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BE: BN A A& Blkbarstu iR tn g L aF iR RAKEEE FE EiEEH Daicel IBN -5 4 (250 mm x
4.6 mm,5 pm), REAAH =B - 0. 1% = LB H T B E% (70:30,V/ V), H EH 150 bar, #i% A 3.0 mL / min, &0 % K % 243 nm,
AABA A0 C, HEHFFTAS pLER A MEA L TR FHASBERTF,Smin AH T RETA FBERFTREY AL 2.48~
37.10 pg/ mLJE B M 5% @REM L R RIF(r=0.9999,n=6) ;4N R4 0.012 ng/ mL, £ R A 0.05 pg/ mL; #5 % B A2
X B 25 R 49 RSD 390 F 1. 0% # A B3 5 F 39 WK FE 2 #1100, 75% F= 100. 90% , RSD 4 %) 4 1. 00% 4= 0. 72% (n = 9) .
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Determination of Indapamide and Its Enantiomer by Supercritical Fluid Chromatography
LIN Ligin',WANG Xia',YANG Zhi',GAO Ligiong' ,PENG Yan',SHI Yunfeng’
(1. Hangzhou Institute for Food and Drug Control ,Hangzhou,Zhejiang ,China 310022; 2. Zhejiang Institute for Food and Drug Control ,Hangzhou,
Zhejiang ,China  310052)
Abstract: Objective

indapamide and determining its content. Methods The chromatographic column was the Daicel IB N = 5 column (250 mm X 4.6 mm,

To establish a supercritical fluid chromatography (SFC) method for effectively separating the enantiomer of

5 wm),the mobile phase was carbon dioxide — 0. 1% diethanolamine methanol solution (70:30,V / V) ,the back pressure was 150 bar,
the flow rate was 3.0 mL / min, the detection wavelength was 243 nm, the column temperature was 40 °C, and the injection
volume was 5 L. Results Indapamide and its enantiomer were separated successfully in 5 min with a good resolution. The linear
ranges of the two components were 2.48 — 37.10 pg / mL (r = 0.999 9,n = 6). The limits of detection for both were 0.012 pg / mL,
and the limits of quantification for both were 0.05 pg / mL. The RSDs of precision and stability tests were lower than 1.0%. The
durability was good. The average recovery rates of indapamide and its enantiomer were 100.75% and 100.90%, with RSDs of
1.00% and 0.72% respectively (n = 9). Conclusion The established SFC method is accurate and durable, which can effectively
determine the contents of indapamide and its enantiomer in Indapamide Tablets.
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{6, 3% #E : Daicel IB N - 54 (250 mm x 4.6 mm,
5 wm) ;i shAH s AR - 0. 19% — B T IV T
(70:30,V/ V) ;35 H : 150 bar; J#i % : 3. 0 mL / min; £
WK 2243 nm; FE7R .40 °C; AR .S wlo
2.2 BAikH&E
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235 FARRHA W - Fe W1 35 0 Bl e Ak T C LU TR & Rk
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W T ALY RSD 43931 4 0. 90% F10. 71% (n = 6) , F Wit
A VR AR IR A 12 h WA .

1t FH P 25 4% < BURE i o RS AR, #5622 00 R
B A AR S VAT, B 2. 1 IR {03 A5 i AR
H(+0.2mL/ min) AME(+5C) FHEC+S5 bar) i
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1. Indapamide 2. Enantiomer of indapamide

A. Reference solution B. Test solution C. Blank excipient solution

Fig.1 SFC chromatograms
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F1 EYRELER (n=9)

Tab.1 Results of the recovery test (n = 9)

. "?Iid’ﬂ&i “%Iiidié%}%ﬂﬂk?rjﬁ%
(o) WEE wicE X RSD WRE miE X RSD
(mg) (%) (%) (%) (mg) (%) (%) (%)
8 1015 102.58 1,005 100.57
8 1,002 101.26 1.003 101,36
8 0.988  99.85 1,005 101.57
10 1.255 10146 1,252 101.22
10 1,252 10L.22 100.75 100 1235 99.85  100.90  0.72
10 1,246 100.74 .35 99.85
12 1473 99.24 1501 10113
12 1487 100.18 1.505 101,40
12 1,487 100.18 1,487 100.18

x2 HBEENEER(%,n=3)
Tab.2 Results of content determination of indapamide and its

enantiomer in samples (%,n = 3)

