kR % (2019)

8. Tt
8.1 ASIVRUTOBEEME
8.1.a HRYATKNTSTHENTE
(1) ;=

ZORBRIEIIIEEHTE 45, ZORBRIED I Type D THY, TOFE 513 8.1.a2017 XX Me.alld
Do

HHEW R OB % 5 T RE R D ATV R O OBEYE (LL T, TAFIVE LW, ) BV =T LTIy
— K =T ®b=R/L (1+4+5) THIH L, BSTFA —TMCS(99+1) T B L LT W AT a~ T T 7 By HT
RHEAOCTHIEL, DB O ATV A2 RD D, 728, ZORBRIEOMERIIESE 8 12T,

#E 1. AU ROZFOBEMEOHERITK 1 OLBVTHD, A7 ORIEERIZIHBNT Ri~Rs D
-NH, 723-OH (2B X b= RIFEMNET AN 5,

R4 R R R MW

)\ AT NH: NHz NH:  126.12

N~ >N FLA)  OH NHz NH;  127.10
)|\ /)\ T AUR OH OH NH 12809
R5 N R3 TV OH OH OH 12907

X1 AT K OFOREY)E DR G

(2) BEF FUEKLUKIT, KITED,

a) JK: JSK 0557 [ZHLETD A3 DK,

b) FHr=FJJL: JSK 8039 IZHLE T D5 3 - PCB 2Bk A (JR#E 300 LA |) XUX[FIZED M E ORI,

o) DIFITIY: R UIRZED SE ORI,

d) BUSU @KV i 995 % (E B4y HR) LUK UVKSY 0.05 mg/imb BL T O A A Ak SRR %0 5,
B DORIE,

e) FBEMHLEHEE?: tA(NAFALLYL)NTZAF T ERTIR— R AF L rans 5 (99+1),

f) ASIUEEHER (0.5 mg/mL): AT [CaHeNel ¥ 7 AV [CiHsNsO] P, 72 AUR[CaHINLO] @ K
O 7 LR CaHaN3O3] @55 0.05 g2 D\ H B LT LY . FOE &4 0.1 mg DT ETRIE TS, Doy~
FITI =K (1+4) TEHEML, TNENEETTAT 100 mL (T LA, ZRRE CRIEEA N5,

g) RAEAER (50 pg/mL) ¥ HATIEFERER (0.5 mg/mL) 5 mL 2 & FE 7T AT 50 mL LY, FEHRET
VEFIILT I —K—TRI=RIL (1+4+5) BN 2D,

EQ) BREMEIX. BRI L (BEK) B2 N2 CTERL TRE T2,
(2) RAESNTFHFEMRLIKIL BSTFA —TMCS(99+1) D4 FRCliIRS AU TUNVA,
(3) AT Tr AL TUAURKE O T XVEEE L CHFIVETUEESR A T I STV,

&% 2. BSTFA—TMCS(99+1) % SUPELCO 75 1 mL D7 > 7 )V TIRFESIV TS, BREMZIZ, ZD H D
BT %,
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B& 3. AT T A TURAR RO T VR OFEYER IR ITE L7 OV L GHESE . B b R O
MBI T IVBGES D,

(3) B EEIX. ROLBVETD,
a) HRIONSTOBESHEI(GC/MS): JSK 0123 ITHIETD GCIMS TR DB A 724 H D,
1) HRYATRT57:
O FEREAL: A7V 2 H D ATRER S D,
@ F¥ETV—HTA: ALL0.25 mm~0.32 mm, £X 30 mOER U OF YT — T L, 5% =
=)L 95 %AT LRI ¥t % 0.25 um [ES TH A7) —H 7 AN R F~MEFHRE AL BRIt

FEDH D,
@ F¥UYr—HA: B 99.999 % ((KFE 4 2R) DL o @i EE~Uty L
2) BESHE:

O AA AL BEFEHEAA AL ED L
@ AFUmH TR BIRAA R (SIM) 15
b) BERRELES: BEEERGEHVDLILNTES,
¢ EEFEIDSEEW: 8000X g~10000 X g T Loyl ATREZ RS D,
d) RHEER: 70°C+2°CICHfi C&Hm LT/ R —4—
e) JKiB: 70°C+2°CIZFHHEITEDLOD,

