFINEET 2 &, tORERIBERIC
BEELZACVIR, tOBRERIVBEFRIFICEES 2 &0<, KEFARL
DEIND M. HOBRERIVBERIOL o g PHIELTH., KEE OHEMM
DR AL TICHEMESHRE INSE D, WIThDAFELIEEEOMRLNH S E
DEBHLND,

[0054] FERFEFXHA1 Tk, REE LT A9 r~v4 70y JAFUERHWER
BRT24BROACVOEEERENZATHO. bug cm2&InNT
W3, ThICH L, AERFEORRRIVEERF %, HORRRIVEER
(I PME) &HRLEBEICIE, ERALARBRIFERTTT SITELRD
HEDD, ACVORBEBENA4RKEATIOO0Ong cm2&BATWSZ
EbHd (BIAIE, BRBOERBIT7) .
> T, AEBBEBORERIVZERZFER L2BE0KBEEERD O
HEZEBIE, R SEER AN ILTHDEHEHRIND,

[0055] RiC. REIEIFIOIVIEY (MZR, LogP=—1. 9, #FE?2
59) 2AVT, AEMBERERORRRIUSERIFIOMREZHEE L, MZR
H., ACV ERRICEIFORERIEER DA TIIHERBTE L EDHRE
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[0056]

[0057]

DN EKBHEEFERD TH B, MZRICH L T, AERBRFEDRERK
IR EBNFI R ME DR RIRIVEER (| PM) ERELAEEZSD. R—X b
RICER 2T DERLBRN22EDLH 272D, WIFNEMZROKEESER
IFFEER I N, FITR—ZA MRICAR > AP EEERNEEINAL, MZRIZK
| PMEERALAWD, RESE LA EDD, AERBREOREIRIVEE
BEINEET DI EICLYMZRO—EA | PMICE@E LY T <AY, AC
VREERIC, BORERIEERNDBREZRTHEEERBLTVWEHEOER
na,

BEDEBY., ARFEHEBICEVWT, FEIEIMRERIVBERFIE LT
B DI RIRINBEFR & A EDLE TERINDIZEICIE. TFEERD OO
RRIVREFICN T 2AMEEABE LI TDEICE > T, FERDDOBERE
PEEZEEIEZEEZONDD, BFEIFINICK DAV,

4. 2 RBEBRIVMEERELTORR

RIS, REBEHEICE T 2STINED, BRBNEER S LTBCIBED
PMRICDVWTHRR B,

ACV OAREBIHEORRRIVBERNICN T 2BMEICDOWTHRRLED
3, AERMEORRBIVEERIZ. ACVO—SE/-IELHE2 AR TE
ENTEBZENERIN,

THIC. MZRIZDWTIE, AERFEOEEIREERICH L TRFA
BEMEATRT CEPHRINE, TLT. AZEBEOFENIEE. BEK
PIREFIE L TRWESREDAD, BERIVEESFI S LTI PMAGEDMH
ORERIEERI EHALLBELY. BERYOREERENED > .

AREFERRE DR B IRIURHEENIC —EF F /2 I 2EBATARR L 7o KRR R D
id. KEEOHEMEEET 2ZBRRRIVBER SEEERLAN S, KESF
ICHBIL TWK D, KBMTHhoTEREBRTESZEEA LN,

Rk 2 ~ 4 1C1E. SEOHAMRYORBEFNFERIINTWS D,
INSOEBRMEYIE., KBEFERD &3, ENOLTFE. KARE. L
og PENERS,
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[0059]

[0060]

[0061]
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KEDOAZEBIIEBMETH DD, INETIEKAEEMERS O REER
(BREIRI) ICIZRFDH 2 fco ARBHEROBRIRIEERIE. KBS
MRDDOREEBOTREMEZLIT2EDTH 5,
(5. REEH)
AEBEEBICEVWT, P e, BEERIZ., EdDa) BEMERE
EEtEMEDb) BEERESELLENEDEFTEIIESE, FERD LR
AEBHEBICHEWT, BREFXIZ. FFIC, KEMEEERS, ETIT, a)
N VFELEETDFER, LRI VELIIEFOFER, RO, 7Y
VERIZETOFEGDORIBNOBRIND 1/ b)) TFI /B HL
RV, £ ROFVE. KREHHN 1 0~2 0 DRI, RO, EEEHNDS
BABENOBIRIND 1BTHEIEFENEZELEDTHE I ENFELL
. BKBHEEMERDODTFEN 1 AUATTHD I ENTLITFFE LL,
AEREREICSEWT, BREEFPOFERDOEEFEICREIF AL, LH
LAans, BEERICEINSFERS P RERRER. FIlEESESBIN
BREFERANEBLBRVE D IS, EERDIE. BERIEER (KEHE
TS RE DR RIRANIBE R b DR R IRIIBHEF]) ~DBRELL LISARICEE
LTWBZENFE LW, IERBRETEEL TWAEERS MR, BE
IRINRERNCBME L CHREERT 504 VLAY IBRIN, F—SILOKE
BHEEBZRELTBEIENTES,
AEBHEBICHSWVWT, BEREFIZ. ABPZOMOEMMOREEEL TE
MRS ERIN (BRIRIN) SEZHEAZVL, FIZE EER LR E
EEAMOBRICEWT, BHRELGNFICLIYEERD ZRERINI
/Ny FEREOM, Ry TE, AR, V)—L, O—2av, TvEVZR,
L=, A7 —, Yz, HEOHETH>THERL,
BHRFDOHE, AEEMEORRBINEER Z22L T &ICL Y, BREH
ODREMIRCARY, RBICBEHRLYP T AZEVWIMREEFTE 2,
AERBEEBICSVT, BEEFNIE. KAEZTERD & AEEBEORE
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ANENER RO AR E O R IRIVEER X IR RIRIVEESFIOEZEE
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FLLE, KBEMEEERDICH LTEHEELULDNITLL, DROBEEZR
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K, BEREOHORNFNZEE TSI EHLBHTH S,

AERERERICEWT, BEEFIZ. FELIRAmEMRzEF00n, &
EEMRIE REREMEA R, TS ESEAVEFIEREHIEZ LV,

BRREFIDRENFICL YRR R EIRIX St 2 REH (/8 FEF)
THIHBEICEWTR, IRFLICRREFZECEIBEINERET
BZENTED, ZOBAE. THIL, BEEFZZVCEDLICHMETIB %%
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RIEME, REEMESOHEIATZAREONFELL., IhLIFBEMTER
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INTHLL, 2EULEMERINTE LW, T, ZBULEIEEBINT
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BRILRMEFE LTE, FIZERYVAYTFLY, RUAYTL U,
AFLY—=THITVTL, RAFLY—AVYTLY—RFLVHESGRH. R
FLY-TJHJTIV-RAFL 7Oy IHEER AFLY—IFLV-T
YOIVIL—RAFLrTOvIHEER. RV TFY. TFILTL Y
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WHERILNIZATII, RYXGTVBTILFIVIZATIVEIETFTLND,
K H!
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(BEFI1~37) R2IEHBOEREE (a) BEMEREESELEY
TH3»)Y (HFE:104. 17, B=R:305C) OHEEEHTHD
KEgba) v, RU. a) REUERESELEWTHI /7Y (HF
E2:59. 07, @=R:500C) ) #KRV /" F/kiETH/—IZ0. 15
~0. 375mo | /LORETAR L CEEARESL, BHE (b) 8
MEEESAELEY (LogPIloWTiEk, ®ABDER1T9BR) ) ILDWVWT
HEMRIC, KR F-ET49/—1ic0. 15~0, 375mo | /L®
BETRARL (BIRERSk, SBAKR50~60mL (72752310
O0~1000mL%ZM[EMA) IC. ZEEBTKR%EZ a) BEMEREEZELLEME
b) BMMEEHEESELLAYIEELNEARZET, KAFFLEMLEIGLE
B (20~25C) THEBBESTIZEICLY, BEUERESFLEYE
BUERELEYEDETIEORRERAR Lz, TO®, T/NARL—4FIC
TIY/—IEKEEHBICTHREL, BEEZT—FTI/)L7 5mL TI3IEHES
L. IT—FTLHEFBELTEONEEEEY Y TIVEICAN, BEEREHEA
TERBTIERE., 40CT3MM, 80CTA4MELZIELT., a) EEME
RESHILEHME b)) BEERELLEYMOETNIEERL, BONLETL
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BOMIREZR2IITRT,
[#2]
<F2 >
ETH
BiEh | HHEE HigE AR XEHLY, AFHLY,
OR%F
ke 7R T ey x
2 |@usiE VRATAY R—Z K x
3 |Logp=0) &"’jﬁﬁ) Eh~kBnk |OER
! e s S
5 DL—F7RAASFUEE (EHE A
6 L—7RRSEUEE  |HK x
7 L—ERFIL Képeik x
8 EROXS B Hya— )L i3 x
9 DL— LB b 3% A
10 N TIE  |EiR~KHHIR |0 3=F)
11 L—Y a8 AR E A
12 DL—1) T B A
13 JTUEE KOk A
14 E/SANAUEE | BEEE AR TEE R x
15 Pm = iR x
16 1 BRER ik x
17 omteas T ik oms
18 T7ILEE A x
19 <OvEg iR x
% P Eix -
o N R
22 TUELEE AR TEE A
2 sEpmLAom | FOEE itk QAT
24 -] D— o0 B i3 OF®)
25 RERERAEE FFhER EfE A
26 IYRFUEE A ARE—HR)
27 JULEF UM El{& A(E—FR)
28 ATTUVEE EA OR
29 il P Y4 TR x
o s e
3 |YTF=Py |TR/EE gy A x
32 OS8R SRR TR B O (A=)
33 CHILR B LA B El{& OfR
34 EERMILRCEE | RBEH el OfER
35 ] D—7ILoOvEg JEalES OfR
36 REEAERAEE AL AUEE PEIIRN A
37 )/ —ILBE TER A

