kR % (2019)

8.6 RE§
8.6.a EERAKIOTNIFTE
1) ;=

ZORBIEITIEENTE 35, ZORBRIEDHEIE Type D THY, TDFE 1L 8.6.a2018 XL U-acid.a-1
&5,

SHTREHIY ABBIEYAIR (pH 8) 2 TIREEA AL . mifiRiA 7 n~ T 7 (HPLOIZE AL, v /LT E
—R ODSGUHH+TRT =A L A H+TE A T AL A HAHNEFR) 777 5 CHrffEL | 35 290 nm CHIEL | sy et
D JRE (U-acid) 2R D, ZOIFEO MR EE 5 18T,

(2) BE HEROUKIL, &IZLD,

a) JK: JSK 0557 [IZHIET D A3 DK, 72721, mikik 7 ma~ 777 (HPLC) IZ B AT DEBERIZ DWW T
VIR A4 DIKREAE 5,

b) YABEZKFEAUDIL: JSK 9007 (ZHETHRIEUIFZED HEDOLD,

¢) YABBKEZFMIHL: JSK 9020 ([ZHET 2RI ILFRZED SHE DL D,

d) YARIER®K: WABR KFEHIVTL9.073 g Z/KITHENLT 1000 mL EL7ZH0, K OWAEEKTEE Tk
U A 9.464 g % /KITHEANLC 1000 mL EL7=H 0% pH 8.0£0.1 12725 KR A LIZH D,

e) RERVFVLBIK: HEL 99 %(HEHF) L EDORIE)TF T A (LiCOs) 0.739 g A /KIZ# 7L T 1000 mL
ELIZHD.

f) FREBIEZE®K (U-acid 1 mg/mL)?: J#EE 0100 g 2O L)LY, FOE R4 0.1 mg OHETHIES
%o W EDIRERYF T DIRTRIZIE L, 287742 100 mL ([TB LA, MR ECRERY T 7 LA Z N Z
B,

g) BMERARBIZEER (U-acid 100 pg/mL) : JREAFEUENR (U-acid 1 mg/mL) 10 mL %42 &~ 7 A= 100 mL
WZB LA, SRR E T ARSI & N 2 5,

h) BREZARBIZAERK (U-acid 10 pg/mL~50 pg/mL) : JRFHE M2 FEAHENL (U-acid 100 pg/mL) 10 mL~
50 mL Z#R &7 7 A= 100mL ([ZB LA, MR E COABIEARZINZ 5,

i) BRERARBITER (U-acid 0.1 pg/mL~5 pg/mL) : R JREEAE HEH (U-acid 10 pg/mL) 1 mL~
50mL % 100 mL &7 7 A T ZEMEIZ L 0 | R E TOARBRIRIRZINZ %,

i) EEB7UE=YL: JSK 8359 |[ZHLET HREE ITRED FE DL D

k) A%2/—JL: HPLC H UI[FESED S DK

EQ) FARGITHY, LEISCBERE D,

(3) WEARUEE HEKOEEIX, RkOLBIETD,
a) ENEEEZOTRST(HPLC): JSK 0124 |[ZHE 5 HPLC TR DB A4 50,
1) A5, HNELA6MM, EE 250 mm D AT L AFD 75 LB NTRIFE 3um DA 72T L V1 saig e
AT ARSI K ORI FE M2 A A AR AL PG B LTV VT VA FETALTED D,
2) ASLKE: HT7LMEEE% 30 °C~45°C THEITEHH O,
3) B WOOLEREZR TR 290 nm AHE TRIE CE5H0,
b) Ki&: 60°C+2°CIZFRHITEDLD,
¢) YTRFIYRA—F5—
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d) FDSBEM . 1700X g T LoyBE R EEb 0,
e) EERDSEEM . 8000X g~10000X g T Lyt vTHE/R S D,

& 1. 75241% Scherzo SS-C18 DA THIIRSHL TV D,

(4) ERERIRME

(4.1) #l HHHIEX ROEEBVIT,

a) ZHTEEl 1.00 g 2130 ED | ke = A7 723 200 mL IZAALD,

b) VABEHYAIE 100 mL Z 1% P, 60 °C+2 °C D/KIEH T 10 43 Z LITIRVIEE 72035 230 4y I NE$5,

¢) HEBIIYT XTI AL —T—% TR 10 53 &S IRE D,

d) FE%. A DI 15 mL 3T 50 mL {2V, 0 /) 1700 X g THI 10 Sy L4y Bt
+T5,

e) hiEAE % kE LB @15 mL (2&0, 30 8000 X g¢~10000X g THI 5 43 [ L4y HEL
¥R A RENAR ST D,

F Q) WRENBT DI HTARRITEZ T a VD,
(3) KTV BAROG VO TH TRV avied LS 2nn, 77 AaNBED K%
TELRETHLT IOITRD, 7o, INBEAERTI12H ZOBIEZTTI,
(4) AVT L SO OIS CHIE IR AL D O,
(5) [ElHAEE 7.2 cm~8.9 cm K WNEl#A£L 3000 rpm Tzl /) 1700X g FREEL72 D,
(6) FUBHAM T D RIS (U-acid) #2213 B0 LIREZ B2 5B FN NG5 A%, BERED—E
A VBRI TR T 2,
(7) [Bl#5148 7.2 cm~8.9 cm & ONEl#5%% 10000 rpm Gz Ls /) 8100X g~10000X g FfE L7e2D,