{§%& 4. vtV —HT A% DB-5ms, Rtx-5ms, HP-5ms, SLB-5ms, BPX-5. CP-Sil 8CB low Bleed/MS,
TC-5HT for GCIMS Z: D4 A THi IRENL TN D,

(4) ERBRIRME

(4.1) M X KOLBVITI,

a) oMTEREF0.50 g 2130 En, HAe = 7722 200 mL~300 mL (2 A5,

b) VEFILTI—K—TER=RIL (1+4+5) 160 mL~200 mL %01 % , #8358 AR 254 F O TR 30 401

SRR U N

¢) K 15mL & ks @15 mL (2&h, &0 /) 8000X g~10000X g THI 5 4y iiE L rBET 5,

d) EBEAREIMLEZEET7T7A5mML~50 ML IZE0 EHRETT T ATV —K—T =KL (1+4+5)
Mz, Ak E 35,

@) R)Tue L BETREBRIT B LR N e AR T 5,
(5) [Al#sY4E 7.2 cm~8.9 cm K OVal#i53% 10000 rpm T > 7] 8100 X g~10000 X g FEEL72D,

&% 5. 500 um D 5D AR T2 ETHfFEL TOdTHBUEZFRIL9 5,

EE 6. HHEE 05 g &gy, PoF LTI —K—TBh=F/L (1+4+5) 200 mL THIH L, d) D
TETBOMFICAIRUI S A1, T aBH R D AT 250D E B filHI% 0.2 % (B &5 3) ~10 % (E &7 F)
L72%, ZDOEBFBIHARMOATIELZIET D513 d) OBAIEORTERE T2, o, ATV
DEFRBPEIEI 10 % (B &5 3) ZBZ 55 5130 st ORI EEZ O T L ER DD,
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(4.2) BEWE FEMRIL, KRDOLBVITI,

a) fhHIK 0.2 mL Z A7) 2 — & EERE 5 mL~10mL (285,

b) FRBRE A PR L, 70 °C+2 °C THRIE ML, sE A iS5 ©,

o) BV (BiA) P03mL K OFHEMRLRIED0.2 mL 2ERBWITINZ TRAL, 2L TEET5,

d) 70°C+2°C DO/KIEHTH 45 S5 RIMELT- V4% AL, SBHEIRE 35 ®,

FE(6) WREOITHRMEHRSEZ WD 2L TED,
(1) b) DEAETKGDIRE LT85 X o) OBETHEH T 2REIKGNEEN THEEEE. DI
BIDFH B ORI THEERNZENRHD,
(8) MEIISU T, dBhAK A ks OUEEE 1.5 mL (2LV, 8000 X g~10000X g THJ 5 4y il L4y
B+ 5O,

(4.3) AIE HEIL IS K 0123 L RDEFBVITH, BARBIZRHIEERAEL, WEIEN 320270~ 5
T BT OBE RIS,
a) HROOATKNTS7BESHHDORESEY Ao~ N IF7 GBS RIORESMO—FlZ LI TR
T, INEBEIZLTRIET D,
1) HRYATRT57:
O REBE AT A7 Vv A7 A (1 min)
@ FHEHE AR : 280°C
@ FXETV—HTL: 5 %7x=/L 95 BAT LRI aXH L iy I —hT7 ANK I ~MEFREAL
TR Y AR DOF Y BTV — BT 5 (N 0.25 mm~0.32 mm, £ 30 m, fE/E 0.25 um)
@ BT LFEEFE: 100 °C(1 min) — (15 °C /min) —320 °C (3 min)
® GCIMS #5250 °C
©® FrUYr—HA: ~NUTUA JiEE: 1.5mL/min
2) BESHE:
O AF AL BEFEEAA AL ED L
@ AFALEE: 70V
@ AAPIRSE: 230°C
@ A4V BIRAA R (SIM) 1%
® WIEAF: £1DEBY