[0069]

|, EMERR D DA O S

(R 1~13)
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[0070]

[0071]

ACV (KBAMEMKS) ; 50mg. | PM (iR RIRINEER]) ;
3000mg, &&EH7, 14, 17, 19, 23, 25~30, 36, 3
7T THELEETILE (AEHBHEORRRIVEERF) ; ACVEEFEL
BARRENICAN, SF¥H9— (AUTOMATIC LAB—-MIXER
 HM—1 0%, OE#H2600rpm, PXTv (%) &) T1 0B
%, 1 BEEEROELL (BERMLBIEEERESEEB. UC-6200
YUYy —=7 (%) BEER, eAKREHN: 600W, 40kHz, 754
MEREIF. ¥4 VILIERK) . DEBROLERE =028 (5200G. 3
2) L. bE» (ORBRRRIVZEFINERS) 2P TFET 1LY — (i
RO, 45um) THRBA%E. HPLCICTEYEEDH L, LBEH»%EE
DEFRETDEHTLFEFTYERE LI EDDL, LEACLEAERE
OHPLCABKREZNMZ., B8R (TB) 2HMEBLTHPLCAM LK,

AERHEROZRRRIVEENFIFEETTD, ACVOD | PMADRRE%
RIICTRT, BH. BROLLESF 1 TRT LI, FREBHEORERIVE
EBFIAR L TIRACVIE I PMICIFEAEBEL AW,
(ACVDHP L CHEM)

BERAIOT NS TERE (BRXLC—-20AD., 2SR
UVigtiss (BXXSPD—20A, E28FRTE)

HSLF—TY (BRCO0705, Y—TILHA Ty XtH)

#5546 ; COSMOSIL 5C18—PAQ, Hh54L%3&4. 6mm . D
. X150mm, THZAFTRI#HE

BEER ; 4% 7MY IILKEKRT O, 1 %HFER

BE ; 40C, W&E; 0. 6mL/min, ¥H;HER254 nm,
RIFBERI; 4. 5—7. Omin
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[3R3]
<F#F3I>
EHRRESEHFFETTO IPMBA®
SEHEHI 2R R4 HE BhH ACV R E[ug/mL-1PM]
(ACVIIPM ICE & A ERREY)
SisHl 7
1 2.4
QAYV-ERAFDY)
) BBl 14 202
@av-mm) '
BBl 17
3 11.5
@avr-IL1m)
WL 19
4 1.5
avr-Oorvm)
5 B Bl 23 18
QAU -REER) '
Bl 25
6 0.2
@avr-rFHUR)
Wit 26
7 1.8
QAVV-ZVRAFUR)
S5l 27
8 1.4
QUZ-NLEFUR)
Bt 5l 28
9 _ 0.4
QAv-ATFIR)
Rt 29
10 13.7
avy-#AL14om)
i1 B3 6l 30 146.4
QAU>-U/—LR) )
Wil 36
12 7.4
TTF7_o0-ALAR)
Bl 37
13 10.8
TTF=o-)/—)L8)

[0072] (EMEHIT1 4~1 7, LLEHI6)
ACV ; 50mg. ERERIVEESR (MORRRINEEF) (PEG4
00, Tween80, NJATYY Y AUVFIRFA/—ILOWVWTIH
) ;3000mg., BERI23, 30TEELALFENE (AEBHEDR
RIRIRERNF) F3GTXE4EEHEDOT | PA-—HTY) Vg, ACV E
ETIELARENICAN, IHFY—T1 oEDEE. 1 BEESRUEL
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[0073]

[0074]

[0075]

o DERZRODEE (5200G, 349) L. L&A (BERINEERD
EKD) EPTFEZ 49— (MFLZRO. 45 um) TEB%E. HPLC
WKTEMEZDH L, | PMOIFE., LBAZZOFIFANETZEHT L
EFYERELLEIEDNDL, EBEAMILEEAERAEDOHP L CRABREINA
. BER (TB) 2B LTHPLCOM L. AEEHEDRERIVEE
MFIFETTO. ACVOERRBRIEERINDBREERLICRT,

(tbEefF 1 ~5)

ACV ; 50mg. SRERIVEER (tORRIRIVERESRD (1 PM,
PEG400, Tween80, NUATY YUY, FUVFIRKTH/—ILD
wghn) ; 3000mgZHARENICAN, IFY—T1 oB2EE. 1
REBERLEL 2, 28REZ =028 (5200G. 34) L. £&HA (
BRERIVEERAERS) EPTFEZ 45— (#FARO0. 45um) T
EiR%, HPLCICTEYMEA DLz, | PMIZDWTIE, £EEHEZD
FFEAUETHENSLFFYERELLZEDND, LBACLEBAHAERED
HPLCHEBERZMA, BER (TB) ZHEMLTHPLCHOM LA, AC
VOERERIVREERINDBBEEZRALITRT .

AEREFERORERIEERFIE. WTNOBRERRIVEZESR (fbDRREK
INRERD) ICDWTH, ACVEMEZM LI, HICIPM, M)A
)Yy (FREEEEREE) . AV FIVRTFTA/ —ILICFLTIE. ACVIZEEA
LA, BETLILIICR S,
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[0076]

[0077]

[%4]
<F4>
R K%Hﬂwﬁ&wzﬁiﬁﬁﬂﬁﬂﬁﬁ‘r‘
e FrRORmRR LA | OERRRER S AAOVRHE
TEEg LogP (ACVIZIPMIZIZF L ALERERET)
EeEspi2 AL 1.44
PEG400 -44
EfEHl14 HER30 297
HeEI3 A 0.23
TWEENSO 48
EiEH15 HiEF30 0.99
HEH AL N.D. (B &)
IPM 72
ErEHIS HiEF23 0.029
EeEm L ND.(FRHHET)
IPM 7.2
EREHI11 HiEFI30 0.172
HEHa AL N.D. (&)
FUATI)(hiBRERAES) | 8.9
EiEH16 #iEH30 0.00009
HeEpIS L ND.(BHET)
¥l FOFILETH/ =L 92 |TIPA-HT ) B 0.00029
ErEH17 #iEHI30 0.00026
|1, R IR M O A

I 1 =1 AIEBER (732 YE/LER)

(EREFIS. 11, 14~17, LL&BI1~6)

