w0 2021/033729 A1 |0 00000 KA

) FRFBAEFWICE DWW T LRI N -ERLERR

(19) ft SRATAUFF E HE AR ~

EREER gﬁ

43) EEARA %3
202142 A25H(25.02.2021)

10) B2 RES
WO 2021/033729 Al

WIPO I PCT

1) EFRRFTAAR:
CO7D 205/04 (2006.01)

Q1) EFRHREES - PCT/JP2020/031326
(22) ERRERERA - 202058 A 19H(19.08.2020)
(25) EFRHFED S5 - HAGE
(26) EFEARDERE - HAGE

(30) BcHET— % -
62/889,091 2019 F8H20H(20.08.2019) US

(7)) HEEA: /N B E B T 2 &K X & #
(ONO PHARMACEUTICAL CO.,LTD.) [JP/JP];
T5418526 AR AR T A RKX EEH 2
TH1%53 Osaka (JP).

(72) 3B : K& 18 (OTANI, Shuhei); T6188585
ARE=Z=SMEAHEA=ZTEHI1E1S /N
BEMTEKARITN Osaka (JP). BEF B2
(FUJITO, Takayuki); T6188585 KIRIF=SER
SAHEA=ZTEI1HEN S MEELRTEHKL
2t Osaka (JP). $&E#T 1B F(IMURA, Naoko);
T6188585 KIRIN=SMEAMEHA=TH1H
15 NEEMTEKRIXRHEA Osaka (JP). K
& 75 E (KIJIMA, Hideomi); T6188585 X Bx FF
—EMEAMKRA=ZTE 1R 1S MNEFERT
AR A Osaka JP). RT7L Y N ZF 7
7> 7 1 —. (PARENT, Stephan D.); 47906 A
VFATFMIOIAN T4y N, T7
v YwY K347 1200, Indiana (US).
NEJI AF=Z— ¥+ &IV (BEVILL, Melanie
Janelle); 47906 1 T4 7F+MNOITA N 57
1Ty bk, 72279—<X9VKKZ47513
6, Indiana (US). Y3 vy >y d—h=Z— T

Z. (JOHNSON, Courtney S.); 47906 1 > F 4
PTFMITAN 74Ty, 22— X b
)—Hh 4583, Indiana (US). Ea2—X b
M S EX 1) —(HOUSTON, Travis Lee); 47909
AVFAaT7TFMZT74ITv b, ~NVRYwy
V> L—> 3240, Indiana (US).

THREAN: F K B, 4 (AOKI, Atsushi et al.);
T1050001 RR&AHBEXEFE/FH—TH23
F12 E/ MeILXHIyT— FNE
FREREIERT Tokyo (JP).

B BEE(RTDOLRWRY, 2 TOREADENRF
EAEHE): AE, AG, AL, AM, AO, AT, AU, AZ,
BA, BB, BG, BH, BN, BR, BW, BY, BZ, CA, CH,
CL, CN, CO, CR, CU, CZ, DE, DJ, DK, DM, DO, DZ,
EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, GT, HN,
HR, HU, ID, IL, IN, IR, IS, IT, JO, JP, KE, KG, KH,
KN, KP,KR, KW, KZ, LA, LC,LK, LR, LS, LU, LY,
MA, MD, ME, MG, MK, MN, MW, MX, MY, MZ,
NA, NG, NI, NO, NZ, OM, PA, PE, PG, PH, PL, PT,
QA, RO, RS, RU, RW, SA, SC, SD, SE, SG, SK, SL,
ST, SV, SY, TH, TJ, TM, TN, TR, TT, TZ, UA, UG,
US, UZ, VC, VN, WS, ZA, ZM, ZW.

B4 EEE (RTDOAWVRY ., £ TOEEDEIER
ENVETEE) : ARIPO (BW, GH, GM, KE, LR, LS,
MW, MZ, NA, RW, SD, SL, ST, SZ, TZ, UG, ZM,
ZW), 1—5 <7 (AM, AZ, BY, KG, KZ, RU, TJ,
TM), 3—A w /¥ (AL, AT, BE, BG, CH, CY, CZ,
DE. DK. EE, ES, FI, FR, GB. GR, HR, HU, IE. IS, IT,
LT. LU, LV,MC, MK, MT, NL, NO, PL, PT, RO, RS,
SE, SI, SK. SM, TR), OAPI (BF, BJ, CF, CG, CI, CM,
GA, GN, GQ, GW,KM, ML, MR, NE, SN, TD, TG).

(54) Title: SALT AND CRYSTAL FORM OF COMPOUND HAVING AGONISTIC ACTIVITY TO S1P5 RECEPTOR
(4 RBOAT : S 1P SREBEEEMNER T 2LEMOES L USRI
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3. 9, BLUKW24. IEQOEIA (26) IKEIRE—V%HFT 5. AL
[30] 71k [3 1] EBHEODHESR.

[33] MRXIEEIFRARY MLICBWT, 6. 1. 6. 4. #6.
9. ¥12. 9, #M13. 8, #M16. 6, #H17. 2, 18, 1, M1
8. 3.#18. 7. M19. 3, M19. 9, 420. 5. #420. 7.
#21, 0. 21, 4, 21, 9, H22, 1, W22, 7. K23,
0. 23, 6, 23, 9, 24, 3, ¥24. 6, ¥25. 2, K2
5. 8, ¥26. 0, W27. 4, ¥27. 5, ¥27. 8, ¥28. 7,
#29. 5, $30. 2, ¥30. 5, H30. 8, M3 1., 3, H31,
7. #932. 3,32, 5, 433, 8, M34. 1, #34. 5. B&
V3 4. 9EDLOIA (206) IKEFE—I%EFT S, fisc [30] ~ [
321 OWTFNHI—BICEHORFER.

[34] B 7ICRINDIHMRXBEFTARI MLFry— b aRHET 2
. BIEE2 [30] ~ [33] owFnh—IBICEHOFESR.

[356] TEEEBREAEICEVWT. Aty MNEEMT11CELR
E—JRBEN W1 14CTHIRBE—V%BT 5, Fisc [30] ~[34
1 OWFhh—IRICEERDIER.

[36] TEEEBREATICSVWT, AVt MNEEASWI13T7CTEEIRE
E—JREN140CTHIRBAE—V%ET S, Aise [30] ~[35
1 OWFhh—IRICEERDIER.

[37] M1 BICRINZIREEERENEF v— bMaRHHET 5. 7R
[30] ~ [36] owIhh—HICEEDER.
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[38] 1—-[[(38) —3—XFIN—6—- (4, 4, 4—-HMUTILF
O7hEY) =3, 4—2ROF79Lr—2—4)I] AFI] TEFY
V=3 —hIRVBOES.

[39] MERXIEEIFART MLICBWT, #6. 5. #7. 8. #8.
6., 1 1. 6, 15, 2, H17. 0, H18. 8, M21. 1, W2
2. 8. #23. 3. BLUW24, 9EISERINBZEFA (26) IC
PR EH 2D EDEITE—V%E Y 3. Fiic [3 8] EEHEDES.
[40] MERXEEIFRART MLICBWT, DA EH#6. 5, #7.
8. #8. 6. BLUW1 1. 6EDOOFA (20) IKEIE—VE2EFT S
. B0EC [38] F#ik [39] THOESR.

[4 1] ®MERXBEIFART MLIZBWT, Da<EEHT 1. 6. #1
5. 2, #17. 0. #§18. 8, #21. 1, #22. 8, H23. 3,
BLUW24. 9OFEOEFA (26) ICOARE—V %283 5. Fisc [3 8]
~ [4 0] oWThh—HICEHDER.

[42] ®MERXBEIFARYT MLIZBWT, #5. 8EHLUHM19. 9
EOOiA (20) ICEfE—2%2F374\W, gikd [39] ~ [41] ow
FNM—IBICEEHOESR.

[43] BERXEEIFRART MLICBWT, 6. 5. #7. 8. #8.
6, 11, 6, %13, 0. 13, 1,15, 2, ¥15. 8, #1
7. 0. 817, 3,418, 8, #18. 9, #19. 3, §20. 9,
W21, 1,821, 3, 22, 8, 23, 3, M23. 6, W23,
8. #24. 0. #9244, 9, ¥y25. 8, #26. 4, #27. 1, W2
7. 9. #29. 8, ¥30. 4. $#30. 7. #31. 6, §32. 0,
BLUW3 4. OFEOEFA (26) ICOAIE—V %2835, Fisc [3 8]
~ [42] oWThh—HICEBEHDER.

[44] BVICRINDIMRXIFLOIFARY MLFv— MaRHEET 5.
g2 [38] ~ [43] owWFhh—IBICEHOESR.

[45] TEEEREANEICSVT. vty MNBENIW128THLI
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[0134]

[0135]

[0136]

E—VRENMN1 33 CTHEIRBME—V%FT S, fisc [38] ~[44
1 OWTFhH—IHICEEEHDIESR.

[46] B2ICRINZTREEEREANEFv—MERHET 3, A [
38] ~[45] OWIFhM—IRICEHDESR.

[47] ®uEE [1] ~[46] OWThH—IRICEROEEYEEFEMIC
HFBEINDEKEE2E T 2EEERY.

[48] SI1P NEMEBOFHESLV FIFEEFTHS,. Rid [4
7] BREOEZEMENRY.

[49] S 1P NAEMKRSEDN. MEEMEETHDHEIE (48] BBDE
ESE17%YN

[60] wMREEMEREN. FRBEMESLBENA—F 2V VHETHDHIE
[4 9] ZHDOEZEMNRY.