#EE 2. (4.1)e) DEAEITRZ T, BN PTFE ®DA 7L o7 02— (FLE2 0.5 um LLF) TAIEL, A
A RRHRIRE L Th &,

(4.2) BIE HEZ, ISK 0124 XKD EFVITH, BARRIZRRERLEZ, E T 2@ sl e~k
777 DEAEITIEIZL D,
a) EERBRAIOTNTSTDORIREL: WEFRMGO—BIZLLTFIIRT, ZVEBZIZLCRIET D,
1) ASL: FIXT VI SREEVER A A L N ORI S fa A A AR A LR A LTe s U 7
VT 7 5 (NEE 4.6 mm, =& 250 mm, KZEE 3 pm)
2) WSLWERE: 40°C
3) AEERY: M7 E=74 154 g A/KITERALT 1000 mL EL7=HD% 900 mL LV, A% /—/L 100
mL SIRA T 5, BUKME PTFE 8D A 7L 7402 — (L 0.5 um BLF) TAIlE 3%,
4) FRE: 0.4mL/min
5) FEAE: 10pL
6) HRHIF: YOLERIER, WIEK R 290 nm

BE 3. AEERIT. BiR T =7 L 154 g 2 /KIZER LT 1000 mL & L CTHEARIE L. fHHRHCE
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D—TEEZ 10 EZHFR L, KFELLT LU DA F ) —)L LA, HKME PTFE AT L7 0L
H— (LB 0.5 um LA F) TAHIBL CGRELL Th L,

b) BREBROIEM
1) AEf R 10 uL 2 HPLC IZEAL, & 290 nm 7/~ M 2% 50kl B — 7 mfE £/
BSERD D,
2) FHEARFRERERL O RIS (U-acid) 2B L% & 290 nm O —7 [ifE £/ 13 SO ERA TR 35,

c) HAHEOAE
1) #EHAWK 10 uL % b) 1) E[RIERICHERIET S,
2) EP—JHBEIIE SO ERIVREE (U-A) B4R . ofrikB o JREE (U-A) 2B H 15,

{5& 4. ZOWE ik (Scherzo SS-C18 T L& FWZEA) Tlk, RERIZINZA T 7L M T T A
Fe % [AIRFICIE D ZEMTED, 2B, TIV MU R OT 7 MUBRORM R R 210 nm TH 5,
&% 5. FEOFLDT=D | ALANEEL, HIRFERENLEL, 1R EGHEIEE A LR OHEIRA 18004 IV TEsin
[N RS A S fE L 7= A5 5, 0.1 % (B &433) . 0.01 % (& &4738) K Y 0.005 % (E &573) ORI ~u
TOVHIERITZ N 92.4 %~101.8 %, 85.3 %~105.0 %% O} 92.5 %~114.1 % ThH-7-,
FEHEDRHAMG DT  ALAAEE, TGIETEEEAERL IR A HEARE G IR X OHERE A 1 6 E W TR &%
R CORAZAERORER AT DT — IRl 5 B T a VD CRRHT L . 1 RS EE R OYOF TR BE 2 T
LIchERE2ZR LITRT,
728 ZORBRIED EE T IRIE 0.0008 % (E &y H) BETHD,

#1  JRIEO HEZE 2 CORAE BRI DR F

- ﬁ@%ﬁ%ﬁ; ﬁi@@” si) RSD.” SI(T)G) RSD |(n7)
@ W’ (w? (%) (%)” (%)
357 ur 7 0.0989  0.0006 0.6 0.0015 1.6
7 0.0102  0.0001 0.7 0.00042 4.2
5B RE AR 7 0.0932  0.0004 05 0.0016 1.7
7 0.00938  0.00009 0.9 0.00031 3.3
IRAHEAEAE A AR 7 0.0924  0.0004 0.4 0.0015 1.7
7 0.00921  0.00005 0.6 0.00032 35
HEAE 7 0.101 0.001 1.3 0.0029 2.8
7 0.00966  0.00018 1.8 0.00049 5.0
1) 280 TR Z S L 7= 38R B 2K 5) OHMTHXHMEER 2
2) FEME G B () X O TaR%0(2)) 6) HARER A
3) HEHE 7)  HR R S A 22

4) BHTIE R 2

SE X
1) MARALR: SR~ 7 T7 (HPLC) EIC KD IEEh D R EED I E, IEEHFZEH#E, 11, 86~105
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(2018)

(5) #AEEFIO——F JEEHROREREBRED 70— — M RIRT,

[ aratk (i) 100 g] 3 = #9775 2= 200 mL
— DABEHEIT 100 mL

iz 60 °C2 °C, 1043 [l = L1 50 IR 72 236,304 [H]
[
FhH MNERE, 10551
[
10y B i Dy | 1700% g | 1045 fH]

epe s DR E | 8000xg ~10000%g |, 547 f#]

ABHANR VAR
[
HE TR~ 757

X EEHR O REBEREREO 77— —k

BE RBEOBEHRNIEER DO/~ T LHRITRT,
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SHEX R IR B A HER (50 pg/mL) @ HPLC 7~ k7T A

v—2r4 (1) JRg

HPLC Ol & 51

#1725 : Scherzo SS-C18(N#E 4.6 mm, £& 250 mm, FifE 3 um)
Z DD S 1% (4.2) a) HPLC I E S D BIR D L Y
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