EREGIS. 11, EFEFT14~17, LE&HIT ~6 EERICAREL 28
WRERW, 750V ELER (EBZ;Microette Plus 6
0—-301—-106. NyVYYYH—F, EEHLHEIL; TmL, BRS
8—-001-457, A\IKE;,RFHRTESTSKIN TMLSE-
003, LS9 —&; PBS (—) . MNMETEEH, RE GLEMB ;
32, 5C. Bsym&E; 0. 75cmX1., 75cmX3., 14=1., 76
6ecm2, oYy EE; 0. 5. 1, 1, 5, 2, 4, 8, 12, 18
. 248, n=2THIE, BEX/NSYyFRT. &Y TY U JBEEICT. 5
ml| OBEERICE>TRLETCEICKY, 1. 5m I OY YTV IE%E
BELE, COBEE2EITHON, TEIREY Y AEE LTHUYEBTOENS
o ) ZfTW, TRZHAVWTEEEREZ XD,

KEEBE= (CnV+Z (i=1, n—1) CiS) /A
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[0078]

[0079]

Cn:nBBEICHY TV IINAEYRE (g mL]

V75V YEILEE [mL]

2 (i=1, n=1) Ci :HYFYJ1EEH,MSn—1EE (nlEHK
@) FTORMBEDEE [hg mL]
S:HUTNV I LEROBE [mL]

A ROBEMERE [c m2]

BREZFR5. 6ICnT, kP, &BFHE [h] ICBIF25 TACVERE] &
. O (BBBRBER) Moy Y TY Y JIE [(h] FTICEALLER
EZRT, BIZE. BFFE [h]l A TO. 51 B335 TACVERE] & T
O~0. SFEFEDERAEI . 11 IXHBFS TACVERE] & TO~ 18
BOFEBE] . 24] ICH175 TACVERE] & T0~24B0EA
El ZRxLTW5,

WTNOBRERIBEX ZAVWIBZEICEVNTEH. AERFMEDREEIRIN
REBFZRMNTSZET. ACVERENMERNLE, T, ACVEBRE
IF. BEBRIVEEFOL o gPARELARBIFE, DEYBKEICRZIFE
. IEML

[3%5]
<F5>
ACV iEf E[ug/cm?]
Wo# Bl 1% B B 5 RmH 11| kEsle
(1PM®D& ) (IPM+3VU | (IPM+3V | (FI9FLEF
EMh] V-RBER) | V-UJ—LB) | B —L+TIPA-
ATUVR)
0.5 26.6 254 422
1 28.0 47.6 108.0
1.5 304 78.8 171.3 11
33.8 101.4 225.0 13
48.4 194.8 456.7 30
73.1 430.7 783.6 65
12 91.6 564.5 844.7 91
18 108.7 929.7 906.4 127
24 145.9 1139.9 954.0 154




WO 2016/068336 30 PCT/JP2015/080841

[3%6]
<E6 >
ACVIBBE[ g/ cm’]

- EHEH17

= = ERB16|, .

[ Rl
seapplz SOy gy (RIS g (g [EEBAIS (DTN
(PEG+20 (Tween80 . (FOFI |KTH/—
] |[(PEG® . (Tween80 R (kYATY )+ |71 .
#) - DI +a)- o DH) |ty s— FTh/— (L+3dr
/—ILER) 1J/—ILEE NDA) |- /—IL
JUEE) &)

0.5 26.5 18.6 233 30.3 82| 1442 93] 1483
1 385 33.3 438 56.1 63 2176 52| 3752
1.5 474 63.2 56.5 77.3 7.1 2747 65| 6025
2 56.8 79.5 71.7 108.4 83| 3180 8| 6708
4 103.7 190.8 181.3 2735 182 5432 179] 10540
8 2117 364.4 323.1 473.2 39.4] 6463 417] 13295
12 252.8 559.2 4737 641.5 708] 6075 70.3] 13954
18 368.1 782.7 736.1 924.6 982] 5800 99.2] 14697
24 467.4 927.8 1023.1 1120.1 101.4] 5554 112.3] 15453

[0080] (Z=HEfI18~2 3, L& 7 ~8)

MZR; 25mg, SFRRIVEER (ORRBIEER) (1 PM,
hyaAZyyy, oLy yy)a—-ironghh) ;3000mg,. &F
FERSRE DR RIRIVIB BN E (BERI2 3, 30, HiEHIEERICAR LAY
Y=OANJE. D)V —TIINBOWTNHIDOEEIIE) . ZE2EHE.
VAV TN =V FIvERT) VEBOFEETIVIE (X4 ICEBEHOR
RRIVBEBF) oundFhs (RINBIEMZREEEILE) 2ERENICA
h, IFY—T1oBE2EE. 1 EBERLEL K,

[0081] (MZR®MHP L CoHEH)
BERAIOT NS TERE (BRXLC—-20AD., 2SR
UVigHEs (IRXSPD—20A, B2E/ERE)
HSLF—TY (BRCO0705, Y—TILHA Ty XtH)
#5546 ; COSMOSIL 5C18—PAQ, Hh54L%3&4. 6mm . D

X150mm, FHZA4FRI#HE
BEER ; 0. 06 7% VERIKAR
JBE; 30C, W&E; 0. 5mL/min, #H;HER280nm,
RIFBERI; 3. 0—4. Omin

AR L DERELIE—EEDAR—ZA M >LEDERWL, 750
ILER (AIRE; RFHETESTSKIN TMLSE-003. L
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Y=k ) VEBRREAR - £ERIEK. BE RE@E) ; 32. 5T,
B¥mEfE; 0. 75cmX1. 75cmX3. 14=1, 766cm2, Y
JY)vJmEE; 0. 5. 1, 1. 5, 2, 4, 8, 12, 18, 2485MA.
B TINICDOEn=2THRIE, AEIFRNYyFRT. YTV IHBFICI
5m | OBERICLE>THLEHI &KLY, 1. BmIOYYTY T

RENBLE, COBERFR2ETLN,. 1EHEBEIRY YARELTHYETS
hd, ) Z7W., EESESBEEZ KD, BREZKRTICRT,

[0082] | PM&EEREERMEMR (EHF7) RO, | PMENY Y TONR/ =)
TIVERTY VBOFTIE FFEFXE 4 ICRHORERRIREERFD) (
teE 51 8) DIEHETIE. MZRIFIIFEAEREEB LA >/ZDITH L.
AEREFREROZER RIS ERFI ZRML=ERFI 1 8~2 3 TIEIMZRODK
EEBEMNMERN L, Y CEMNS) N—ER—Z MELAERESF 1 8.
20, 211&, EYHAR—AMELAD>EREH 1 9 LY EREN S A
ofz, EYMHPAEREMEBORRRIEENFIER—ZAMET B EICLYT
BlEERELTWS2EDEBbNS, . BERBRIVEERIDNY BT Y
v aEL Y FYaA-LOBEICEVWTE. REBFEDORRIRIVEEE)
FZRMT 22 &T. BRENMEA L, ARBEFREBOZRERIRINEEBNFIC
ZYHNBRILT 2HBEICIE,. BEBREERORERL o g PI3. READ
PELPTIFICLYREZBDER DN S,

[0083]
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[3R7]
<HET >
MZRBBE[ 1 g/cm’]
HeEzmI8 EiEH22 EiEH23
wagpy  [APMARY FEHaf5l18 |19 | EMFI20 | R F21 (kUh T (FaEL
L 1708 |(IPM+2 |(1PM+2 [(1PM+2 |(IPM+2 52—

R e e Do N S o S K IR
il v-h | B J—IVER) | VER) BILER) &%) TEI-REE
) B

TES [Emhs [Emh— [Emhs [Enh— |Emh— [EmhS [Eahs
BRAEORE B (R—Z [B(R—R [BA—Rb B (K= |BA—R b EA—R b 8 (< —2 [ (<—X

bMEE3) [Metd) b hME&9) e b MMetd) |MMEEF)
0.5 9.5 12.2 171 139.5 817.6 0.0 0.0 19.8
1 11.5 17.7 19.2 175.5 925.0 0.1 1.9 66.5
1.5 13.1 12.9 23.0 194.8 676.5 0.3 6.0 66.1
2 14.9 8.1 41.6 210.1 633.5 0.4 12.0 77.7
4 32.7 9.8 173.6 267.2 621.9 2.5 63.8 190.3
8 60.2 14.8 7761 361.2 7240 15.4 n.d 319.0
12 n.d. 18.2 1390.4 422.5 n.d. 1973 n.d n.d.
18 n.d. 224 3008.0 580.2 n.d. 612.7 n.d. n.d.
24 158.2 221 44444 684.4 602.8 7701 6225 289.3

n. d. o HEET
[0084] (EHfI24~26)