[61] ®uEE [1] ~[46] OWThh—RICEBROELEMESET S
ST1PNEMERBDFHSE LU/ FIdBEA

[62] ®iEE [1] ~[46] OWThh—IBICEROELEMOEDNES
HABMICHE T2 EE2RHHETSD. ST P NEMKRROFHB LT/ &
T VBB,

[63] S 1P NEMEROFHELV FIFERICERINDHIE [
11 ~[46] OWIhI—IRICEEHDIELEY. LV

[64] S1PNEMEBOFHESLV  FLIFERFNZHET ZHD0D
it [1] ~ [46] OWThHh—IHICEHDILEHOER,

=Sl
T, REHICE > THRRBEHRT 20 ARBIRIINSICREIND
ED TR,

JAI NI 74— ICLBDBDERBLUTLCICREINTWS Ay
NOBEIE, FRLLBHBEILEERRBEZRL. B8R ERT

(o)

NMRODEMICARINTWSHy OWIKAIEICER LR A R,
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[0137]

[0138]

[0139]

[0140]

ANPHAEFRICAWEEEMEIE. —MRIIC T UPACORANCEL Tk
35221 —470454L, Advanced Chemistry
Developmentf#f®ACD, Name (E4#EE) . OpenEy
e Scientific Softwarett®OLexichem To
olkit 1, 4, 2F/#lFPerkinElIlmertt®dChemDra
w (BHEmEE) UltrazBuwsh Fhkid. |UPACHEEICEL
TELEHEDTHB,

LCMSiEWaters i—classYAFALAAFERAL. LTOEHE
TEREL K,
HS5L:YMC Triart Cig 2. OmmX30mm, 1. 9um

s RE: 1. OmL/ % ;BE:30C; BEEA: 0. 1%~ 74O
(TFA) K&K ; BEMEB : 0. 1% TFAZPEINZRNYILBK: 7

YTV (BEME (A)  BEE (B) OILER%REEHE)

0~0. 1049 : (95%:5%) ;0. 10~1, 204 : (95%:5

%) 5 (5%:95%) ;1. 20~1. 504 : (5%:95%) .

R XIREITZRY MV TOWThAOEETRE L7,

[0141] &#1

EE:VHIE SmartlLab
Y—4Fv k:Cu
EEf:45kV
E#XR:200mA

EEEFEE: 30E  min

[0142] &4 2

EE:VHIE SmartlLab
Y—4Fv k:Cu
EEf:45kV
E#XR:200mA

EEFEE:10E min
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[0143] TREEEHENE (DSC) FUTOWTILDEREGETRIEL .
[0144] £ 1
EE: T4— I - AVAYIXVKE Discovery DSC
ARtV TILIZ O LY
EBRHOARE:40mL,  min
[0145] &2
HE: AMS—- ML K& TGA/DSC 3+
ARtV TILIZ O LY
ERHARE: 40mL min
[0146] &H3
HKE: AMS—- MUK DSC822e
ARtV TILIZ O LY
EBRHOARE:40mL,  min
[0147] BEKXEEITIEUTORGTREL .
[0148] &1
EE:YH 8 SuperNova
=Sy h:CuKa (A=1, 541844)
EEf: 50kV
EHR:0. 8mA
A¥yUig: 1
BE 100K
[0149] £H2

EE:YH 8 SuperNova
H—HFvy N:CuKa (A=1, 541844)
ZEEX:50kV

EHR:0. 8mA

A¥yUig: 1

BE 297K
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[0150] EfEBI1 : 6 —AMFL—3—XFJ -3, 4—-YerkOrr9yLv—2—
AN TER
6—ARFY—3—AFN—-3, 4= RrRAOFIILY—1 (2H) —
Av (CASE$HEES:5563—-21—-3) (1g) OA%/—J)L (10
OmL) BRIC. OCTKREIERVEFMIDL (398mg) ZMAT,
RIiGBREERANFREL. 2REERLALE. BET7YEZD LKBEREN
Z. BFERT FILTHIH L, BBREZRBNRIEKTHRSE L. BEKRES ~)
D LTEIEE, BEEEE L, BONLEEEY Y ASILASLIOT K
TS574— (NFHY EBRIFIL=10:1) THEEL. TOFFXRD
RISICAWz, B5NAEBEMON, N—IXAFIKRIVLTIR (DMF
) (100mL) @RS, #FVEEYY (2. 29) ZMA . RIGAK
Z60CICMEL, SHFREEI L, TORRIGBKREZKKITEE, 50M
k. BRBEEZOB L, BREBLRIRIEKTES BKWHEFNID
LTERL., REEBE L, BONLEBEY)AXINVASLIONY
ST4— (AFHY EBEIFIL=10:1-5:1) THEHEL. UTOW
HEZET2EELE®W (299mg) &5k,
H-NMR (CDCLl) : & 9.57, 7.30-7.24, 6.82-6.78, 3.85, 3.08, 2.65, 0.92

[0151] E£fEBI2 : 6 - RAFY -3 —XFI—-3, 4-YeRkO+rI749L -2
—ANNILTER
EhEf 1 TRHELLEEY (299mg) OoY/OoOxyy (DCM) (
100mL) B®&RIC. OCT=R{tKRT% (81 5mg) #@FLAE, OC
TIRREER L%, RNBREKKIEE, 5 oRRERE. AHBEE OB
Lz, BREZRARIBEKTRS, #KMBST M) VLTREL, AEEZE
ELik, BONEREEV)AFLVASLIORMNTS 74— (ANFH U
BB TFI=5:1) TREL. UTOYHEELZET 2ZE LAY (200
mg) %57,
'H-NMR (CDCl;) : & 9.57, 7.18, 6.72, 3.08, 2.60, 0.94,
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[0152] ZfEfI3 : (R) —6—ERAFL -3 -AFI—-3, 4—-YRrROFr7¥
LYy—2—hILNILTER
B2 TEE L bEMEHPLC (FAAS L : BRRESHS (I
CHIRALCEL OJ—H (4. 6mml, D. X250mmL) . &
BME : JITIAFHY 2—-FO/R/—)=80:20, f&E: TmL/
min, JBE:40C, BR:245nm) ZHVWTHKEDEAEITH Z &IC
LU, B—E—0 (REBENG6. 99) IEELEMEE,
[0153] ZE#EHIS (1) : (S) —6—krROFL-3—XFI—-3, 4—-Tk kRO
FI7HLY—2—ALNLTER
ERBI3OXAFEFENCLY, BIE—7 (REFEWNS. 149) IKEEL
EMEBT,
[0154] EfEHI4 : (S) —AFIL 1— ((6—bRAFY—-3—-AFIL—3, 4
—JeROFTILY—2—AN) AFIN) PEFIU -3 -HIKRFTS
— b
Ehefl3 (1) THRELLEEW (6. 00g) ODCM (265mL)
BRI, AFI FEFIY-3-HILERFPS5—MERIE (5. 249)
(CASEHES:100202-39-9) 840¥1VFOFLIFIL
7IV (6. 00mL) #MAERTIONHH LA, KA%. RIBKICK
RIEMN)TENFIVERDFRFN) DL (7. 329g) ZH0A. ERT1 68
BRI L, RISRZRBEREL. SonBEREZY VATV AZ LAY
NS5 274— (Amino silica gel, A&®HY BEEIFIL
=50:50-20:100) ICL>THRETBZ&ICLY. UTOYMHEES
EIHEELEEY (6. 00g) %8k,
'H-NMR(CDCL,) : & 6.88, 6.63-6.56, 6.21, 3.71, 3.64-3.51, 3,42-3.22, 3

.03, 2.94, 2.49, 2.37, 0.92;
LCMS : {REFEFR0.619,

[0155] E=MEHIS : *FI 1— [ [ (3S) —3—XFNL—6— (4, 4, 4— |
JzA07hEY) =3, 4= ROFr79Lr—2—a)] AFI]
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TEFOY—-3—-ALRFTS—Fh
EfEf4 CERELEEY (51 1mg) OFhSEROTSY (THF
) (5. OmL) @&&IC4, 4, 4—KYoLA074% /=)L (273 mg
). NUTZZZ)UAKRAT 4 (559mg) . 2. 2mo | L7V I HIL
RUBYIFILORNMIVERKR (0. 97mL) #x,. =ET1 6BF/EE
B Lk, RISRERBHER. BONCBEES VATV AS LA NI ST
41— (Amino silica gel, . AxHY HBIFI=90:
10-80:20) ICL>THRETEZEILLY., UTOYMMEEET BE
Fika (312mg) 5871,
H-NMR(CDCL;) : & 6.93, 6.69-6.61, 6.22, 3.99, 3.71, 3.65-3.50, 3.42-3
.21, 3,02, 2.96, 2,52, 2.44-2.21, 2.10-1.96, 0.92 ;
L CMS : {R¥&FEFR0. 905

[0156] Ef#EHI6 : 1— [ [ (3S) —3—XFI—6— (4, 4, 4—K~YT)LF
O7hEY) =3, 4—2ROF79Lr—2—4)I] AFI] TEFY
v—3—-hIKRVER
[1£6]

~07 {YCH

[0157] SEMEHIS TRELAEEYW (1. 20g) OX¥/—J)L (3. OmL) &
RIS, 2NKEEF MY DLKAR (4. 5mL) ZMA. RBEZERT
1 6BFAEIEH Lz, 1 NIBERKBE® (9. OmL) ZmMA. BERMER. B
SbhicEEE VAF VA LA MNIZ5T74— (Diol silic
a gel, DCM:MeOH=10:0-5:5) i[C&k>THE, X5
SURTFNAZLIAYRNTST4— (ODS, H,O:CH;CN=10":
0->50:50) IC&>THETIIEICLY., UTOYMEEET 21EE
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& (846mg) =57,

TH-NMR (DMSO-d,) : & 6.95, 6.71, 6.68, 6.20, 3.98, 3.46-3.36, 3.24-3.12
, 2,96, 2.82, 2,49, 2,39, 2.31, 1.89, 0.83;