W
B AkEE 13
TR ) P

AR
% Wk "5
Ry

ikl
Ak
| Akt

20190802 5155 5156
20190803 50.77 5122
0091102 5184 5168

0091200 49.58 5007
20190802 50.51 50.37
0091206 49.73  49.67

1901021 47.28  47.03
1903060 47.50  41.72
1902021 47.33 46.54
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3.1 fifidEEE

T b o BT €A 3% A Chiral — VA (100 mm x
4.6 mm,2.7 wm) , Daicel AGP ¥ (150 mm X 4.0 mm,
5 wm) , Daicel IB N — 54 (250 mm X 4. 6 mm, 5 pm) i
17758 45 B 7R 7E Chiral — VA Daicel AGPAE |- H
PR TR S min P H G (ELIS ]38 M e Xof e S 4 A i) 4 14
M Skl 58 2 &, JOHEA RS, 1F Daicel IBN - 5
FE I H bR 5 H 04 s [) 450 26 L 0|5 0 e o ke S 4 4 [
ESE 208 3T AN , Chiral — VAR SE4 58 5 KR
Ptk ZERIEAERS , Daicel AGP FE M8 & A B 1111
BRI i J0e , A 40 HL (76 A4 44 7R R3] 7 4 T 5| A2 199 ST A4
VEREME , 32 B AR DA 16 G 1 ) B S AR 53 B9 < Dai-
cel IBN - 5SHIEIMBES TL%HER - =(3,5 - ¥
I IR ) A BRIE R I , 8 56 S 35 P i 1 32k (A 34
LEEREIE I TR 2 F a0 Mk g5 4 rh & 3 5
[P 5 P 2 3 TP R G A 3 I A B e A VR D, 2R 3A
5 E M - SR A AR ST R e 22 S A
B, B 1 25 WS R MR X e S A A
3.2 mEhtEfEk

CO, Il FH i JE 31 °CL s S T 7. 29 mPa, R i JE
JE 1A B8 W e B IR, R 55 5 AR A R I A i
—, XS WL G DDV i R AT o AE CO, T finek
PEFR AT 03 43 B B e PR, R R A 0 el v,

JE 3 2020 4F Ji C r FE 24 8 () )T R s w5 A
F B LA R R Rt 5 v 224K 4 ) LA 30%
TR R Ay e ) o 7 LA 3 SR R AR R A L T
DL kg e e AR s, P RS R g ) 0 5 R AR B 2 ) 3B
A R] , 6456 FF Sk el o 390 1 — 25 A L ) 5 i 91 o 2
TRAE O A In AR AR 50— B , W AEAS R 4
MR R T 40 AR B B TR) o5 488 T 20%, 30%, 40%
L, 25 5L 20% HP B IR B FE 10 min 2247, IR A9
30% H Y 06 B (8] ZE 4 min 2245, 43 55 B AN R B4
40% FP s WS I ] 7E 2 min 2o, WIS (HA0 5 E AT
JIr Ok o255 5 FE LR R I IR) 0 i R, e AR ARk -
0. 1% — LR A (7030, V  VVE R BIAHE
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T 0 H 25 58 T AN R A T 6T 43 25 35 SR 1R 5% (30,
40,50 °C) , 45 FE R B, HE a0 ey s e b () s 06 5 AR
7% ARZ A e A 1 TR R 0 ~ 40 °C, e 40 “C
Y R 56 LR o [R] B 25 88 T 35 1 (120, 150, 180 bar) X
I3 SRR S ], 248 SR 34 T I S 2 e SO R B[R] A
S, 5t J A FH AR B I TR) d5e 46 1% 150 bar [ R 1 4E
HITIESEL
3.4 HERETANETEMEN
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T SR 7 A 3 30 min SRR O TT AR 5
3.5 AEEM
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IRE 5E S FEST B 7 VE AT TE 5 min P58 805158 M iz XoF e S
F PR IR] Y 58 2540 502, A1 s S0 (s ik, by
A AR, Ay B, A PR D R
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PR PR A R A B L HL R T B RSk i e S RE R T
I A 14 X5 B, AR 9% v DA K B v 2 X e S
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