MZR; 25mg, BEREER (I PM) (fORRRIVEER) .
AEREHERORRRIVEEF (HEF23) ;0, 6. 8, 1003
O000mg. ZHRERICAN, IFH—T1 oS E. 1 KEBIRL
BT, AR UABRELIE—BEPIR—IMIA>HDEBVL, 7
SvYtILER (NIERE; RFEHRTESTSKIN TMLSE—-00O0
3. LETS—k; ) UBRERAR - £EREK. BE (GREME) ; 32.
5C. Bsymf&E; 0. 75cmX1., 75cmX3, 14=1, 766 cm?2
BTy sE#; 00 5.0 1,0 1. 5, 2, 4, 8, 12, 18, 24
BifE. ST TNICDEn=2TRIE, MERNNYy FRT, YTV T
BRICT. S5m | OBERICLE>THLHEIC&ICLY, 1. EmI DYV
Vv IRERG L, COBFIR2ETHON, 1EEBIRRY Y RKRELTHY
BTbnhd, ) 217V, HEZBEZ RO, BREKRBICRT,

[0085]
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[58]
<F#8 >
EiEGI18 |EiEHI24 |25 |EEH26
MZR 25mg 25mg 25mg 25mg
IPM 3000mg [Omg 6.8mg 100mg
) -ZEEB (ST [200mg  |200mg  [200mg
FWH—
B RN AHBDRE | HR—ITEBHE |TL2BHE (Teivi
1t
0.5 17.1 807 183 n.d.
1 19.2 980 245 160
1.5 23.0 1082 323 239
2 41.6 1101 436 322
4 173.6 1243 931 922
8 776.1 1330 1386 1892
12 13904 1255 1434 2251
18 3008.0 1199 1415 2906
24 44444 1154 1335 3076

[0086] EREGI2 4 A5, ANEMRAAEOEERIEEENFIE, FERIVEER (f
ORRRIEER]) Z2FRWVFETHREZEL. T4b5, BREIRINE
EFE LTERTZIEETE, ZOBE. FICHHEOMZ REBEICEN
BT ENbh T,

[0087] | | —2 ATLRYDZEEEA (750 VEILER) (1)
(EfEHI2 7~3 2, L&A1 0)

ACV ; 25mg. AERBEHEBOBERIVEER (2Y>r—1/—ILEE
AV —FLAVE, 3V —AVZRFT) VB, 3)—AT ) UEE. 3
)y —BEE. FT7=Uv—0) - LBOoWThD) . Tk, R
S4B A VRIE (VTH /=) T7ZY (DEA) (DEADRER

:28C) —7YI3—LE8) ;475mgZzHRENICAN, TFHY—T1
AEIEE. 1REBERWELL, BONAEZEIBRICOVWT, AT7L 2R
YOARBERWET S Y EIER (AIRBICRKRATATLAYIARAR
B (ZHRRA*V, EHHRBYEEA. 1 09BRKITEL THRL TER
) ERWALUADORE, s 7S Y EILERERL, ) 1727k,
RERIIIRT,

[0088]
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[0089]

[0090]

[%9]
<FE9 >
ACV %i& R[pg/cm?]
SEHEN 27 | SEHEM 28 | SEHMEM 29 | SEHME( 30 | EMEHI 31 | SRMEHI 32 | HoEl 10
ACV/ |ACV/ |ACV/ |ACV/ |ACV/ |ACV/ |ACV/
av>»- |3aV»- (3AV» - |aU» - |OU» - |JFPZY | DEA-
BEn | Y/ | FLAY | AYRT | ATVUY |(REER (>-U/ | FUd-
B 4 FUCE B =25/475 | =B IR
=25/475 |=25/475 |=25/475 | =25/475 =25/475 | =25/475
0.5 0.5 0.4 30.4 0.0 0.5 6.0 0.1
1 1.6 2.8 3433 0.2 0.5 1.9 0.1
15 3.6 5.3 706.0 0.4 0.6 1.7 0.1
5.7 9.5 1006.6 1.3 0.7 24 0.2
16.0 35.6 2285.3 10.0 1.1 26.6 0.3
47.7 192.5 3626.1 2216 22 203.9 0.8
12 113.7 480.0 4241.1 852.0 42 483.4 1.3
18 295.5 998.0 49929 | 1965.4 8.7 739.8 24
24 596.7 1468.1 5408.9 | 2764.9 13.2 929.0 35

ANTLVRATOAEBETHE., BERIEERE LTIV Y —AVYRTT )Y
BERWHZEORBERENRAT, RWTAYYy—HT) Vi FL4
VR, U/ —ILVBOIRTH T, T, FT7ZVV—) /) —IEBEACVE
HEERIE,

L. ATVAYDARBICHE LT, BEBRIMEEFRI LTa) v —

LZEREBREBWVWLBE (EEFI3 1) I, ACVIRAETYHRESREL BN,
Sl ANTLATYDZAEEIF. AIRELYBEBBRMENSEL., ZORD. b)

BUEEREESELAME LTI, LogPha<. JYBAEDEDERWL
EANEVWKEERENE LN,

—Fh. BEFXE3IP4ICRBHINTWS, DEA-JY - EEEREK
IR ERIE L TEBLEIGRICIEIACVAREERAI TS &IETE AN
1o
(EMEHI3 3. 39KT40)

MZR ; 25mg, ARRFEEOERRINEEF (32— —ILE
) ; 25mg. RERIVEER (MORERIEER) (I PMXIZY /—
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[0091]

[0092]

JVEE) ;3000mg, 450mgXiE225mg. RV EEH4L40ICD
WTIEHISIKABTEY Y ;225mg%aKR1 OIRIMERE L TRRERN
ICAN, S35 —T1 H0E98%. 1 REBSERELELL, 5N 298
BICDOWT, ATPLVARDARBERWEI S VY EILER (NFLATY
AREELT, RRFV%E, ER60OERMEBICLYHERL THERB LA
DFEITERBIZ27T~32EBL, ) 21727, #EREFK10IITT,

[#10]
<E#LO0>
MZRZBR[pg/ cm2?]
=3 3 EHEH3 9 RHEHI4 0
MZR/3U»-Y |MZR/3OY2-Y/ |MZR/OV2-D/—
KMEh | /—L®/ IPM —ILB/ I/ -IR JE/IPM/HEBDE
=25/25/3000 =25/25/450 1) 2,=25/25/225/225
0 0.0 0.0 0.0
0.5 0.2 0.0 7.7
1 0.5 0.1 6.7
1.5 1.7 0.2 13.8
5.1 04 221
68.6 3.0 76.5
419.3 131 155.0
12 1616.7 255 212.8
18 2622.6 47.6 277.7
24 3186.1 70.8 2927

(Emfl41~51)

MZR; 25mg. AERMEOCRRRINEER (2 >—1) /) —ILEE.
AV —FLAVE, 3V —AVZRFT) VB, 3)—AT ) UEE. 3
Vr—7nEA Ve, 23 —DLAE QY- JLYIVEE BERS X
V—F LAV ERIZIV-) )=\ STV —F LA VB T
=Ov=1)J=ILBOWTND) ;47 5mgaHRENICAN,. IFH—
T1oELHE. 1 KREEFRLELL, SONAEEPERICOWVWT, A7
LAX O REFERLAE7S VY ILEER (REEEREH27~32 &L,
) ZiTof, BREXR11IIRT,

EiEfl4 1 TiE. FENER AV Y-/ —IVEE) ZRBRIRIVEERF &
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[0093]

LTAWEERFISSIYMZRORESZEBRENMER L, Ihidk. D8R
FOFEENE (VY- /—ILEE) OBFIE SV HEEZILND,
MZROEEESRAEIZ, )Y —ALAVBIEOY) Y-/ —ILBRITELS,
AYY—AYRFT7IVEBIED) Y=Y/ —ILBLYIEOMZ RERBEN
Ehof, AVY—hT)UVBEMZREREERAIH L,