1 BERSBWE DT T T ANAF
WET7ITANAA Y (mlz)

S e e
WENBIH  —g MR e e e
AT 342 344 327 285 213
VoINS 328 345 343 285 214
TUAYR 344 346 329 214 198
T XV 345 347 330 215 188
DACP(1.S.) 288 289 290 273 275
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b) RERDOIER
1) RAHEYER (50 pg/mL)5 mL 242877 A2 50 mL (280, BB E TV = F LTI — K —T = L
(1+4+5) 2NN A IR GIEAERR (5 pg/mL) &35,
2) RAHEAERR (5 pug/mL) 1 mL~20 mL 242875272 50 mL (CBFEAIC LD B E T F LTI — K
— 7 Bh=R/L (1+44+45) Z N2 IR G HEHERR (0.1 pg/mL~2 pg/mL) &9°2,
3) RGN (0.1 pg/mL~2 pg/mL) % (4.2) b) ~d) D#EEFEE1T->T 0.04 pg/mL~0.8 pg/mL FH 4 EDHE
RO IRAERE T2,
4) FRREMRAREAERER 1 uL % GCIMSIZIEAL, HIEXI SR E O E &R AT (mlz) L OB A
(mlz) DV~ 7T L%, ZNZENOE — 7 HfE TR IR D,
5) FHEXGEDEBR AL (mlz) EREBAAA Y (mlz) OV — 7 TR S EE T2,
6) KR EMARGIEERONEXGHERELEBHA ALY (nlz) OV — 7 mE XL m S E O &%
TERLT 2,
¢ HABOAIE
1) REHAIEZ LuL % b)4) ~5) LRIERICHERIET DO,
2) MREMNOSRER G E EE KD | AralEh O HE S R EE R T 5,

FE(9) BEHEROE — 7 EREL A S TR L T30 W DOHIFAN ThHHZ LAl T2, b, B —7
EAEH SUTE SRR E IS L > TRRD LD D D,

#5 7. A3 EORBEDOEPMERINIIG AL RO a) XL b) D HIECIVREETTI,

a) (4.3)¢) 1) DEAECTHENA KA GCIMS IZ—EREIE AL, (4.3)b)4) ~6) I[ZHE> THAEL IR S
wEET S,

b) PUEMEYELL T 2,6-0 7 /-4-7unt’UIV (0.5 pg Y &) 2 U K OBUERE RIS 2., (4.2)
¢)~d). (4.3)b)4) ~6) KW e) 1) LARRDEIEEZ T 5, 72721, ZIE X G L NAEHEY) B O & B A
Ty (mlz) DY —27 EifE b XA E 8 S S SR O AE Rk K O3 AT 30k oD - 30 7 St G4 B Ui 8 L
T5,

BE 8. KUy, Ak, MW TICE B AEIREL BLA IR OMERRIERHZ BT 5 AT
LD RIYLGRERORE Fo1d, 10 % (E &0 5) L V0.2 % (B &7 5) ORI~ L TEEEITER DS 92.1 %~
102.9 %} 1 90.3 %~102.2 % ThH -7,

728, ZORBRIED AT HOE B T IRIFEIE I 0.01 % (H &5 ) FRE THD,

SEXH

1) BIF#IG, KK #i: TAZa< T Z78 &58ret (GCIMS) IEIZ LD EE D AT Je OV D B E )
B oRBHE, IEEHFZEH#R L, 1, 114~121 (2008)
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(5) ASIVEDORERZETO——F BRI OATIEORBRIEDO 70— — M RITR T,

| obietE 0509 | J:% =475 2= 200 mL~300 mL
— VT )NTI—K—TEr=r)L (1+4+5) 160 mL~200 mL
| AT | R, 304
[
| 330y il | JEHei L UL | 8000xg ~10000xg , 553 ]
[
| i |

K1 AEEHRDOATIL KON ORI EYE O BRiE 7 o— — b (G HEE)

| m%ﬁ |
- 1 mL% 4 &7 7225 mL~50 m)La:kD\ ERETYZF LTI —
K—=7Fr=FI/L (1+445) N2 %
| 0.2 mlLﬁg\Ei( | AH) 2a— e fr &E RS 5 mL~10 mL
| ?J&E%;%fflﬁ- #lE | LR —&— (70 C£2°C)