LCMS : {REFEFR0. 8590,

[0168] 7Zd, AFREBADRMESL 6 IFRFHFXE S DEREN 15 (34) EE—DLE
MTHY. X I ICEEHDOAEXIEAFRBPOERES 1~ 6 ICEBEHDA
ETHELNDARFADERRS 6 DILEMIIIERETH 2,

[0159] =fEfI7 : 1 — [ [ (3S) —3—XFIL—6— (4, 4, 4—KNYTLH
O7hEY) =3, 4—2ROF79Lr—2—4)I] AFI] TEFY
V-3 —-ALRVEBOFSR (DR)

EEGI6 THRELLEEY (250mg) ITAY /) —ILEMAERTHAE
I, 5mLICEBLE, COBRREAREIC200ulL s EL. 35CT
HERME L%, 7Y (50ul) #MAEET2EBEERLL, B
ERNOLBMEERT I REREZBET 2 &ICLY. UTOYMMEEET
iEmEOBBEERTHIERLEM =BT,

[0160] TFROXRETAE LAZKBEROMKRXBEFARI MLFv—bER1IC
. DSCFv—brEH2IZZENETNTT,

[0161] (1) MERXHREITRARYT ML
AIE SR« 41

Cu—Kai&MEA LAEMRXBLOFZANRY MLUETELOhOHRA (2
6) (B) BLUHENEE (%) OERER1ICTT,
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[%&1]

x1

EfAE2e) (K |[HxRE (%) ([EFEFH26)F) |BxaE (%)
6.5 8 22.8 47
7.8 5 23.3 100
8.6 9 23.6 13
11.6 27 23.8 15
13.0 8 24.0 9
13.1 7 24.9 36
15.2 31 25.8 5
15.8 5 264 15
17.0 31 27 .1 5
17.3 21 27.9 3
18.8 39 29.8 9
18.9 30 304 4
19.3 12 30.7 7
20.9 9 31.6 6
21.1 31 32.0 4
21.3 16 34.0 6

[0162] (2) ~"EEBHERE (DSC)
BB« &1
HBEE:1. 2mg
HEFEE:10C/min (20~1807)
-2 : Aoty MNEEMN128C. E—JEEH133C
[0163] Zf#EfHI8 : 1— [ [ (3S) —3—AFIL—6— (4, 4, 4—KYD)F
O7bh%Y) =3, 4=2ROF+79LY—2—AL] AFNV] FTEFY
V=3 —AIRVEBOKMYMOESR (B&)
EfEGI6 TERE LIS (250mg) ICX8 /—ILEMAERTAR
T, BmLICES L, COBREHAREIC200ulLa9EL, 35CT
WMERME L&, 97%7E bV KEBEKR (20ul) ZMAEERT HEER
BLE, BRENOEBRYE=ET I BERBELEBTIZIEICELY. UTOD
MEEZ BT 2REEDORBERTH2EELENEST,
TERORGTRE LEEEROMARXBEMARI MLFv— %R 3IC
. DSCFy—hZeR4IC. REEBAE (TG) Fyr—beM211I2NnT
NRd,
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[0164] (1) MRXIEREFANRYT bV
AERM - R4
Cu—KafzMBLLMRXEEFARS MLETELONEHA (2
0) (B) 8LU0ENBE (%) OERER2ICTT,

[%k2]

%2

EfFE20) (F) (AR (%) EiFfA20) (F) |HxEE (%)
10.3 76 23.1 25
10.7 10 234 40
11.8 8 23.6 23
13.0 21 24 .4 43
13.6 41 253 21
14.9 63 25.5 13
15.3 21 27.0 19
15.8 42 27.6 10
16.6 14 27.9 8
17.9 71 28.6 11
18.1 100 29.6 14
18.6 62 30.0 8
19.5 45 30.4 8
19.8 21 31.1 8
20.7 37 31.5 6
20.9 31 32.2 7
21.4 31 33.9 9
221 48 34.8 7
22.6 69

[0165] (2) ~"EEERERNE (DSC)
RIESRM « &1
HEE:1. Omg
SEREE:10C/min (20~180%0C)
B1RBE—Y Aoty MNEEHNS8OTC, E—2REHITT
B2RBME—D : Aty MNEEH110C, E—JEENT1 12T
[0166] (3) RE|ERZE (T G)
HB: AFS—- FNLKRE TGA/DSC 3+
HEBEE:2. Tmg
AR T D LSy
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[0167]

[0168]

[0169]

[0170]

BEHARE:40mL, min
HEEBEE:10C/ min (25~1807C)

WEENSWTO0CTETICWI. 1%DEERVERLE,

EREFI9: 1—[[(3S) —3—XAFINL—6— (4, 4, 4— YD
FZO7bh¥Y) =3, 4—-keROFI79LY—2—9J] XFI] TEF
V=3 -ANKRVE —REBMEOESR (AS)

EiEf7 TRELEEY (1. 59) &&EEE (0. 489g) OREA
MIWCAS /=) (7. 5mL) Z#MAEERTAREIEL%. 35CTRER
WL, ZEMZKYJI (3. OmL) ZNMAZERTIEBEERLL, B8
LTWaiERE 0L, 4 0CT—BEELZIET DI &ICEY. UTOWE
ExBT5REREOHBEFTHIEBLEMEZ 1. 86 g,

'H-NMR (DMSO-dg) : & 7.95, 7.62, 7.50, 6.97, 6.73-6.67, 6.21, 4.00, 3.4
4-3.37, 3.25-3.12, 2.95, 2.84, 2.45-2.31, 1,95-1,88, 0.85,

TEOFRHTRE LIEZBEROMRXIELITARY MLFv— 25 I
. DSCFv—hrEHGIZENETNTT,

(1) MRXIEEIFTZRYT ML
AIE SR« 41

Cu—Kai&MEA LAEMRXBLOFZANRY MLUETELOhOHRA (2
6) (E) BLUEREBE (%) OERERIICKNT,
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[£R3]

%3

EfFAE2E) (K  |HxEE (% EiFA(26)(F) |[(HxEE (%)
9.6 9 22.1 71
11.0 12 22.3 12
11.5 46 23.1 20
14.1 9 241 59
14.7 13 24.5 14
16.1 17 25.0 9
16.3 21 254 38
16.7 11 26.2 10
171 42 26.8 16
17.8 49 271 13
18.0 72 27.3 33
18.2 58 28.0 10
18.4 70 28.3 13
18.6 35 28.7 9
19.3 100 29.5 9
19.6 22 29.9 7
20.1 49 30.8 19
204 63 31.6 10
21.0 27 32.5 12
21.3 16 333 10
21.8 65 34.5 9

[0171]1 (2) ~"EEZHERE (DSC)
AIESRME : &2
ARE: 1. 8mg
SEEEE:10C/min (25~180%0C)
R#RAE—7 Aoty MNEEM137C, E—7RBEHN139T

[0172] =#EFI10: 1 — [ [ (3S) =3 —XFI—6— (4, 4, 4—K )T
FZO7bh¥Y) =3, 4—-keROFI79LY—2—9J] XFI] TEF
JU—3-ANKRVEE — (4—bROFVREEME) OBR (AR)
RMEH7 CEE LbE (3. O0g) &4—bROFPREEHE (1,
08g) MDEAWIC. BERTT7EIZMYII (30mL) ZMMA. —KER
ZiTol, ZDE. MBELTWSERE%Z A0 L. 5 0CTIRKEBERET
&Y. MTOMEEELET 2REMEOBBERTH 2EELEWE
4. OgfFt.,
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'H-NMR (DMSO-d,) : & 12.76-12.01, 10.46-10.00, 7.78, 6.97, 6.81, 6.75-6
.65, 6.21, 4,04-3,95, 3.45-3.33, 3.25-3.09, 2.94, 2.84, 2,48-2,27, 1,
96-1.85, 0.84,

[0173] TROEZHTHE LAZKBEROMEKXIZERARY M Fvr—rERT I
. DSCFv—hrZH8ICENETNTT,

[0174] (1) MRXIFLEHFTRARYT ML
AIERME - &1

Cu—KaiffZA LEMRXIEEITARY MUETEShOA (2

6) (B) BIUTHENAE (%) OFERERSLIITT,

[374]

%4

ElHrFE(20) (E) HEHEE (%) (EFAE(20)(E) (HEudE (%)
54 23 21.8 21
6.9 30 227 38
10.3 10 23.6 15
12.8 9 24.7 28
13.9 21 254 9
15.0 9 258 9
15.3 9 26.3 10
15.9 32 26.7 9
16.6 34 27.6 21
16.8 30 27.8 20
18.1 50 303 10
19.4 68 334 12
19.8 100 34.2 9
20.9 86

[0175] (2) ~EEZHERE (DSC)
AIESRME : &2
HEBEE:2. Tmg
SEEEE:10C/min (25~180%0C)
-2 : Aoty MNEEMN150C. E—JEEHN153C
[0176] =f#EHFI1 1 : 1 — [ [ (3S) =3 —=XFI—6— (4, 4, 4—r )T
FZO7bh¥Y) =3, 4—-keROFI79LY—2—9J] XFI] TEF
JU—-3-ANKRVEE — (4—bROFVREEME) OBSR (BR)
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EHEFI 7 TEE LA (150mg) &4 -k ROFULEBER (5
4mg) OEEMWIC. BBTAY/—)L (300uLl) FEEK (30ul)
EMA. —KiERET o, TOR. BEBRERE RELZBRTDII&ICEL
Y, UTOMMHEELE T 2REEOOEEARTH2EE LEWME204mg
Bz

[0177] TROZHTHELALZKBEROMEKXIZEHARY M Fvr— &R IC
. DSCF+¥+—hrZERT1O0ICENENTT,

[0178] (1) MRXHELEHFTRARYT ML
AIESRM : 42

Cu—KaiffZA LEMRXIEEITARY MUETEShOA (2
6) (B) BIUTHENAE (%) OFERERLICTRT,

[5R5]

x5

Bl (26) (F) |[HEx65EE %) EiFfA20) (FE) |[HExEEE (%)
56 39 204 8
7.0 6 21.0 23
7.9 5 21.2 16
11.3 28 21.9 5
12.3 3 22.7 39
13.2 15 23.2 11
13.8 4 234 20
15.9 21 24.2 69
16.9 37 252 11
17.4 6 26.5 4
17.9 15 27.5 13
18.4 25 28.1 3
18.8 100 29.8 9
19.4 8 30.5 5
19.8 11 34.1 7