72U, BERhBEL Y L o g PODEWD) BAMEREESELLEY (FOoES
Vi (LogP:0. 3)., DL¥EE (LogP:—0. 7). FIL¥IV
M (LogP:—3. 7)) ZAWk, ZfEfl45~47Tid. MZRIZH
FYRBBEBLED 2T TNODERBFICEVWTRHWESFSELRICHLT
EMZRIGBBLTWR I EMD, ThOHDEBEHICEVTIE, FEIIESE
BT 5b) BBMEEREESAILLEMOL o gPAEN D, ATL AT
DARBEFTIVROBEMENZ L. RESESBLICK Mo &Bbh b,

/o, a) EEUERESELEYMEI) UDNLERYIY, FTFZVY
WCEATEREI4 8~51ICBVWTH, EfHl4 1. 4 2 E®KIC. MZR
EREEERIERL, a) BEMERESELEYELTERYIVEAVL
BEOMZREEGSEEN R R, RWTIT 7Y =) /—)LE 2V
V=) ) —IBOETH>T, ERAIIVROMZREEZBENZLODIX
BRI VONEESBUETEEROXENEZ LMD,

(EREHIS 2)

/. a) BEUEREESELEMELTIISY - (FE: 68,
AR :90C) . b) BUEHESHELEME LTI VRFTT VEEERL
EENE (Y- —AYRTT) V) #RRREERE LTH
WAL, RHEFI4 1 S ERRIC L TREERE A AR (RIS 2) .
ZOER. AV V—AVYRTTYY VBOHBEEEICIES D, MZROKEE
BEEETHZENbh o1,
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[5&11]

TTeIE I 70861 AT ToveL 50 50 XA T7Ize FE0EF AT R 72
1'0251 6'2065 Y5081 1'08%L S18EL 70 1’0 B 0'Zr9¢ 62205 P'BE6E 0'+08Y gL
8'L68 Z'168¢E [ L'6¥8G 1'8609 44 [ [ EEEES £706¥% 1'0%¥E EVYELT 3
98 L1L0% veeel 9ET8Y 1'9Lgy 00 00 ¥l 0v6LE 8CLLY L'GIEL [ 8
7T 58T Vel AT Y 70 70 TT LT TEOEE I T 7
€61 [ 8¥ol G8LY 0eve [ 00 €l 8'8¢ 88881 G2l [ 4

L 79 £69 6022 [H [ 00 L0 GLl [ (il [ Gl
[ LE eLl oTL 185 [ 00 90 ol el 97 s L
o 7% L] Vel 07 0 0 51 oel L ] 5 50
BHE TN WETHZN | WELINZN | BRI ZN | R PIEZN (R —FIHZN| e 2N BEFIZN BHEIEZN BHFIIZN HEFHZN HEFEZN
Bty S T T e P s OO O et otp/92-3 Py | T T acr/52=3 sev/53=g| (g
R N B =P N iy N -NEA - NE/ | SN = LY - NEA g o= —/ 1=~ NE/
— (BB F M| =L 7N KT L LHZN S5y 37| 56 MZI A L-NEMZN| TE1Q-<NEAHZN = FNLE-NEAZN| LYV -AGEAZN| b AR-NEAZN| U —7 (- EHZN
CSIGEIE] LSIgRE EIFEES GYIGE(E | STidBl=E LYIGEIE OFIGEIE SYIGEIE TYIGEE eVIGEE CTIURIE [RAFEES

<L LZE>

(te&gfpl1 2~22)

[0094]

VERV, TV

MZR; 25mg. BEIFEORERIVEER (Azone,
FILRFH =L, ZTH /=, 4V TAELTILI=I (| PA) . 7l

cE DA

V. OFE:

a

B3, 41C

A

DMSO) X

AYK (pH12, 36) .

19

1

(MYqayan/)—i7

FTUHEETHD (TIPA)
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[0095]

1) —hA7)VEg. DIPA (qvy7an/—L7Iy, HFE: 133
@R :42-45C) —AVYRFTYVE DEA (Bi=:28° ) —4
YRAFTYVEE) F/id. «a—GPC (a—FYUtYLT7AYLIYY, &
FE: 258, Bm:61C) -V /—)EE; 47 5mgZzaEBRERICAN
CIFRY-T 1 oESHE. 1 REEZERLELL, BO5NAEOBURICD
WTATLVRAYDAREERAWETI VY EILER (REGEERER27~3
2ERL, ) #1727, BREXR1 2ICTT,
BRENEERELTAZzone, YERY, IPA DEA—MYRT
7 UBERBWEREILEWTE, MZROKREZALRE SN, TOX
RITARFERE DR RIRIEERICH > f=
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[$&12]

EED 0128 801y SHOL 758 T 70F8 [ 2802 SCBal 168y 3
09 vZis 0768 768 iy TOr 0T0L G8EC G T86FT TV IY Bl
[ 86IE EOL I v 9% 188 reee 966 TLiL 1'S9L% [
90 F2al [ T0e e 3 396¢ 59E 1 059 3992 SHL01 3
00 [ e 3 A El £8t [ £¥e %9 05he 2
00 Tor [ 0t 58 70 i [ €6 LD rac M
00 511 0% 3 3 90 oT 07 0L 8el 981 ST
00 X2 [ 02 gL S0 Fill €2 £ €0t 08 T
00 3 Sz 57 0L i &3 [ Al B3 79 S0
I PRHZW | HEE—PNZN | SO PHZN [ SR PNZN [ HEPNZIN HEPHZN (oG —PHZN EFEZIN EFEZIN HIE—FHZN | HIE—FHZN
w%\ﬂwlwﬂ SLy/Se=M L \&.Mw.«%\m._ mwmﬂwwm Sty SLy/62= g §Ly/62= SLy/Ge=—/ Str/ge= oLy /cz=auony zn| WA
odn b | O YRGAZN e vt aizi| /SEOSNAAZN|  NEAGANL/MZN| L /STl Mz W—rET/HZN| YLAWEGE/HZN| kXN /HZN
e gEH [ ] OZIFHH | LGN BLIGEEH LUIGEH STFEN CIgEH [N SHGEH ZIGEH
LW AT W ZIN
<2l E>

(EhefI53~58, LEBHI23~26)

[0096]

:—1. 8. 9FE:454) ; 2

LogP

AMRLFH—K (MTX,

DRRERIVEER (QY>y—FLa VB Oy —aY

Lk
[F1=3
780N

5mg. AEWERF

cEDAF VKA (TIPA—TY
. DEA=Jya—LBowend) . £k, Azone ;

a

FXHER3. 4

A

J=IEBDWThH) | B

B

A
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[0097]

475mgZzHBRERNICAN, IFY—T1 2B9FE. 1 SEBERLE
L BONAEEZEDRICOVT, APLAYIDARBEEZRW 750Vt
WA (REIEERHI27~32ERAL, ) #1707, BREKRT 3IIRT
BEBIVEERE LT, aYYy—ALAVE, AV Y —AVYRTTYVEE
CAVY=) =B, AV AT ) VB TV v ) ) —IB%ER
WAEEEAICSWTIE, MTXIZEEER LK, $o&%. b) BHEERE
EEtEME LT, BIELYL o g PORVWREERH% AW -EMREI5 8
(VY —RBER) IKBVWTIE, MTXEHFYRBEBLAN >, b
) MM EREESELLSYMDOL o g PAENS>ED, ATLATYIARES
ZETIROHEMMENZ L. REESBLICK M2&Bbh b,