— BU U (HA) 0.3mL
— FER(LEEE (BSTFA—TMCS(99+1)) 0.2 mL

P LTSS
| AL | 70°C+27C, 45457

| W |

| ﬁﬁ%ﬁ |

| Wi | wrE~ I RS

®2 O AT I R O OB T DR 70— — R R O R
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SE AT EORERHIRAGEER D GCIMS DEAF L Dra< 75 A (TIC) 2RI TRT,

la b lc ld

100, 0000

[ 1 TIE TiC TIc

5.0

2.5

3 AT M OZOEWE D GCIMS DAA4 > Drua~< 75 (TIC)
GCIMS DI 7E 14
Xy TU—AT L4 Rix-bms(PNEE 0.25 mm, X 30 m, fF/E 0.25 pm)
Z DD EAIE (4.3) a) T AT~ 8T T 7 EBAHTEFORE SO FIRDEFY
BRoAF I N TADE— T4,
a VTR b) 7URAUR
c) TrAY d A7
GCIMS T3 A LT3k ) OVE A &
BALTIZREE: AT MO OBIEYE O B TR S AR R (45 2 pg/mL A7 &)
AR 1uL AT R OZOREYE 4 2 ng A1 &)
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8.1.b (X&)
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8.1.c BERAKIOTNTS7XK(EHMESTLLER)
1) B=E

ZORBIET AR A G F e WIERHTE 5, ZORBRIED L Type B THY . DL 513 8.1.c-2017
XiEZ Mel.c-1&7%,

e (1+15) 25T BHI A TATGIV R OZF O BIEME (LU R, (AT L), ) R, & s
7u< 77 (HPLCOIZE AL, IV ASEANEEACTFRE O LIZS IR T N TT L THEEL, R 214 nm Tl
TEL HTRE T DATI AR DD, 7eds . ZORMBRIEOMEREIIRE 4 1277,

(2) BE HEROUKIL, KIZLD,

a) JK: JSK 0557 [ZHLETD A3 DK,

b) ZEF=FJIL: JS K 8032 |ZHLE T DR UIAZED M E DK, 723, HPLC OERERIZIZ HPLC
FHRRHEAAT

o IBEE: ARPOUIFRI%ED SEORIK,

d) YARBEERD: JSK 9020 |[THETHVAMAKSE —F YA 0237 g KON ASK 9009 [ZHET 50
Pl Z K FEF R A T KF 0520 g A /KT LT 1000 mL &35 @, HPLC OAERBER I+ 235 4
&L HUKME PTFE Sl A 7L 74 02— (FLEE 0.5 um LLR) TAIl 5,

e) ASIVEEAETK (0.5 mg/mL): AT [CiHeNel @, 72 AU [CaHsNsO] P, 72 AUR[CaHINLO] @ K
V7 IR CaHaN3O3] %) 0.05 g #Z N ENOEHIRILICED, ZOE 8% 0.1 mg DHTETHIET 2,
D EOHEEE (1+15) THE L, TNENEERE T 7 A7 100 mL 12 LA, R ECRIERZINZ 5,

f) EAEER (SO pg/mL) Y B ATIEFERER (05 mg/mL) 5 mL 2487 T A2 50 mL &V, AR E T
T Eh=RIV— ) AUBEHRARET R (4+1) 2N Z D,

g) BRERARSEER( pg/mL~5pg/mL): i HRHIREAEEER (50 pg/mL) O 1 mL~5mL 245~
F A2 50 mL [ ZEERIC LD | FERRE T T B h=RL — D AR REEIIR (4+1) 22D,

h) REHRRAEESIRER(0.05 ng/mL~0.5 pg/mL) : {EHRFHTIREAEEER (1 pg/mL) @ 2.5 mL~25 mL %
7T A3 50 mL ZBMEIICED B ETT B h=NLV — 0 AU BRIEARRENK (4+1) 2N 2 5,

F ) FARGITHY, LEIGCT-EEATRS D,
(2) VABBHEFEERIY pH 6.74pH 0.2 L7285,
(3) AT T A TUAIR KOS T VR L CENEIVERES I N T IR S CUND,

BE 1. AT 7oA TURAIR RO T VR OFEUERRER T B 7 AL LFGHEE B b2, AR
FE T3 R OO bR T LA GES L TN,

(3) B HEEIT. ROEBVETD,
a) ENEEEZOTRTST(HPLC): JSK 0124 |[ZHE 5 HPLC TR OB A4 50,
1) H35L: N Amm~6 mm, £ 150 mm~250 mm D AT 2L AHHD T DIEZ N STA NN Fm AL
FEALTIS U AN EFTTALTZ D,
2) WSLHE: 7 2MERES 40°C+1°C THREITEHHD,
3) BRHER: POOLERLAR TEE 214 nm AL CHIE TELHD,
b) BERREER: BEERERHRENNLILNTED,
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o) SEDSEEH: 1700X g T L oyHE R EE/ b D,
d) EEEDSEE#: 8000 X g~10000X g T Ly BERTREZL D,