[0179] (2) ~"EEERENE (DSC)
RIE M &2
HBE:3. Omg
HEEBEE:10C/ min (25~1807C)
R#RAE—7 Aoty MNEEMN154C, E—7BEHN158T
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[0180] ZfEHI12 : 1 — [ [ (3S) —3—XAF)L—6— (4, 4, 4—NYTW

[0181]

[0182]

FZO7bh¥Y) =3, 4—-keROFI79LY—2—9J] XFI] TEF
V—3—-HAIRVE — (4—-bROFPLBEERBRIE) OKNAORES
)

Ef 7 TRELIEY (3. 0g) L4—-brOFIREBE (1.
08g) OEAMIC. ERTHBK (30mL) #mMa. —KBEREIT- L
o TODHR, BMBLTVWSIHRZA WML, ERTIKERBEREZET S &ICL
Y, UTOMMHEELE T 2REEOOEEARTH2EE LEWME4L. 1449
Bz

TERORGTRE LEEEROMRXBETARI MLFv—b&E11
IZ. DSCFv—b%R12, TGFr—bEHE22ICFTNhTIhTT,

(1) BRXIEEFARY ML
AIERME - &1

Cu—KaiffZA LEMRXIEEITARY MUETEShOA (2
6) (B) BIUTHENAE (%) OFERER6ICTT,

‘0
\

P
il

[R6]

x6

Bl (26) (F) |[HEx65EE %) EiFfA20) (FE) |[HExEEE (%)
5.0 32 21.2 17
8.6 6 21.5 25
10.1 5 21.8 17
10.3 6 22.2 8
12.3 35 22.5 40
14.1 6 23.5 23
14.4 43 23.9 76
15.0 49 24.8 73
15.1 16 254 16
16.0 58 26.1 9
16.7 50 27.2 7
17.4 43 28.6 6
18.4 7 28.9 24
19.1 45 2982 23
19.7 9 284 9
20.3 100 30.3 5
20.8 48 34.9 6
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[0183] (2) ~EEEH=ERAE (DSC)
RIESRMG - &2
HBEE:2. 2mg
HEEEE:10C/ mMin (25~2007C)
BIRBE—D : A=y MNEEWKT78C, E—VEEHNIIT
B2|EAE—0 : Ay MNEEMKNI105C, E—JREMN1147C
EIRBE—Y : Aty MNEEW152TC, E—VEEHN155TC
BIRHBE—V Ay MNEEWKNT114C, E—JREHN120C
B2RHME—V Ay MNEEMNI159C, E—JREMN165C
[0184] (3) BEEAZE (TG)
HB: AFS—- FNLKRE TGA/DSC 3+
HBEE:2. 2mg
AR T D LSy
EZEFRHAREE:40mL min
HEEEE:10C/ mMin (25~2007C)
WERNLMWTO0TCETICHWI. 1RDEERDZRLT,

[0185] EfEHI13 :1— [ [ (3S) —3—AFINL—6— (4, 4, 4—KYTJ
FZO7bh%Y) -3, 4—-YeROFr79Lry—2—A)] AFI] TEF
V=3 -hIRVE ~AIWMBEOHS (BR)

EhEf 6 THELILEY (150mg) ITAF /=)L 1mLEMATE
BLE, KABTF. COBREPICO. 5mo | /LEEEKAKRO. 39mL%A
DLEDOBFLTS DB L, BAEAREBEEL. EETI 5 9RERE
X, TORICFEIMZMILT. EmLAMATHBS KRB LEE, =
BT2 1EEE®R LA, PEMZMYILT. OmLAMA TERT—IRER
L7, BE%E2HL, ERTREZBIEZEICLY. UTOMEEEE
TERREOHBEFRTHIZEELEME 1 14 m gk,

"H-NMR (DMSO-ds) : & 13.38-12.76, 11.03-10.33, 7.06, 6.81-6.73, 6.53, 4
.42-4.23, 4,22-4,11, 4,11-3,92, 3.91-3.78, 3.75-3.57, 2.92, 2.61-2,34
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[0186]

[0187]

[0188]

[0189]

, 1.98-1,87, 0.84,

TEREOERGTRAE L KEROMRXIFENARI MLFr—rE2R1 3
I, DSCFv—hZE1 4ICENETNTT,

(1) BRXIEEFARY ML
AIERME - &1

Cu—KaiffZA LEMRXIEEITARY MUETEShOA (2
6) (B) BIUTHENAE (%) OFERERTICRT,

[%&7]

x1

EfFE20) (F) (AR (%) EiFfA20) (F) |HxEE (%)
57 85 21.0 100
8.6 27 21.5 63
11.3 36 21.8 47
12.6 32 23.1 63
14.4 31 23.8 43
15.1 52 24.6 37
16.1 43 254 24
16.7 62 26.0 23
17.3 59 26.6 24
18.9 84 26.9 24
20.0 44 29.0 20
20.2 44

(2) m"EEEHENE (DSC)
AIERME - &1
HEE:1. Omg
SEEEE:10C/min (25~180%0C)

-0 : Aoty MNEEMN161C. E—JEEHN1667T
EREFI14 :1— [ [ (3S) —3—AFIL—6— (4, 4, 44— YT
FZO7bh¥Y) =3, 4—-keROFI79LY—2—9J] XFI] TEF
JU—=3—AIWRVE —N)ThT7VIEOESR (AS)

EhEfl 7 TRELEEY (0. 99g) . MNUTKT7U% (0. 53
g) DEEWIC, A% /=) (1. BmL), PEr=FrYJI (8. EmL
) DREAEEMA,. 55 CTIHMEREZIT >, TIHIIAY/—IL (O



WO 2021/033729 52 PCT/JP2020/031326

75mL), PEr=KYJ (4. 25mL) , F&EEBXK (1mL) &M%
. 25CTI1 50EIRKEZIT >/, MBELTWSHERE2ML. ERT—K
WEERE L, CORRICEEK (7TmL) ZMA, 25CT1 HEHER%
To7f, MBLTVWSHERE AWML, BRET4 BERERIERIET 2ET.
LTFOYMMHEEET 2REMEOHBEXRTHZEELEME 1. 4098k
TH-NMR (DMSO-dg) : & 10.87, 7.55, 7.34, 7.19, 7.09-7.05, 7.00-6.96, 6.7
3-6.67, 6.21, 4,00, 3.43-3.11, 2.97-2.91, 2.87-2.81, 2.44-2.32, 1.95-
1.88, 0.85,
[0190] TROEXHTHELAZKBEROMEKXIBEHARY MLFvy—r2K15
I, DSCFv—hZE16ICENETNTT,
[0191] (1) MRXELEHFTRARY b
AIERME - &1
Cu—KaiffZA LEMRXIEEITARY MUETEShOA (2
6) (B) BIUTHENAE (%) OFEREKRBICTRT,
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[£=8]

x8

EfAE2O) (F)  ([HxEE (%) RFH20)(E) |[HxEE %)
8.0 22 24.6 19
9.7 20 25.3 3
12.8 3 25.7 9
15.6 5 26.2 4
16.0 23 26.6 6
16.6 16 27.1 3
17.0 100 27.4 4
17.3 11 27.9 11
17.6 6 28.2 7
18.2 5 28.7 9
18.6 9 29.1 5
18.9 40 29.9 5
19.1 26 30.2 4
19.6 5 30.9 4
20.9 7 32.0 8
21.3 11 32.2 7
21.7 7 32.5 7
21.9 12 33.1 3
22.2 18 34.1 2
22.6 5 34.5 3
23.4 7 34.8 4
23.8 11

[0192] (2) ~"EEEHERAE (DSC)
AIERME - &1
HBE: 0. 8mg
SEEE:10C/min (20~2007T)
R#RE—7 Aty MNEEMN178C, E—JEEHN183T
HEHME—0 AUy MNEEH185C, E—JREN187TC
[0193] =15 : 1 — [ [ (3S) —3—XFIL—6— (4, 4, 4— )T
FZO7bh¥Y) =3, 4—-keROFI79LY—2—9J] XFI] TEF
VY=3-RIKRVER ANIONTEBRIBORESR (A&
Ehefl 7 TRHELILEY (1. O0g) &INJE (0. 329) DRE
Maz., 4V 70/8 =)L (TmL) I, 70CTHEMBIEL, 25TITHE
L. SHEERZT >/, MEHLLEERZ2RL. ERAKTT4 09ER
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[0194]

[0195]

[0196]

BYDIEICLY, UTOYUELZET 2ERBEOEEERTHZEELE
MaE1. 0gBf,
TH-NMR (DMSO-d,) : & 12.25, 6.97, 6.73-6.68, 6.22, 4.00, 3.44-3.39, 3.2
4-3.14, 2.97, 2.87-2.82, 2.44-2.32, 1,93-1,89, 0.85,

TERORGTRAE L KEROMERXIBENARI ML Fr—rER1 7
I, DSCFv—hZE1 8IZENENTT,

(1) BRXIEEFARY ML
AIERME - &1

Cu—KaiffZA LEMRXIEEITARY MUETEShOA (2
6) (B) BIUTHENAE (%) OFERERIIITT,

[£R9]