—7%. t&FI23 (TIPA-—AYRFTYVE) TREMT XOREZER
EN. WHNTSEEHFS 4ICLY., kw24 (DEA-TYI—ILER) .
L5125 (Azone) TRMTXIZIFEAEREBBLAN -,
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120L 068 €428 1Z01 656001 £0'89¢E1 99265 17'89%% €L68L1 ¥
€105 vig 98'80¢€ 59 11868 GEBLGI 661061 18°92¢¢C §66EV I Sl
1862 158 VEIPL 9z 00'9ES 910821 [IEl9 1679991 €078 4!
8691 628 651¢€ Se'r 1¥eee IFvEs 62672 0L7G60} LG1¥E 8
8EY 98 8 4 9071 vell 6262 £28L1 0192 v
920 €58 810 090 €0 z7 §07 OV El 96T [4
€20 798 er'o 6V°0 LD 750 [ 18 9,0 El
110 €201 681 L£0 500 110 €60 ¥0'G 220 I
910 897¢ 6281 720 200 $0°0 G0 660 900 B
0 0 0 0 0 0 0 0 0 0
BLEEXIN [HERIXIN| SLFFIXIW ELPEXIN [ HERE—FIXIN HEPDAN HEEMANW HEE—FIXIN HETIXLN
SL¥/G2 mmm\_\wm arp/oz=mgapy| _ SLv/SC=YEl SLy/Sz=EU-/ GLY/5T= GL¥/52= SLv/Ge=5 §LY/5C=
=UORY/XAN v | Ly -verL x| =B EAEXIAL (—A4=L4/XIN) - BIARLE-GAE/XLN  BBU—/NeAE/ XN ARLEXAP—GIE/XIN| - BBPE-AfE/X LN
SSEHT | velgTH BAUER EHANES LSIG9TE OSIgY=E EEIEES LEEES RS
o /T T TEEEXLIN
<€ LE>

| | =3 A7LRASy MEEFER (P KERER)

[0098]

DFR R IRIEER % AW TLA LT OERE

Lt
[F1=3
780N

MZR, B, AEHEF

15 9.

®BE LIBe DR

THICIEAT LSy M (HRAZZRI)L

6 ORULLEFI2 6 DMZ RIBFEFAS v N

f

T L7, 3R IRIRMED

f

RZIR IR 1 %

v— (Kk) ) =W,
[0099] ~~A7L 25wy b (HWY /S | ¢c) BBARESBE. HEEF1 0B
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[0100]

ELAORLATEBEEGT (H1) CL2BEEEMELETEWI s
tar%oy bC, BEBRNBEEZRZORINEFMICLBRICAVWONS,
—BESE : LC—MS /MSEICLYMFHOMZ RIBEAAE L /.
-R%

MZRAERBREFEZRRCESOHELOKE E L,

-FE

MZR%EZ v MIETHRELEBEOESEHAE (NOAEL) »'5mg
SkgTHBIE ATFLRAIVARBEZRAWCZIin vitro@EBRkH
BRICHBIIZERRIPELET3I0%THDZ DD, 15mg 'k gilEL
1o
(E/EHIS 9)

MZR; 30mg. AEEHEORERIVEER (2> -1/ —ILEE)
;5662mgERa, MELAER, HSANRNATILIEAL, ¥4 70ORN
—FIEAWT, MZROBRERARBO MR RBZBEICSEM L, 0
%, 40CICAR LZRAPRT, 1 KHEABIRLEZT> % EET—K
HEL. SEODKRSERZRAM L, ARG, BEFAICERLL, BER
ScmiIHMLAISAMRTZNo., 50 (ZFAVHKARKM) OLIC, B
Z1. Bemil&#BqILEY Y M (Ey 772 MR Z5RYEDHE
TR EMAER L, MINAEMO LIRS ERZ2M L. HABRER &
L7z,

AVINSVRETICT, BREFESEDATL RSy MBI FRICH
FLi®. 8LV TLARY N25TEELE, TVYFRIADS %%
BL. ERPICS Y MEFZRHAI QWL DIC L,

RS 1E. 4E. SHESLU24BERICA Y 7L VRET
 EHETRIREYASNY UEMETWET 00 u L OMEBZHERL 2, MK
IEEOE (4C, 10000 rpm) & MERDZHIL. SHTICHT
2FET—30CAHAREICTRE L, MFHEHAR. MERARHDWVIEQ
CHP20uLICEBHK (TYQK) 20ul., REBRERR (REEWE
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/

;2" —FAFvH YTy 10mM DMSOEEERELLDE, IV
QKTIERFRL. 5 uMKBEERELE) 40ulBLTO. 1 %EEA
B3I20uLzamx, BiLA, COSRBERNEET 1 LY —ICEERM
L. =Do8 (W6800G, =R, 1549 L. 2%2ul %LC-—
MS "MSIZEALT,

BEEFOULAEZRT 410, BRIES 1 15E. 4056, 8IFES LU 24
R OMBEHOMZ RIZEEEZE 3D (b) LR,

[0101] LC—MS _ "MS &4

(HPLCZ%MH)

Hh5L:1nertsil ODS—3, 5um, 2. 1X150mm
(GLHA4 TV R)

H—KHASL:Ilnertsil ODS—3, 5um, 3. 0idxX
10mmL (GLYA1ITVR)

BEME : 0. 1%HER 7= HMYI=95 75

WE:0. 2mL/min

FAE:2ul (MS /MSEMH)

AFVRE: Turboion Spray
R—>Y5F41s—:Negative

2F v 94T :Multi Reaction Monitoring

(MRM)
MS I nstrument setup:
[$14]
Curtain Gass | Source Gas | Nevulizer Turbo Gas Tonspray Collision
Temp(°C) Gas (GS1) (GS2) Voltage Gas
10 250 30 20 -4200 6

Monitor ions and conditions:
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[5=15]
Compound Q1 MS | Q3 MS | Declustering Collision Collision Cell Exit
(Da) (Da) Potential (DP) | Energy (CE) | Potential (CXP)
Mizoribine 257.9 125.9 -65 -24 -9
1S 227.1 183.9 -75 -16 -11

[0102] (Z=HEHI6 O)
RERIMRER(REBFITHZIY Y — )/ —IVBBORMEEZ 2 9 6 m
gILERE L., THICMHMOBRRRINVZERI THEEHBTEY Y8 9mgRUF
JFIVRFH/—ILT1T78mgaRMULELAE. ERfEFIS 9 ERBHRICLT
 BESEFEZRARL. BERBRINEEFML L, #EEFOLAFERT 41C,
REEGS16E. 4E. SHESLU24BEZOMTEAOMZRIREE %
3D (¢) ITRY,

[0103] (Lb&kfI2 6)
AEBTVEOREBRIVBER THZIY Y —1) /) —LEEERMET. #o
BREINEERTHZABTE) 3 85mgRUAFIVFILRTH/ —IL1
78mgaERMULLMIEL. AL O EEBRICLT. BEEFARARL.
RN ZFHE L 72, HRESEFIONFERT 410, BRES 1658, 455
E., SRES LV 24EEOOTHAOMZRBEZRKID (a) IZRT,

[0104] [3R16]

<F14>

BEEROLE EHEHI5 9 KiE#l6 0 HBbl2 6
EYYEY(MZR)[mg] 3.7 3.7 3.7
Y-V /=B [mg ] 70.3 37

FOFILEFH/ =N [mg ] 222 222
B&aJEU [mg ] 11.1 48.1
HEHA [mg] 74 74 74
RyeR [ER% ] 5 5 5

[0105] AEEHEORERBIVEETIRAFIMOMNS (LLE&FHI2 6) Tik., mMEEHIC
MZRODEEIIELBEEIN G, >/~ (B3 (a) ) ODICH L. AEEFRE
DR R RIVBERI IS B EFI A BW=0F (EfEFS 9, 60) TlE. M

ZROBRPINMHEDNRARBOSN (B3 (b) . (c) ) . XERERE
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DR IRINEER R MEEMFI OB %R L /.
[0106] | | —4 AFPLAYDUZAKEER (753 YtILEER) (2)

(EFEHI6 1~62, L2 7)

UAFYY (LogP=0. 4) ; 25mg, XEBMERORERIRINEE
B (QVY—AVRFFZYVE. 2V —AFYVBOWTNIE) XISKET
NXHR4 ICREDOT | PA—AYRFT7YVEE; 47 5mg aRBRENICANT
CIFRY-T 1 oESHE. 1 REEZERLELL, BO5NAEOBURICD
WT, 75V YEILER (RERIERII27~32ERAL, ) 21707, #&
RERILICRT, REHAG 1, 62ICBVTRIAFIVORESESANR
LA, &FI2 7TICBEWTRIAF I VORBEERIIED bNAh >