&%E 2. 720F TSKgel Amide-80 ZHDAFF TSI TUND, AT Ty AU TV AR O T )b
fe% SE R B CEDA LN MRS NI AT LEALE AT 528,

(4) ERERIRME

(4.1) #l X ROLEEBVIT,

a) ZoMHralEl 0.50 g 2130y, ke =477 23 200 mL I AHLD,

b) HERE(1+15) 100 mL ZANZ ., B EIFE AR 2 VTR 30 43 AR B AL PR35,

¢ HHEL. REARE IE DI 50 mL 12k,

d) 3ELF) 1700X g THI 5 4y B B L @ . BB e it e 35,

e) I 5 mLOZ 2 ETT 23 50 mL LY, B ETT B =RV — D ARSI (4+1) 2 N2 THR
ERAN

) ARikE I OIS ©15 mL 12k5,

g) BE/0>7) 8000X g~10000% g THJ 5 4y filiat Dy Bl " Az bR LT 5.

FE (4) (AR 16,5 cm L ONAN#EEL 3000 rpm Chizls /) 1700 X g FREEL725,
(5) FREHRIEH OATUA LD ENRERO EREBZ 282055 E51E, EERIEO B 1
mL~25mL &35,
(6) RUF 'L A% e LIS CHIE I ELR VDO,
(7) [ml#sY£E 7.2 cm~8.9 cm & OVElizk 10000 rpm Chizx /) 8100 X g~10000 X g FEE L7r %,

EE 3. 1) ~g) DEIEITRZ T, BN PTFE DA T L7 42— (FLEE 05 pm LA ) TAilL .
AR A REHAIR L TH I,

(4.2) BIE HEZ, ISK 0124 K RO EFVITH, BARRIZREERLET, E AT 2@l k7 e~k
777 (HPLC) DEAEHIEIZLD,
a) EEREAIOTNT ST (HPLC) DRIESEE: iRk n~rr77 (HPLC) ORIESMO—HlZLLIT
IR T, ZhESBIZLTRET D,
1) B35L: INAASTANIERACEREA LTS VA7V HT 5 (NEE 4 mm~6 mm, £& 150 mm~250 mm,
KiFE 5 um)
2) ASLIERE: 40°CEt1°C
3) BEE®K: T Eh=RNL— D ABRIEEER (4+1)
4) FE: 1mL/min
5) BRHER: YOOLERILEE, WEKR 214 nm
b) RERDOIER
1) St IR GEEER 10 pL 2 HPLC IZTEAL, & 214 nm D2/ o~ 7T L& F0ekL B — 2 HifE X
IXRSERD D,
2) Bk EAR RO ER OB LR 214 nm OB — 7 HE RS L E SED BB A TER T 5,
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c) FAMDAIE
1) REHNRIEZ 10 uL % b) 1) EIREEICHAET D,
2) BRERDOOEATIVEDEE RO, TR O/ ATV EEFH T 5,

&% 4. 1JKEHR 38, AIKERAVLEAEEL 1 860, AIKZE R 25 22 LR IEEE 2 861, i 1
O K OVR S L8R A I TIEIGRER 2 FE i L 7oA R AT LU T4 % (E &5 H) K01 % (E &
43 ER) DPEFEL L TOEIULERIE 90.5 %~106.3 %} O 92.2 %~107.0 % ThH 7=,

F7o, RERVED 24 M fERR O 72D O S [RIFBR O gl o OFRMTRE AR LITR T,

72k, ZORBRIEDOE R FIRIZATIV | T XVEET 0.02 %(E RS RE, 7oA TV AYRT
0.01 % (B &4y 3R) FLE TH DN, T AR KOS T VR HOWTIE, 7 AR T 0.188 % (B &5y R)
~1.10 %(EE4FR) OHFIPH T, 7 X/LEET 0.105 % (E E45rR) ~1.15 % (E £ R) O#PH TH478
ERHBRELZAL TV,