%9

Bl (26) (F) |[HEx65EE %) EiFfA20) (FE) |[HExEEE (%)
6.1 5 24.3 1
6.4 17 24.6 22
6.9 14 252 7
12.9 49 2538 16
13.8 19 26.0 7
16.6 23 274 9
17.2 41 27.5 8
18.1 100 27.8 15
18.3 24 28.7 5
18.7 17 28.5 3
19.3 43 30.2 4
19.8 30 30.5 4
20.5 7 30.8 3
20.7 10 31.3 6
21.0 6 31.7 3
21.4 16 32.3 3
21.9 5 32.5 4
22.1 7 33.8 5
22.7 23 34.1 4
23.0 8 34.5 5
23.6 16 34.9 4
23.9 76

(2) m"EEEREAE (DSC)

RIESRM - K1
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HBE: 0. 8mg
SEEE:10C/min (20~1807T)
B1RBE—Y Aoty MNEEWNI111C, E—VEEHN114TC
FB2RBE—Y : Aty MNEEW137C, E—VEEHN140TC
[0197] Zf#EHI1 6 : 1— [ [ (3S) =3 —XFI—6— (4, 4, 4—KYTW
FZO7bh¥Y) =3, 4—-keROFI79LY—2—9J] XFI] TEF
V=3 —RIKRVE ~NITVEVEIEOES (B&R)
Eifl 7 TEELEEYW (1. 0g) EF7VEVE (0. 20g) DR
e, TH /- (TmL) I, 45CTRABIEL, 25CICARL.
JIFILI—FTI (60mL) ZMA. 2HBEREKEZITV. BRBELTWSHE
mAEZRL. BERT—BREELZELL, CORBRICISICTIEVE (O.
084g) &7Eby (8mL) ZMA. 6 HEERAETWVL. BELTWS
fERa AWML, BERTBRERTEZERETZET. UTOYEEELET 2S5
HOBRBEGRTHIEELLEYE0. 87 g5k,
'H-NMR (DMSO-dg) : & 12.16, 6.97, 6.73-6.67, 6.21, 4,00, 3.44-3.37, 3.2
4-3,12, 2.95, 2.87-2.82, 2.47-2.31, 2.23-2.18, 1.95-1.88, 1.54-1.46,
0. 85,
[0198] TEROEGHTHELAZBEROMEKXIBEFTZARY MLFvr—hE2K1 9
I, DSCFv—hZE20ICZENETNTT,
[0199] (1) MRXIEEIFTZARYT ML
AIERME - &1
Cu—KaigzMA LEMRXIEEFTARY MUETELONEINA (2
6) () BIUHENAE (%) OFERERT1 0ILRT,
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[5k10]

£10

EfFE20) (F) (AR (%) EiFfA20) (F) |HxEE (%)
58 10 23.3 14
6.4 8 234 17
7.0 17 23.6 13
8.6 31 24.2 49
10.8 13 24.7 15
11.6 4 252 13
12.8 5 255 11
13.1 5 25.9 6
13.2 6 264 21
14.1 8 26.7 6
15.5 17 27.0 11
15.9 33 27.3 7
17.4 100 27.8 8
17.7 11 28.2 7
18.6 56 284 11
19.4 21 28.9 5
19.6 5 29.3 16
20.3 11 28.7 7
20.4 13 30.0 10
20.7 20 30.2 6
211 12 31.3 7
21.4 30 32.0 7
21.7 10 32.3 11
21.9 15 33.0 16
22.3 31 33.6 5
225 32 34.5 5

[0200] (2) ~"EEZHERE (DSC)
AIE SR« 41
HBE: 0. 6mg
EEEE:10C,/min (20~180%0)
-2 : Aoty MNEEMN123C. E—JEEHN1257T
[0201] ZfEf11 7 : 1— [ [ (3S) =3 —XFIN—6— (4, 4, 4—KYTL
FZO7bh¥Y) =3, 4—-keROFI79LY—2—9J] XFI] TEF
=3 -ANKRVEBOER (A&
EHEH 6 TRE L EEMO—EET ) ATV AZL2OINTST 14—
(ODS, H,O0:CH;CN=90:10->0:10) IC&YBRL/, *
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[0202]

[0203]

[0204]

57

PCT/JP2020/031326

D%, 4 0CTEMHRETZC&ICLY. UTOYMEEELET 2ERMEDH
BEARTHIEBILENE 11 3mgfFrk,
TEREOERGTRAE L KEROMERXIFENARI ML Fr—rE2R2 3
I, DSCFv—hZE24ICENETNTT,

(1) MRXIEEFARYT bV

ARGl ¢ Gl 2

Cu—KafzMBLLMRXEEFARS MLETELONEHA (2
0) (B) 8LU0ENBE (%) OERER1T 41T,

[$14]

F14

EA (26) B |[HA®E (%) |[EFAH 26) E |[#ExEE (%)
5.8 24 193 85
64 21 201 63
7.9 17 20.6 84
8.9 20 213 38
9.6 18 220 64
10.0 13 228 92
11.2 13 236 44
133 16 23.9 39
13.9 18 247 29
146 33 253 35
14.9 35 263 28
154 39 26.9 27
15.9 98 284 41
16.5 54 28.7 28
17.0 100 295 25
176 64 306 21
179 69 314 19
184 73 320 20
18.6 78 338 20

(2) m"EEEREAE (DSC)

HAIESE : &43
HBE:1. 29mg

HEEBEE:10C/ min (6~1207C)
FI1RBE—7 : H50THLHMI0TCICMNFTOTO—REAEE—S
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B2REME—Y AUy MNEEH108C, E—JREMN111TC

[0205] Eff18 : 1 — [ [ (3S) —3—XF)I—6— (4, 4, 4—KY) T

[0206]

[0207]

FZO7bh¥Y) =3, 4—-keROFI79LY—2—9J] XFI] TEF
SU—-3—-HANKRVE A3 (44— ROFVLEERE) OFSR (DR)
EREf1 1 TRELEEH20mgil, DMSO088ul, K112m
LZEMAl 40CTIEBERHZERL. BR2ZWMTI&ICLY. M
TOYMHEZET HHERMEOEBEGRTH2EEILED =G,
'H-NMR (METHANOL-d4) : & 7.81-7.74, 6.99-6.93, 6.75-6,62, 6.44, 4,24-4,
04, 3.99-3.86, 3.82-3.73, 3.41-3.28, 2,93, 2.58-2.52, 2.36-2.19, 1.97
-1.87, 0.85,

THROZFETAE L LZBROMKRXIBEIFT AR M Fvr— a2 5
ICR9

(1) MARXFEHF R ML
AIE SR« 41

Cu—Kai&MEA LAEMRXBLOFZANRY MLUETELOhOHRA (2
6) (B) BLUHENEE (%) OERER15ILRT,
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[$k15]

15

BliTf (20) B |Hd8E (%) |EHH (26) E |[H8x58%E (%)
8.1 25 215 26
8.4 8 217 28
9.2 9 225 58
10.8 15 231 13
12.9 8 235 86
13.5 23 242 13
13.8 9 2438 16
14.6 16 252 14
15.1 14 256 96
15.7 30 261 12
16.1 46 265 8
17.0 27 278 23
17.2 10 282 13
17.5 14 289 7
18.4 24 294 12
19.0 46 305 10
19.3 11 310 10
19.8 100 317 8
20.7 10 326 14
211 37 330 7

[0208] =fEfHI1 9 : 1 — [ [ (3S) —3—XFI—6— (4, 4, 4— YT
FZO7bh¥Y) =3, 4—-keROFI79LY—2—9J] XFI] TEF
V=3 -HhIRVE — (4-tROF REERE) OFESR (ER)

EEfl1 2 TRE L tEMZ 9 OCRERGT2RMARET I I &ICL
Y, UTOMMHELE T 2REEEOCOBBERTH 2EBLEM LR,

[0209] TEROEXGETHELLZKBEROMKXIBEFTZARY MLFvr—h2K26
I, DSCFv—hZE27ICZENETNTT,

[0210] (1) MRXHELEHFTRARYT ML
AIERME - &1

Cu—KaiffZA LEMRXIEEITARY MUETEShOA (2
6) () BIUHENAE (%) OFERERT1 6IIRT,
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[5k16]

<16

EHFH (20) E |[HEAxRE (%) |BHFH (20) B |[#EAXERE (%)
51 21 211 25
7.3 9 221 53
1.7 9 22.6 16
8.9 13 23.0 16
9.9 7 233 22
101 9 23.8 16
10.5 10 242 34
118 5 25.0 15
125 16 254 15
144 22 258 18
14.6 22 26.5 17
15.3 28 273 12
15.7 9 279 9
16.5 36 284 12
16.9 18 29.2 15
17.5 22 29.7 12
18.0 14 30.1 8
184 16 30.8 8
19.3 32 31.0 7
196 25 31.8 9
19.8 33 324 6
204 100 34.2 7

[0211] (2) ~EEEHERAE (DSC)
RIESRMG - &2
HBEE: 2. O05mg
FEFEE:10C/min (35~185%C)
B1RBRE—Y A0y MNEEH104C, E—JREHN113C
FB2RBE—0 : Aoty MNEEW147C, E—VEEHN153TC
BIRBEY—V Aoty MNEEMNT117C, E—VERBEHNT121TC
[0212] E£f#EHI20: 1 — [ [ (3S) —3—XFJI—6— (4, 4, 4—KrYT)



WO 2021/033729 61 PCT/JP2020/031326

AO7hFY) =3, 4=k RO+r79Lry—2—4)] XFNL] FEF
V-3 —-HIRVE-4 -k ROFORESEE (1 : 1) —KANYoER

(&)
(b &4 - ROFORBEBREORBER (1 : 1) O—KMNY (|
&) )