(o)

[0107] [F17]

<F 15>
IAFOUERR [ug / cm2 ]
=S 6 1 =l 6 2 Heweii2 7
DAFOL AV - | DAFD AV | IXAFIVITIPA-
1VATTI B -ATIVCE 1IVATTFTIVR
=25/475 =25/475 =25/475
IXRFO UGB IRXRFI UGB IXRFIOUBTE
0.5 28.5 0.0 0.0
1 87.6 0.0 0.0
1.5 147.2 0.0 0.0
227.7 0.0 0.0
793.6 19.7 0.2
1698.7 171.5 0.7
12 2284.9 525.7 1.2
18 2836.0 1165.7 2.1
24 31514 1491.9 29

[0108] (ZEHEHI6 3)

ANVERN (LogP=—2. 2) ; 25mg. XERPEOERRINE
EXRTHBIA)V Y —AVRTT) VL ; 425, 65mg, HE;49. &m
gZRELFHOPpHEZS. OSIARLAEDZHRBRERNICAN, IFH—
T1oELHE. 1 KREEFRLELL, SONAEEPERICOWVWT, A7
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LAY D ZAEEERWET7 S0 Y EIILER (REIEERGI27~32&RAL
o ) &EiToT,

faReR1 6ICRYT, AEREEBOBERBIEEROIY Y -1V RATT
)UVBERWSIET, ANVERNANDOEEEAENSR SN,

BRE, AVY—AYARATT) VAR ERERBEDRRRIVEER % Bk
THWESESIIREEFINpH1 1 &5 A%58I1ICF. ABEDOHBZ. &
ERMEORERIEERID 1 /3~1 /2 ELBESHEMTEIEICLY,
PH%Z8 —9MEICAR T 32 & T, RERIBEDER. p HICK2EHD
PEEHHTE B,

[0109] [$&18]

<R16>

FANERNEBR[ug / cm? ]
RHEHI6 3
ALERN/IVY -AVATTIVR LB
=25/425.5/49.5
HIWE RNEER

0.5 0.2

1 0.3
1.5 0.6

1.0

8.1
64.1
12 178.9
18 1087.1
24 2548.1

[0110] (EMEHI64)

Vo) T)I (LogP==3. 0) ; 25mg. AEMFEDOEEIRIN
REFITHZH2IYY—AVRATTIYVE; 475mg 2 RENICAN, I
FH—T 1 oBEIHE. 1 BEBSRLELEL, BONEIBURICDWT,
ANTLVARIDRAEEBERWE IS VY EILER (N7 LAY RAEBEEREE
EEFI27~32ERAL, ) H1To7

faReR1 TILRYT, AEREEOBERBNEEROIY Y -1V RATT
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) VBBAERWBIZET. VY ) TYILDOREEEENAR DN,
[0111] [3=19]

<ELT>
U/ 7)NERE[ug / cm2 ]
RHEHI 6 4
V270N 1AV - 4YRTF V) B=25/475
U 7V A
0.5 164.8
1 444.7
1.5 828.3
2 1210.9
4 2669.0
8 4087.6
12 4441.0
18 4837.8
24 4896.9
[0112] 1 1 | a) BEMERESELENOSFERVEMRE. KAEEERS

DIBFRME R O B E B DR %

EROERER - LhEFICE DX, a) EEMERESELEWED) Bit
BRESELEYW A VRFTTYVEBELIZ) /—ILE) HoERINDE
BETIECOWVWT, a) BEMEHESHLEYON TELMR. ZET
VIBEOMZ RiBRfEM, R, EZFTNEERERINEERE LTRAWEIES
DMZRODEEZERME (NFLATYIAERE) 2% 18ICFEDT,

x®18ICRTEBY. a) BEEMERESHELLEWY. 2FE50~120
. MRNE0~350COMADERKLEHTHE. FEIEBIMZRER
fRL. MZRIZEEEBE L, DFBIFKARMEZMERD & ORMMEICERL

. BRIEEEE ORMEICERT 2O THDEELLND,

[0113]
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[0114]

[0115]

[%20]

<F#18>
SFE A= (°C)
mEGTRESHESY| EhRcrEts | KBEAPIEOBRMEERR> < B EMBEES AR MZRIEAR ’\liziggg
= 105 =]
50~120 50~310
[C1mim]{(Me0),PO,] BT
FESFEFICAR T [1,3-Dimethylimidazolium X 132.59 125(CIi) S !Lfﬂ*—c.
BiEd
Dimethyl Phosphate
1=TFN-3- AFNAZH
UL FUZILA R A
a2 i;\?[,-rz)—r) e x 146.62 78(Clif) TE | EEETY
HHEXm4  |TIPA X 191.27 50.00 TR |EEEY
M4 |DIPA X 1332 45 TR |EBEY
$EFXMR4  DEA x 105.14 28 TE | E#tY
FREEEmEG |2U O 104.17 305 g e
FRFEEAEMEH (EXZI ] 111.15 83.5 i il
FEERG T O 59.07 50 ER Eif
" a GRCT e kR A e | ooy
FRELLER |7, x 258.23 61 B | EEEY
2E5) FF=v O 135.13 360 TE | BBEY
el 1—A35 LB ] 126.11 2585 R | EBEY

|V b) EEMETEESELLAYL o g P&, KBMEMERD OB R
VR EERMEOREF

EROERES - LhEFICETE, a) EEUERESELEY (2Y V)
Eb) BUEBHEESE LAY SBRINDIEEEEILEICOVWT, b) B
MEREESHLEYWOL o g P, ZEFEENEOMZ RIBMHEE. RV, ZET
IR R RIRIVEER & L TRWEBEOMZROKEERYE (NIREXR
UNTLATDZARE) %K1 9ICEEHT,
RI19ICRTEY., b) BUEEREZEILEMDOLogP &, FEERDOD
REEBMEICITIEAFRIH 2 I ENERTE L, T4bE. ATRBICNLT
. LogPHh—4~2. 0, ATREBLYBKERDATLATIAKE
I LTIE, LogPA2., 0~7. 3THdE, REZSBHEERTIEN
RTE, COEDICKBEBOKIREICE > THREAD) BEERESE
te¥IDLo gPHEAZLD, LogPld—4~7. 30EETEILE
DEDERBIRT D ENTFFE LW,
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[0116]

[0117]

<FE19>

x-ﬁ;li LogP m.p MZREEM | MZREBM
BUEERESHELEY| HR A;:/'I}L <XLogP3 pKa M.W. ( 0(':) KBRE (ATHIE) | (A7LAT93)

o | O
ATTVE B % 7.40 475 284.48 69.6 TES{;;%?;;? v pislzhen 3 BEBEY
(YAFTUSE @] o© 7.20 4.90 28448 | 16 |01-1gM00mLat23®C | ALY &R
U —ILE Ttk a 6.80 477 28045 | -5 |INSOLUBLE HEES BE
FLA VB Stk a 6.50 5.02 28246 | 163 |negligible JmELT #iB
LT B x 6.40 475 25642 | 63 |BiEL #EBET &R
TURFOR B x 5.30 4.90 22837 | 544 |<0.1g/100 mL at18°C #EBET &
KFHEB B x 4.20 5.30 20032 | 45 |55mg/100g (20°C) EAUT &B
HTUSE Bitk| x~a 410 4.90 17226 | 31 |0.015gr100g (20°C) ERET BE
REER k| o© 1.90 420 12212 | 122.35 |0.34 g/100ml (25 °C) & FAET
£ B | © 0.80 484 8811 | -47 [210glL(20°C) &R EEET
ZOCTsm sl o 0.30 488 7408 | 21 |37 g100mL iR EAET
FIUELR Bk x 010 | 443,541 | 14614 | 152 |1.4g100mL e BEAE T
BB AR x 020 476 6005 | 167 ?;15;;”'; )1000000 mg/L i EEeT
RZULRZFAR @] x~2 | 020 3.11 19817 | 89 |H20: ~50 mg/mL &8 EBLT
JLAVE E#| © 030 | 1.92, 658 | 11607 | 131 |78g/100mL(25°C) e BEAE T
TR | o 0230 | 4234, 542 | 13211 | 965 [430g/L(20°C) & FAET
TR Bk x -0.30 3.03 11607 | 200 [0.63g/100mL-% (25°C) FiE EEET
aNoR | O 060 | 419, 548 | 11809 | 186 |58g/L(20°C) iR EEET
DL-2LB wk| o© -0.70 3.86 %908 | 168 |876glL e BEAE T
S I— LB k| o© 110 3.83 76.05 75 |10g100mL & HAET
eSS EEE 37 |22. 43. 97 14713 | 189 |1.72g/100g(20°C ) &R EBCT