1 AT R OZ OBIEYERERIED % 4 PERERB DT D O [F 5 BR R OFEHT b

kA, BB, - m@«gj’ S'g)n RS SRS)n RSD”
EI (%) (%) (%) (%) (%)
AT K EFL 9 2.83 0.04 1.4 0.12 4.3
K232 10 0.391 0.003 0.8 0.023 5.8
PENE-E YNIE (A9 xS 9 0.845 0.019 2.2 0.036 4.2
L EAEE 11 0.198 0.005 2.6 0.012 6.2
e =t 10 0.0343  0.0015 45 0.0040 11.6
ZING FIRZEHRL 9 1.60 0.02 1.3 0.06 38
FIKZE 2 10 0.105 0.001 1.3 0.002 2.3
IR 2252 AL ERAEE 9 0.629 0.027 4.3 0.023 37
bR 11 0.195 0.004 2.1 0.009 45
W7 E=7 10 0.0346  0.0013 3.7 0.0024 6.9
TUAR PEVE-E ! 9 1.10 0.02 2.1 0.08 7.6
K232 11 0.361 0.008 2.2 0.023 6.5
KR AVLEEE 9 0.188 0.004 2.2 0.014 75
L EAEE 11 0.718 0.028 3.9 0.052 7.2
WEET E=7 11 0.0345 0.0031 89 0.0056 16.1
ST VR FIRZEH#L 9 1.15 0.06 4.8 0.09 7.7
K232 10 0.390 0.018 45 0.029 7.4
PENE-E YNIE (A9 ar 9 0.105 0.003 2.9 0.014 13.2
bR AR 9 0.788 0.026 3.2 0.054 6.8
WlETE=7 10 0.0365 0.0015 4.2 0.0067 18.3
1) fEFTICHOZ RBRE R 5) =W BUR R 22
2) KT (n =3BR == HodR L (2)) 6) S [H]FFBLAR R A 22
3) DHTIEE(RZ 7) BES®E

4) PHTAHHREER 72
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S XMk

D WHN A, AIFBIG: ®EREZ0<h7 77 (HPLO) EICEDIER h D AT I Je O 0 B
DORIFFRAE, LB TE R, 6

2) BT, R
D[RR E

(5) ASIVEOFRBZEIO——F PR OATIVEORBRIEDO 70— — N RITTRT,

kR % (2019)

, 27~35 (2013)

| OWTEE 0509 | k=877 A= 200 mL
— YEmE2 (1+15) 100 mL
| AEWE | RN, 3045
[
| 33 Ly | SRR, 1700X g | 543
[
P 5mLA 47T Aa50 mLIZEY | B ET
T/ =RV — 0 AR REETR (4+1) 2N 2%
[
| 305y e | b L IEREE | 8000xg ~10000xg , 5531
[
| SUBHA |
[
| Wl | mitko a5

JEEFFR D AT I K OV OB EY)E O ERIE 70— —h
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BE AT EOBRERAIRASERERD HPLC /7~ 7 5% RIZRT,

BERK AT K OO BEY)E D HPLC 7a~ 7T 5

B — I DOWE4
(D v7xufE (2 TVAUR S () AT (4) TUAY
HPLC Ol E S
7172 TSKgel Amide-80 (NS 4.6 mm, K& 250 mm, KifE 5um)
AT J OV O B E DR ot R A AR 1K (% 10 ng A4 & (1 pg/mL, 10 pL))
Z DD 1 (4.2) a) HPLC OHIE SR OBIRODEEY
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8.1.d BEKEIOTNIST7E(ERVESTER)
1) M=E

ORI A BB IR R OV E W & & e B EHZE 35, ZORERIED /3 5EIT Type B THY, ZDFL
513 8.1.d-2017 i Mel.d-1 &F%,

KEHTFREHIINZ TATZIV AL, @R E 7 a~h7 77 (HPLC) IZE AL, HANEA VAL
FREG LIS VAT N AT THEEL, 1R 214 nm TRIE L, Ol Et F DO AT 2R D, 72385, 72720
AFIVEEME THHY T IR, T AR K OT o A ATHNE S B4 DR, 20T oMLk
E31TRT,