EhEH 1 OTERELLLEW20mg%, 41V 7O//—L800uLIC
BRI E, TOBRKREZ100uLl (AKA) £150ul (AKB) IZ/h
DFL. BEXHFTIHERELE, BRAZRELLARI SR/ ONLERSR
T, BRBZRMELILBRICERAL, BEERETZ2ET. UTOYMHEEZ
BT 5EREOEGRTHIEECEN R,
[0213] EEROEBEREXBUERBREUTICRT,
[0214] (1) WRFEMT—4
RIESRM - K1
MFEH: a=6. 1374(2)A
b=12. 8245(3)A
c=17. 8596(5)A
a=72. 297 (2)°
B=85. 002 (3)°
vy=79. 591 (3)°
V=1316. 35 (7) A3
EREEE:P1(H#1)
REF:0. 0475
Flack{g: —0. 04 (7)
[0215] (2) E/FX—%— (BRRFER)
RIESRM - K1
Cu—KaigzMA L EREXBEITTEONLUB/INI A —F— (&
DRFEEF) OfRRERT 7ICTRT (X104) , b, K1 7HDOAt om
DESIE. T18HDAt omDBSEIZEEL ALV,
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[F&17-1]
=17
Atom X y z Atom X y z
012 | 32433(5) | -12514(2) | 9622.8(16) |C30 | 23961(6) | -3866(3) | 8310(2)
09 28642(5) | -4521(2) | 8945.4(17) |C42 | 19197(7) | -2487(3) | 7320(2)
013 | 27413(5) | -7579(2) | 8244.4(17) |C33 | 20236(6) | -3144(3) | 6905(2)
011 | 35037(4) | -11515(2) | 9645.9(17) |C34 | 19590(7) | -2953(3) | 6068(2)
03 -3447(5) | 8634(2) | 3642.0(16) |C39 | 14017(7) | -363(3) | 7178(2)
08 28698(5) | -5753(2) | 8298.6(18) |C23 | -19565(7) | 20513(3) | 1048(2)
014 | 38140(5) | -13236(2) | 9931.2(17) |C6 -11515(7) | 12723(3) | 2970(2)
010 | 11903(5) | 684(2) |6012.5(16) |C31 | 23947(7) | -5548(3) | 8358(3)
F1 994(6) 5264(3) | 4786.2(18) |C27 | -22220(7) | 19569(3) | 730(2)
F2 2835(5) | 5328(3) 3701(2) |C15 | -9892(7) | 12417(3) | 2501(2)
04 -24981(5) | 21543(3) | 236.1(19) [C13 | -6262(8) | 11253(4) | 2332(2)
05 -22400(5) | 22546(2) 283(2) |C7 -11732(7) | 12066(3) | 3827(2)
F6 3956(5) | 2990(3) 5659(2) |C11 4961(7) | 9576(3) | 3320(2)
N2 22395(5) | 4467(2) | 8048(2) |C12 | 4647(7) | 10335(4) | 2600(2)
o7 -28143(5) | 23230(3) 75(2) |C25 |-18914(7)| 18525(3) | 1388(2)
o1 -18918(5) | 15718(3) | 1752(2) |C10 | -6876(7) | 9738(3) | 3774(2)
06 -17575(6) | 17579(3) | 1743(2) |C9 -8503(7) | 10663(3) | 3513(2)
F3 95(7) 4429(3) 4013(3) |F5 4034(11) | 4080(6) | 6323(3)
02 -18430(6) | 14476(3) | 1100(3) (C24 | -18244(7)| 19513(4) | 1387(2)
N1 -12688(6) | 14516(3) | 1929(2) [C29 | 25205(6) | -4998(3) | 8795(2)
C48 | 33004(6) | -11610(3) | 9496(2) |C17 46(7) 7440(4) | 3615(3)
Ch2 | 28843(6) | -8515(3) | 8539(2) |C43 | 10338(8) | 1188(4) | 6490(2)
C36 | 17074(6) | -1239(3) | 6189(2) |C26 |-20874(8)| 18557(3)| 1057(2)
C54 | 29557(6) | -10498(3) | 8860(2) |C1 -17758(7) | 15165(3) | 1344(3)
C21 | -22951(7) | 21633(3) 395(2) |C8 -10653(7) | 10844(3) | 3968(2)
F4 6079(7) | 4175(3) 5284(4) |C2 -15367(7) | 15338(3) | 1140(2)
C38 | 13680(7) | -45(3) 6377(2) |C32 | 21909(6) | -4166(3) | 7208(2)
C50 | 32252(6) | -9537(3) | 9145(2) |C16 | -1448(7) | 8484(4) | 3176(2)
C28 | 27711(6) | -5121(3) | 8679(2) |C18 -762(8) | 6388(4) | 3626(3)
C53 | 28202(7) | -9519(3) | 8547(2) |C44 8636(8) | 2008(4) | 5954(3)
C37 | 15230(7) | -484(3) 5884(2) |C19 771(9) | 5357(4) | 4036(3)
C40 | 15842(7) | -1127(3) | 7483(2) |C5 -13075(8) | 13818(3) | 2738(2)
C14 | -8203(7) | 11429(3) | 2775(2) |C3 -14164(7) | 15642(3) | 1734(3)
C51 | 30868(7) | -8538(3) | 8833(2) |C20 |-14161(7)| 12111(3) | 4132(2)
C22 | -21556(7) | 20559(3) 717(2) |C46 | 5285(11) | 3463(5) | 5938(4)
C49 | 31597(6) | -10531(3) | 9167(2) |C47 | 17771(8) | -3626(4) | 6058(3)
C41 | 17379(6) | -1588(3) | 7003(2) |C4 -13669(8) | 14271(4) | 1270(3)
C35 | 18824(7) | -1720(3) | 5684(2) |C45 | 7065(13) | 2653(7) | 6409(4)
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[5R17-2]
=17
Atom X y z Atom X y z
012 | 32433(5) | -12514(2) | 9622.8(16) [C30 | 23961(6) | -3866(3) | 8310(2)
09 28642(5) | -4521(2) | 8945.4(17) |C42 | 19197(7) | -2487(3) | 7320(2)
013 | 27413(5) | -7579(2) | 8244.4(17) |[C33 | 20236(6) | -3144(3) | 6905(2)
011 | 35037(4) | -11515(2) | 9645.9(17) |[C34 | 19590(7) | -2953(3) | 6068(2)
03 -3447(5) | 8634(2) | 3642.0(16) |C39 | 14017(7) | -363(3) | 7178(2)
08 28698(5) | -5753(2) | 8298.6(18) [C23 | -19565(7) | 20513(3) | 1048(2)
014 | 38140(5) | -13236(2) | 9931.2(17) |C6 -11515(7) | 12723(3) | 2970(2)
010 | 11903(5) | 684(2) |6012.5(16) (C31 | 23947(7) | -5548(3) | 8358(3)
F1 994(6) 5264(3) | 4786.2(18) |C27 |-22220(7) | 19569(3) | 730(2)
F2 2835(5) | 5328(3) 3701(2) |C15 | -9892(7) | 12417(3) | 2501(2)
04 -24981(5) | 21543(3) | 236.1(19) |C13 | 6262(8) | 11253(4) | 2332(2)
05 -22400(5) | 22546(2) 283(2) |C7 -11732(7) | 12066(3) | 3827(2)
F6 3956(5) | 2990(3) 5659(2) |C11 4961(7) | 9576(3) | 3320(2)
N2 22395(5) | 4467(2) | 8048(2) |(C12 | 4647(7) | 10335(4) | 2600(2)
o7 -28143(5) | 23230(3) 75(2) |C25 |-18914(7)| 18525(3)| 1388(2)
o1 -18918(5) | 156718(3) | 1752(2) |C10 | 6876(7) | 9738(3) | 3774(2)
06 -17575(6) | 17579(3) | 1743(2) |C9 -8503(7) | 10663(3) | 3513(2)
F3 95(7) 4429(3) 4013(3) |F5 4034(11) | 4080(6) | 6323(3)
02 -18430(6) | 14476(3) | 1100(3) |C24 |-18244(7)| 19513(4) | 1387(2)
N1 -12688(6) | 14516(3) | 1929(2) |C29 | 25205(6) | -4998(3) | 8795(2)
C48 | 33004(6) | -11610(3) | 9496(2) |(C17 46(7) 7440(4) | 3615(3)
C52 | 28843(6) | -8515(3) | 8539(2) (C43 | 10338(8) | 1188(4) | 6490(2)
C36 | 17074(6) | -1239(3) | 6189(2) (C26 |-20874(8)| 18557(3)| 1057(2)
C54 | 29557(6) | -10498(3) | 8860(2) |(C1 -17758(7) | 15165(3) | 1344(3)
C21 | -22951(7) | 21633(3) 395(2) |C8 -10653(7) | 10844(3) | 3968(2)
F4 6079(7) | 4175(3) 5284(4) |C2 -15367(7) | 15338(3) | 1140(2)
C38 | 13680(7) | -45(3) 6377(2) |C32 | 21909(6) | -4166(3) | 7208(2)
C50 | 32252(6) | -9537(3) | 9145(2) |(C16 | -1448(7) | 8484(4) | 3176(2)
Cc28 | 27711(6) | -5121(3) | 8679(2) |C18 -762(8) | 6388(4) | 3626(3)
C53 | 28202(7) | -9519(3) | 8547(2) |(C44 8636(8) | 2008(4) | 5954(3)
C37 | 15230(7) | 484(3) 5884(2) |C19 771(9) | 5357(4) | 4036(3)
C40 | 15842(7) | -1127(3) | 7483(2) |(C5 -13075(8) | 13818(3) | 2738(2)
C14 | 8203(7) | 11429(3) | 2775(2) |C3 -14164(7) | 15642(3) | 1734(3)
C51 | 30868(7) | -8538(3) | 8833(2) (C20 |-14161(7)| 12111(3) | 4132(2)
C22 | -21556(7) | 20559(3) 717(2) |C46 | 5285(11) | 3463(5) | 5938(4)
C49 | 31597(6) | -10531(3) | 9167(2) |(C47 | 17771(8) | -3626(4) | 6058(3)
C41 | 17379(6) | -1588(3) | 7003(2) |(C4 -13669(8) | 14271(4) | 1270(3)
C35 | 18824(7) | -1720(3) | 5684(2) |(C45 | 7065(13) | 2653(7) | 6409(4)
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[0216] (3) ETEMARXIELEHITARYT ML
K1 TRHELEMAB/NRNS X —8— (BBRRFERF) NOFELEHMKRX
WMEHTARY MLFv— bR 2 8ICFTY,
[0217] (4) BRFENT—4
BIERM - FH2
MFEH: a=6. 1599(2)A
b=12, 9850(6)A
c=18. 1997(10)A
a=71, 547 (5)°
B=86. 306 (4)°
vy=80, 124 (4)°
V=1360. 33 (12) As
EREEE:P1(H#1)
REF:0. 0760
Flack{E:0. 09 (14)
[0218] (5) B/ FX—%— (BDRFER)
RIE SR - &2
Cu—KaigzMA L EREXBEITTEONLUB/INI A —F— (&
DERTFEE) OFER%ER18IIRT (X104) , b, xk18HDAtom
DESIE. R1T7THOAt omDBESEIFEELRWV,
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[5=18]
=18
Atom X y z Atom X y z
o1 27347(9) | -7576(4) | 8310(4) (C22 | 15884(14) | -1209(6) | 7559(4)
02 28590(7) | 4534(4) | 8950(3) (C23 | 23904(11) | -3926(6) | 8391(5)
03 28632(7) | -5760(4) | 8351(4) (C24 |-19580(11) | 20466(6) | 1120(5)
04 34955(8) | -11499(4) | 9667(4) |C25 | 18834(15) | -1608(8) | 5781(5)
05 -22477(10) | 22492(5) | 393(4) |C26 | -8094(13) | 11506(6) | 2796(4)
06 32376(8) | -12462(4)| 9607(3) (C27 |-18873(12) | 18533(6) | 1403(4)
o7 38098(8) | -13198(4)| 9870(3) (C28 | 19191(13) | -2488(6) | 7387(4)
N1 22368(9) | 4472(4) | 8087(4) (C29 | -6256(16) | 11290(7) | 2363(5)
09 -25039(8) | 21536(4) | 305(4) |C30 | 19569(14) | -2841(7) | 6125(5)
010 | 11995(11) | 721(6) | 6112(3) |C31 30785(11) | -8557(5) | 8907(5)
Cc1 28786(11) | -8516(5) | 8601(4) |C32 | -18260(13) | 19485(7) | 1423(5)
o111 -3535(14) | 8684(6) | 3691(4) |F3 4331(19) | 3126(11) | 5624(8)
08 -28153(9) | 23231(5) | 143@4) |F5 4050(30) | 3863(17) | 6454(9)
013 32946(9) | -11571(5)| 9510(4) [C33 | -9700(14) | 12491(7) | 2521(5)
012 | -18770(9) | 15752(5) | 1691(4) (C34 | 10415(17) | 1153(8) | 6582(5)
C2 28117(11) | -9494(5) | 8603(4) |C35 |-12761(19) | 13942(8) | 2715(6)
N2 -12539(9) | 14565(5) | 1919(4) |C36 | 20233(12) | -3099(6) | 6957(4)
C4 23919(11) | -5561(5) | 8388(5) |C37 5360(30) | 3350(14) | 6101(9)
013 |[-18401(10) | 14542(5) | 1068(5) |C38 |-15268(11) | 15305(6) | 1136(5)
014 | -17504(11) | 17594(5) | 1713(4) |C39 | 4710(17) | 10347(7) | 2639(5)
C5 31517(10) | -10512(5) | 9204(4) |C40 | 21886(14) | 4104(7) | 7241(5)
C6 -20898(12) | 18558(6) | 1082(4) |C41 -8375(15) | 10756(7) | 3534(5)
C7 29491(11) | -10470(5) | 8902(4) |C42 8769(18) 1991(9) | 6070(6)
C8 27674(10) | -5150(5) | 8703(4) |C43 | 6769(16) | 9829(7) | 3809(5)
C9 -21629(12) | 20535(6) | 789(4) |C44 |-14051(12) | 15663(7) | 1699(6)
C10 | -22246(11) | 19562(5) | 783(4) |C45 | -1620(30) | 8465(14) | 3237(8)
c11 17392(12) | -1604(5) | 7091(4) |C46 | -11412(16) | 12174(8) | 3823(5)
C12 | 25190(11) | -5063(6) | 8827(5) |C47 |-13644(13) | 14251(8) | 1341(6)
C13 | 13764(13) | -38(6) 6471(4) |C48 |[-10476(17) | 10960(8) | 3970(5)
C14 | 32155(11) | -9534(5) | 9199(4) |C49 -90(60) 7423(19) | 3740(12)
C15 | 17105(13) | -1191(6) | 6280(4) |C50 | 17846(19) | -3509(10) | 6080(7)
F4 6230(20) | 4156(9) | 5587(13) |C51 | -13880(20) | 12250(11) | 4126(7)
C16 |-23012(12) | 21608(6) | 483(4) |C52 7020(30) | 2493(15) | 6511(8)
C17 | 15252(15) | 417(7) | 5990(4) |C53 -200(70) | 6640(18) | 3612(14)
C18 |[-11256(15) | 12834(7) | 2976(5) |F1 3190(30) | 5488(13) | 3732(10)
C19 | 14045(13) | 437(6) | 7268(4) |F2 1680(40) | 5519(13) | 4737(8)
C20 | 4995(17) | 9629(7) | 3363(5) |C54 1430(70) | 5610(30) | 4080(20)
C21 |[-17655(12) | 15199(6) | 1300(5) |F4 640(60) | 4724(18) | 3997(19)
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[0219]