V ETIEDT g Fhidm=
EIRDOERER. LEBHUCSWTHWEZFELEDOT g FLIER%ER20
IR,

TogF/iE@=id. DSC (TA Instruments Q2000
DSC) ICT. ¥V FIEmg&ETFILINVICHAL, —10C/ m i
DRETEENSO—90CETARIML. £D%k. 10C/ mMi nODEET9
OCETIMELEEORBRE - DREEZHAN>, XN—XFM4 DT

5HEDIETg. R=ASAVUHNRDBDIIRRE L,
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[#&22]
<FE20>
. TgFEREFER

(°c)

dU-AVARATFTIVE -61.7

aur-U /-8 -14.5

AV -ALAUR -31

. AV -HAFTIR 48.6
VY - ZBER -

EARIY -V /=B -40

EAREY -FLAUB -30

P22 -0 /—LEB -59.8

TPy -FLAUB -40.8
TIPA-AYATTFIR -56.6
TIPA-AZFU B 375

Ind 3] DIPA-A1YRTFTUVER -60
DEA-AYJATFU B -60.9
DEA-ZJU-/LE -60.8

[0118] VI NMRRIZEH
=R, LhEFITER LAZSELEORBIEBIRY MUAIES
=L o
MBS EB (NMR) ZRI MULIZAVANCE || (FLh—H+E)
AW, TEOFEGTRIE L,
HIBEREH: 'H 400MHz, '3C 100MHz
A EAX%/—J)I (CD;0D)
AERE : =R (257C)
27 MEIREXSY /—ILHEEXDESTH-NMR 3. 31 ppm
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i

4.03-3.99 (m, 2H), 3.52-3.49 (m, 2H), 3.23 (s, 9H), 2.15 (td,
J=9.0, 3.5Hz, 1H), 1.53 (dt, /9.0, 7.2Hz, 2H), 1.32-1.29
(28H), 0.90 (t, =7.0Hz, 3H), 0.89 (t, /=7.0Hz, 3H)

=Yl ) — L ER

5.40-5.28 (4H), 4.02-3.98 (m, 2H), 3.51-3.49 (m, 2H), 3.22 (s,
9H), 2.78 (t, J~=6.4Hz, 2H), 2.15 (t, J=7.6Hz, 2H), 2.06 (dt,
J=6.8, 6.4Hz, 4H), 1.60 (quint, /~6.8Hz, 2H), 1.34-1.29
(14H), 0.91 (t, J=7.0Hz, 3H)

oY F LA B

5.38-5.30 (2H), 4.02-3.98 (m, 2H), 3.51-3.49 (m, 2H), 3.22 (s,
9H), 2.15 (¢, J~7.6Hz, 2H), 2.09-1.97 (m, 4H), 1.60 (quint,
J=7.2Hz, 2H), 1.33-1.28 (20H), 0.90 (t, /~6.8Hz, 3H)

o) By

4.02-3.98 (m, 2H), 3.51-3.49 (m, 2H), 3.22 (s, 9H), 2.15 (t,
J=7.8Hz, 2H), 1.59 (quint, ~=7.8Hz, 2H), 1.32-1.30 (12H),
0.90 (t, S=7.0Hz, 3H)

2 ) B

7.96 (dd, J=6.8, 1.2Hz, 2H), 7.43-7.34 (m, 3H), 3.98-3.94 (m,
2H), 3.45-3.42 (m, 2H), 3.15 (s, 9H)

b AKZ I )L ER

7.65 (d, &1.0Hz, 1H), 6.97 (d, &1.0Hz, 1H), 5.39-5.28 (4H),
3.18 (t, #=7.4Hz, 2H), 2.93 (t, /~=7.4Hz, 2H), 2.77 (t, /=6.4Hz,
2H), 2.18 (t, &=7.6Hz, 2H), 2.06 (dt, /6.8, 6.8Hz, 4H), 1.60
(quint, J=7.2Hz, 2H), 1.33-1.28 (141D, 0.90 (t, J=7.0Hz, 3H)

~1

EAX I A LA EE

7.64 (d, &1.2Hz, 1H), 6.96 (d, /~1.2Hz, 1H), 5.39-5.28 (2H),
3.16 (t, &=7.4Hz, 2H), 2.92 (t, &=7.4Hz, 2H), 2.17 (t, J/~7.8Hz,
2H), 2.08-1.96 (m, 4H), 1.60 (quint, ~&7.2Hz, 1H), 1.32-1.28
(20H), 0.90 (t, &=7.0Hz, 3H)

TT =) )=V

5.39-5.28 (4H), 2.77 (t, J=6.4Hz, 2H), 2.16 (t, J7.6Hz, 2H),
2.06 (dt, &~6.8, 6.8Hz), 1.59 (quint, J~=7.2Hz, 2H), 1.33-1.29
(14H), 0.91 (t, ~=7.0Hz, 3H)

PT = LA VR

5.38-5.30 (2H), 2.16 (t, J=7.6Hz, 2H), 2.08-1.97 (m, 4H), 1.59
(quint, #=7.2Hz, 2H), 1.32-1.29 (20H), 0.90 (t, J=6.8Hz, 3H)
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A 185.21, 69.06%, 69.03*, 69.00*, 57.04, 54.72*, 54.68*, 54.64*,
1 " 50.81, 34.81 (20), 33.07 (2C), 31.04, 31.01, 30.81, 30.76,

30.48 (20), 29.19, 23.73 (3C), 14.53 (20)

182.60, 130.92, 130.90, 129.05, 129.02, 69.03*, 69.00%,
68.97%, 57.01, 54.70%, 54.66*, 54.63%, 39.34, 32.64, 30.89,
30.81, 30.57, 30.47, 30.41, 28.23, 28.17, 28.82, 26.56, 23.63,
14.54
182.78, 130.84, 130.77, 69.04*, 69.01%, 68.99%, 57.02, 54.71%,
3| 2L AR 54.67%, 54.63*, 39.40, 33.05, 30.90, 30.85, 30.80, 30.60, 30.57,
30.44, 30.39, 30.34, 28.20, 28.13, 27.85, 23.73, 14.54
182.65, 69.06%, 69.03%, 69.01%, 57.03, 54.72%, 54.68%, 54.64%,
39.32, 33.05, 30.89, 30.71, 30.66, 30.45, 27.82, 23.73, 14.51
175.04, 139.31, 131.28 (20), 130.19 (2C), 128.80, 68.97%,
68.94%, 68.91%, 56.98, 54.63*, 54.59%, 54.55%
182.48, 136.72, 135.26, 130.91 (20), 129.05, 129.04, 116.99,
6| eAZI T ) —LER 40.52, 38.78, 32.66, 30.82, 30.79, 30.55, 30.48, 30.38, 28.23,
28.18, 27.59, 26.57, 26.34, 23.64, 14.5
182.83, 136.70, 135.31, 130.84, 130.79, 117.03, 40.59, 39.07,
b RAH I A LA B 33.07, 30.90, 30.86, 30.84, 30.63, 30.57, 30.46, 30.38, 30.36,
28.21, 28.16, 27.72, 26.52, 23.75, 14.54
181.73, 158.86, 129.57, 129.56, 127.70, 127.67, 37.73, 31.31,
§| =0 ) —EE 29.48, 29.45, 29.20, 29.13, 29.04, 26.89, 26.83, 26.29, 25.22,
22.29, 13.18
183.18, 160.18, 130.84, 130.77, 39.12, 33.05, 30.88, 30.84,
9| 7=Vt A R 30.79, 30.61, 30.54, 30.44, 30.37, 30.34, 28.20, 28.14, 27.65,
23.73, 14.54
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