(2) EE MIEKLUUKIF, &kiTkD,

a) JK: JSK 0557 [ZHLETDH A3 DK,

b) FHE=RJJL: IS K 8032 (ZHLE T DHFMk ILIA O SE OEE, 7235 HPLC OB IZIE
HPLC HaHEAfEH

o YABIERER™: JSK 9020 (2K ETHVAMAKSE ~F M7 0.237 g K TYISK 9009 (ZHE T
B0 Al Ik FET R IKFI) 0.520 g 2 KIZE LT 1000 mL 475 @ HPLC O¥ R Al -4
DA, HKME PTFE 8o A 7L o7 42— (FLEE 0.5 um LL ) TAHIB§ 5,

d) ASIUEER (0.5 mg/mL) : A7 [CaHeNg] P59 0.05 g 2V rH EIMICEY, 2D &% 0.1 mg D
HiEZTHIE T2, D EDKTENL, 2ET7T7 A2 100 mL (ZB LA, EHRECTRIEEENZ D,

e) ASIVEEHEK (50 pg/mL) P ATIFEYENL (0.5 mg/mL) 5 mL AT T A=2 50 mL LV, fEE
TT7Bh=NV—Y ABEYGEFR &R (82+18) Z 2.5,

f) RELAASSUVELER (1 pg/mL~5 pg/mL): AR ATI A (50 ug/mL) @ 1 mL~5 mL
AT T7A3 50 mL (ZEFEMICED R ETT B h=R)V — 0 ABRYG FE K (82+18) 2N 2.5,

g) BREBRRAASIVIZEERK(0.05 png/mL~0.5 pg/mL) : i HFFICATIUAEAERK (1 pg/mL) @ 2.5 mL~
25 mL 2 &7 7 A2 50 mL ([ZBERYIZED | R ETT B =RV — 0 A BRYE % iR (82+18) N 2.
%R

I Q) ARGITHY, NEIZSUEEARARS D,
(2) DAFRYEAEEIRD pH 1% 6.7+0.2 L7325,
(3) AT ELUTHEHEEE N T SN TW\A,

BE 1. ATIOEBEREITE L7 AOVLAFDEME, B R OMHiEE TEIVIRGESI TV,

(3) EE EEIX, KOLBVET D,
a) BEKEIOTFSST(HPLC): JSK 0124 |[ZHET5 HPLC TR OB ZHT7-TH0,
1) H3L: NEE4mm~6 mm, £ 150 mm~250 mm D AT L AGHD 7157 LGNV TA ) F AL
REA LTIV EFTE AL D,
2) hSLIE: H7LMEEE% 40 °C+l °C THRHEITXHL0,
3) BHER: UOLLER I T E 214 nm fFETHIE TEDH O,
b) BERRESR: HEHEEHEHVLIENTED,
o) EIDDBEW: 1700X g T O BERRERDL D,
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d) EEEDSBEM: 8000Xg~10000X g T Ly EERHE/RL D,

&% 2. 7203 TSKgel Amide-80 DA TR CHIIRSIV TN D, AT T A TV AR KR T X
N SERI B CEDZENHR SN T 2 E T 5L,

(4) HERIRME

(4.1) HHE X ROEBVIT,

a) HTElEE 0.50 g 210 ED | ke =475 22 200 mL IZ AivD,

b) 7K 100 mL &Nz, #8 &3 A2 TR 10 45 T B i AL 55,

o) WriEfh, RERRELARE OILEE 50 mL 1285,

d) 3E.07) 1700X g THI 10 2y BhE D4 BEL Y . BB AR A I RS T 5,

e) fhHIKEMLOZ2RTTAa 50 mLICEY HEMRETT =RV — 0 A BRYE % i (82+18) 2 2 T
N

f) AR A IR LR @15 mL 12k,

g) 3077 8000 X g~10000X g THJ 5 4yl L4y BEL ) BB Ak & AR &35,

FE (4) m—Z—F£ 16,5 cm K ONEI#E% 3000 rpm T L /) 1700X g FREE LD,
(5) BEHEIRT OATIVEOREDPREMRD LREBXDBZNOHLL A1, BB AR 53 H
B 1mL~25mL &7 5%,
(6) ARVF vl Mo e LR E CHIEICEBELZ2NWL O
(7) m—Z—}:4£% 7.2 cm~8.9 cm & UVEl#E%L 10000 rpm “CizL» /) 8100X g~10000 X g F& & &7
%