[0220]

[0221]

[0222]

(6) ETEMRXIREITRRY ML
FH2TRARLEME/NTIA—4— (BRDRFEE) NOEELEMAKX
REFARY MLFv—bER2 9IIRT,
tewfl: (S) =3 =748 —-1—- [ (6—XFFI—-3—XFJ—3,
4 - ROF79Ly—2—A)) XFL] PEFIZU-3 -HILRVE
'H-NMR (DMSO-d;) : § 6.99, 6.71, 6.68, 6.27, 3.82-3.64, 3.63-3.35, 3.3
0-3.15, 2.86, 2,52, 2.36, 0.85;

L CMS : {REFEFAE0. 6593

IEEW | OMRISLUTORERICL > TARTH I ENTESZD. THICR
EXINDEDTIEARWL,

(1) SYZMER : IERAL VY LBEEAE=-Y—F52EICLD
AFEBLAHDS 1 P SEKREEE MO

ErkS1P, (EDG—1) /XIEEIST1P; (EDG—8) B:F%*
NETNBRERRIGLF vy A =Z—IANLARY—F—1N)— (CHO) #ifg%
. TO%FBS (9YRBIRME) . R=ZV YV AMNLTIMIAIUELT
JrxxrT42 (0. 25mg ./ mL) EBMHam’ s F—12EH#T
BELL, ALYOLT7vEA 27O 1HEIET vy 24 HHICEZR#EL
Too SEMZIHAN S 4 BFREZIC, BHMAREL, ) VEBBREEERIIEKTIO
%L, 0. 05%Trypsin EDTAZMATHEEZBEL %
 BMERMNL CHREEZLCUR L2, O L AMREEREZ =D L TLEEZR
EL. VUBRELEERSETREL THREEBELAD M LE, 1. 1X106
cel ls/mLICAS&DICCalcium 6 Assay Reag
ent (Molecular Devices#tt#l) . 20mM HEPES

. 2. 5mM Probenecid&fBHank sKRTCHIlEZE&EL. 3
7TCTHIBIFEA v FarR—av Lk, 20%. EBOLTLEREREL.

2. 2X10¢cel |l s/ mLICARB&ELDIC20mM HEPES, 2. 5
mM Probenecid, 0. 1% BSAZEHank sKRTHREL
oo BBRE8OUL We l I TOBGRTL—MIBELL, BHRSY
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T29)—=v P RFL (FDSSB6000) ILFL—rEtEY ML, 1b
A | FELBIEEY. BLTS 1 PAEIERAIL. HMEIROHMEBERA
WO LNEBED ERARMERE480nm, BEERS40nmTHIELL
o MBRAILL Y LRED LR EENBERTOY JFHIVEETHMEL. &
MOKHYICS 1 PEMATEOY JFIVEEZ1 00%EMEE LTRILE
MIOEENEMEEEWE L7,

[0223] [#ER]

a8 BLOLBREAEMDS 1 P SHERERTAIES 1 PSERKICHT S
VEENEM (EC:ofB) K1 1ICRLT,

it &M E U TABME ICEROLLRFIOM,. BESMAE LT,
EFk 1 DEMEFIS 1 (58) ICREDT— {[1—AFNL—6— (FVF
WAFY) =3, 4—YkeRO-2—-4+789L )] AFIL} —3-TFEF
VAR VEE BEEE. EBIEEMB & LT, RHEFXXER 2 DERERIS 7
WEEED 1 — ({6— [ (2—XARFP—4-TOEILRVII) FF]
—1—XAFIN—3, 4—bbrRO—-2—F749%L I} AFIN) —3—T+
FOUAIRUEEERW,

[0224] LEBBIES 1P BLVS 1P ZREEEIMEZB L TN ok, &
LEMAB LIV EYWBIE. S1P,8LUS 1P SEAKEESEMS H
ICBL. S1PSHREEEEMLIYES 1P ZEEEFZEDIZD AiEH
27,

[0225] Chic LT, & 1 I1E. S 1P SEEKICH L CRBIRMAEEEH LS
L. S1P . ZEFICHTZS 1P ZTEFEOEEREED/NS Y ANHEIL
TWaBZ &M o,

[0226]
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[0227]

[0228]

[0229]