EE3. (4.1 ~g) OEAFITRZ T, BUKIME PTFE O AT Lo 7 404 — (FLFZ 0.5 pm LA ) THildh
L. Sz BRI E L Th &y,

(4.2) BE HEIT IS K 0124 K ORDEFVIT, BARAIZAIEBAEL, B 3o mdiiikra~
~7'Z7 (HPLC) D#EE iz kD,
a) EIERAEIOTNTFT(HPLC) DRIEEY: =ik a~hr 77 (HPLC) OIlE &0 — %
UFIZRT, ZVAESBIZLTRIET D,
1) h3hL: WU REANVEEEREAS LIV A BT 5 (NE 4 mm~6 mm, £ 150 mm~250
mm, K7L 5 um)
2) WhSLERE: 40°CE1°C
3) BEEK: 7 Eh=NL—0 AR AR K (82+18)
4) FE: 1mlL/min
5) BHER: YOLER MG, HIEH R 214 nm
b) BREHRDER
1) BRRERHATIERER 10 uL % HPLCIZVEAL, I E 214 nm O/ a~ 7T A%kl B — 7
BUTmEzE kb2,
2) FREMAATIVERER ORI LIE 214 nm O — 7 [ fE Xim SO EREIER T 5,
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c) RHDAIE
1) RBHAWEZ 10uL Z b) 1) EFEEEICHRAET S,
2) MEBRDPOLATIVDOEEZRD, ST EI R OATIVEE T 5,

{BE 3. EEOFHEOD, el ilind . KEMNT, AIKERAEAVLRIEER, AHA VLR AL
B OVE BB A REARE (45 1 8040) 2 FIW TN ENGERER 2 i L7/ AL 2 % (B &45r3) . 04 % (E &
53 7R) B O} 0.1 % (B #57=R) DIML~/L TOFLEJENLRITZ L FL 94.6 %~99.8 %, 92.4 %~98.5 %
F X 93.1%~984 % Tih~7-,

K DR 7= . KEMDT R OHEEAVLAAEEE T H A2 2 CTO R RBRORBR AR IS
DUNT—JClEE B BT E IV CTREATL . RIS S X OV TR A R I LR R 1 2RISR T,
728 ZORBRIEDOE & T IRIT 0.02 % (& By ) FLE Th D,

K1 AFZIL0OHEEZ TORIERBREAE O RE S

e ERH Ry s RSD.” sim? RSDim”
W sl N 1 3) 3) o 3) 0
H % (T) (%) (%) (%) (%) (%)

KE 9 5 1.91 0.03 1.7 0.04 2.2
FHHEADL AR, 5 0.100 0.001 1.4 0.002 25
1) 250HTRERZ I 06 L7 5Bk B £ 5) PR THE I Y 2=
2) F¥fE GRER B 5(T) X O TakBR % (2)) 6) HEE (R
3) HEHR 7) AR A (R

4) BHTIE R
SEXH

1) KB @A~k Z77 (HPLC) {EIC LD A BB IR K O E & T B O AZI OJIE,
JEEHIFFEHR AL, 9, 33~42 (2016)
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(5) ASIVEOHEBREZTIO——F EEFOATIVHEORBRIEDO 70— — e RITRT,

| Sobratet050g | k=77 2= 200 mL
«— 7Kk 100 mL

| memwmm | EENIES. 3055
| B | SeRREL LR, 1700X g, 1053

?ﬁ;ﬁ 5 mLz 45772250 mI:KkE FEHRET ]

TR =RV — 0 AR E R (82+18) 2N %

| iéfzblﬁz\%ﬁ | SEHRELPLRE  8000xg ~10000xg | 543
| ﬁ%@ﬁ |
| Wl | mtko a5

HHEM & IR D AT OlBRiE7 1 —2 —h

BE AT OREBRHERER D HPLC Z7u~ kI L552RITTRT,

ATV

HEM AFID HPLC Zu~ k74

HPLC Ol & S
H17 2 TSKgel Amide-80 (IN#E 4.6 mm, & 250 mm, Fif% 5 um)
AT O R AR YERR (4% 10 ng A1 & (1 pg/mL, 10 pL))
Z DM D ST (4.2) a) HPLC OHIE SO BIRD LR
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