[&11]
=11
fEBEHE ECs (nmolll
k&h s {(nmotl)
S1P, S1Ps
RiEHl o >3000 20
:q 33" >10000 >10000
HEitEHmA <3 3
14 ;3 (AL ] =] 0.2 2

(2) EMFHEERBI2 : Sy MIBIFB7) TSV ZADRIE

WMETOMMESD Sy MIELEY | OBKREEBRIRNIES L, 5%,
—EREIEIC. Sy MEAFETREL. ERIREUANRNYVF M) DL
MM L7, ME%Z10, 000g, 3min, 4CTERLODEEL. %
Ble LC/MS /MSTHMRADILEY | DIREZAE L. EYENEMR
WY 7Rz 7Phoenix WinNonlin (Certara U
SA, Inc.) ZERL. MEPREEEISIVTSVAEREHLE
[#ER]

BEW BT VTSVANMBEWED, BWNSNIFTRASED T4 B R
TZE %,

(3) 4P LERFEI3 : [33P] —S1PDS1Ps (EDG—8) ~O#E
BICNT 2RI EMC OREFRDRIE

ErSTP, (EDG—1) FkiFbE ;S 1P EBREFZENETNBFRIR
IELEFYAZ—ANLRY—74—/1NY)— (CHO) MREEESD%ZRBWT.
EESY60ug protein/mLAEFEAL, 96" FPyEASL—Fh
RWTRB L7z, 7zMiCBinding Buffer (50mmol/
L. Tris pH7. 5, Bmmo |l L, MgC1l,, 0. 5%BSA,
Complete EDTA free (1 tablet, / 50mL))
THMLZvehicle (DMSO) BRELIE2HERED(LEWAIK 1
OOuL&Binding BufferTHRLAEZSOuLDO, 16n
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[0230]

[0231]

[0232]

mol, /L [33P] —S1P (American Radiolabel
ed Chemical sft#) ZMark. EBESBKR (50ul) &
ZTERTO ORI, RIGE, 967 RUNIFILTERZRBWT
KEIBBL, %%y 77— (50mmo | /L, Tris pH7. 5,
0. 5% BSA) (150mL) TH#%L/*% 50~60CT30~6
OHRIEIEXtE/A, MicroScint (&%) 20 (50ul  we
| 1) #MZT. FL—h&2TopSeal —~ATHN—L%#%E TopC
ount (Perkin Elme r#&) THREEMEZFAIL L,

(34 ]

EFSTP, RUPERFS TP AD [33P] —S1PORKENEEEZ50%
BT ILEMBRE (| Csoff) ZFMIEE & Lk, REMNBEEEIX., [33
Pl —S1P2#EEE (cpm) 8&UvehicleFhidbtaWLEIC
B1F2 [33P] —S1PHEEEE (cpm) OFHE (cpm) M5 [33P]
—S 1 PIHEFENKEEE (cpm) ZELBIVWTKkSDE, [32P] —S1P
DRHENEEEZ100%& LT, LENDORBRETCORENKESEOEN
B (%) 28H LK, HHE (%) 25~75%%R~gvehicled
L EYMOUERED>H, 5 0RICKRHIEVENEZTRTUBRE %8
WL, BRHE (%) 2 FROYIC. REBREEZXICRAL. | CsofEEEH
L7z,

Y = 100 / (1+10X-1cgiC50)

[#&R]

sib&MC e LT, HErXEk 1 OEREFIS 1 (45) ITEHE D3 — (|
[6— (3—Y7vOAFINTORFY) —1-XFI—3, 44—k RO
—2—F78LZI] AFIN}Y TRV) TONRVEE BEIEEZBW L, &
& ClE, [33P] —S1PMS 1P, FEIES1P ADBEAICHLT,
FNFN1. Onmo | /LZFAEIX8. Snmo | /LOMEEFEM (1 C.y
B) Z#~L7,

(4) EMFNERPI4 : T I AERNECREEMEBRETILICEITS
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[0233]

[0234]

[0235]

Bt

MWHECS57BL/ IR (BRFv—ILR - UnN—tAxt, ERFESA
FlEn : 7 X3 8B&) ZFEMALAL, Myel in Oligodendr
ocyte Glycoprotein[sequence 35—55
MEVGWYRSPFSRVVHLYRNGK (AnaSpec |Inc,
MTMOG35—-55) ] 24BRIER (MASHRNFERTE) IT8HFL
2mg,/ mLAKRERAE L, MOG35-55M2mg, / mLARKREESE
DFCA H37Ra (Difco Laboratories) ZE&L
TITNYava R LERAE L, &EFO. 2mL %, 26 GEHNE
ERBLEASAVY v YVERWIR IV RAABICKTHRE T 22 & TREL
Blk, AELUEHZREOHBE L. #REOKU2HHEICPertuss

is toxin (List Biological Laborator
ies) D1ug,/ MLEKO. 2mLAEB&#IRKNIES L~ (Cel | Mo

| Immunol, $£2%, 439-448~R—-Y 2005588) .
RELBAIBICHKESZAEL. SHOBEOTHEICERERENRD LN
BWE D ICHFICED T Lz, Bo0%. TOEERICKRYE (et |
) . BERRIEEM (FTY720; 74TV ER) . H2WMEERE CF
WAK) ORS%EFEKBL. WThORBRINEL RELEBERIENSRE2 8 H
BEET30HE1H1 @IREKOKRE L, BEREK. E5EHOEAD
FEICETVWTEY L,

FHIER DML, FREOREA 27 L THERRI7E LA (O
CIER. 1 BB, 2 : BERERD. 3 RRRRE. 4 UERE. 5
) . BRPEIE. RELBRIHRURES~29HBOEHE L. #HEBY
BEDRSRIICEERLE (Proc. Natl. Acad. Sci.
USA, 1034, 13451—-13456R=Y, 200065F5MR)
[fER]

a1 IE. RETNICBWTEMMEERT,
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[0236] _(5) (b EMEER
ZH1FLEREH2DFREXRHTTARBORS LU/ FLEIRBREFOR
EMICOWTHRET 51To7, REFEH%. HPLCT—20CREY Y FILOE
BEORICHT2EEETREY Y TILOBRER (%) 2#8H L,
[0237] <{rR¥F&MH L CHIE>
1 60C: 148 : #f
ZM2 80T : 1BE: Rt
BY Y TN OLBERRIE—2 0 CTHREELK,
[0238] [#ER]
EZH 1 TIREROEAEBOLLEMOEREER (%) 2FR1 215, £FH2TR
FEROAREBOEEMOEEE (%) 2R1 3ICELETRLRT,

[&12]
£12
o BEE (%)
60°C:1HA : ¥t

EiEHM1 0 99.4
EHEH 7 99.1
EiEM1 4 99.1
EiEH o 97.9
EiEH 8 978
EHEHM1 3 97.1
EREM1 2 953

[0239]
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[0240]

[513]
=13
o BHEE (%)
80°C: 18R : ®¥#&

SiEHM1 0 99.6
SiEH 11 99.6
M1 4 99.6
M1 5 99.1
M1 6 958

AEBOEEWISEENREEICBND ZED DD o2, £HE1HLTS
FEEMG 2REROBREERNI OUULDILENEIERZDRESE LTHE
WCHFE LY,

[&FI51]

%‘JEI jﬁl 1

UTOERDEBEICLYRELAERITRT DI EICELY, —8EHICTO
m g DEMRD = 2E T BEEFIN 1 HieiB oD,
1= [[(3S) =3—XFI—6— (4, 4, 4—rY7LFOT ¥
v) =3, 4=k ROFI7ILY—2—AL] XFN] PEFTV -3 —
HIVRVEEDD &

100g

CAREFIAFILENLO—ZAIT D L (BRIEH) 20g
ATFT7 IV TR L (BEF) e 10g
-ESRELO—X .. 870g

UTDOEXDZEBEICLYREE LR BREZ7 49 —T2BL., 5ml
TOTYTIICHEL, #— N L—TTNBBET S &ICLY, 17V
TNH20mgDEERDEEETH7Y TV T ARANRELN S,
1= [[(3S) —3—AFNL—6— (4, 4, 4—Kr)7)FO0T+F
2) =3, 4=k RO+ ToLy—2—AL] AFL] PEFI—-3—
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HIVKRVEEDD &

200g¢g
IV b= 20g
- FEK 50L
EX Lo AT

[0242] L&Y | &, BIRWEGS 1 P ZERREFIELEZE T 2D, S1PNE
MERER, A SREEEERBFORRICERATHD, . ARBPOES
FV/FIERFIE. ERGORRELTERTH S,
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[55KIA1]

[553K1R2]

[553KIR3]

[55K1R4]

[E53KIR5]

[E53KIR6]

[553KIR7]

[53K1R8]

[553KIR9]

&a R D&

1—[[(38) —3—XFIN—6— (4, 4, 4—bYD)FDO
Th¥2) =3, 4= rROF749Ly—2—4)] XFIN] T7E
FIU—-3—-hILRVEBODIE,

B\A— (4 - ROFPREEME) THZHEKRE1LHOLEY

fEEZRETH A KIE 2 BHEDILED,

MARXIREIFTZART MLICBWT, 2K E&s#6. 9, 81 2.
8. #13. 9. BLUW24, TEDEHA (206) ICEFE—Y
=BT 3. FKIEIEBHDESR.

MARXIREITZRY MLIZEWT, P& EHH5. 4. 6. 9
L1309, 18, 1,819, 4, 19, 8, #20. 9,
BIUW24. TEOEFA (20) IKERE—V %2873 5. FHKIE
3EHDOE R,

MARXBEIFTZART MLICBWT, 81 1. 3, BL®W1 4. 4
FEomEifra (20) ICEIFE—/7Z2BX AW, BRKIE4 FLIEEKIE
5 EBHE DR,

AR XIREFARY MLICBWT, 5. 4. #6. 9. 10,
3. %12, 8,#13, 9. #15. 0, #15,. 3, #15. 9
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