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Investigation of Dextroisomer in Levonorgestrel Drug Substance and Levonorgestrel Tablets from Different
Manufacturers
SHI Jie,CHE Bao-quan, YIN Guang(Beijing Institute for Drug Control, Beijing 100035, China)

ABSTRACT OBIJECTIVE: To investigate if any inactive dextroisomer is in levonorgestrel drug substance or Levonorgestrel tab-
lets from different sources, and to investigate levonorgestrel drug substance treated with heat, moisture and light to study the
change of storage. METHODS: HPLC method was adopted. The determination was performed on Hypersil ODS column with mo-
bile phase consisted of methanol-1% y-cyclodextrin (50:50) at the flow rate of 1.2 ml/min. The detection wavelength was set at
242 nm, and the column temperature was 30 °C. The inactive dextroisomer were analyzed in 11 batches of drug substance from 2
manufacturers, 19 batches of tablet from 7 manufacturers (containing 1 batch of sample after kept for 3 years), 2 batches of enter-
ic-coated tablet from 1 manufacturer, original tablet and drug substance treated with heat, moisture and light. RESULTS: Dextroiso-
mer was well separated from levonorgestrel under above chromatogram condition, and the limit of detection was 1 ng. No dextroiso-
mer was found in samples. CONCLUSIONS: Established method is specific, sensitive and environmental. It can control the optical
purity of levonorgestrel during synthesis process through the derivation. The preparation is stable, and no dextroisomer is produced
due to light, moisture or heat during storage.
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Fig2 Chemical structure of levonorgestrel
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Fig 3 Typical chromatograms of the separation of levonorg-
estrel and its dextroisomer
A. levonorgestrel control solution; B. norgestrel control solution; C. sys-
tem suitability solution; D. test solution (lot No. 100302) ; E. blank sol-

vent; 1. levonorgestrel; 2. dextroisomer
3 it
(1) UG BT 200 2E R 2 D' 27 Sl B R 2 1) < DOk 24
PR IR AGE R X WA A 5T, R T2 B rh RS 1 B T AS2.346
XF CHEAREPBIA R PRI I RA PERERSE L & — PSR L™
T B A A A BRAL R B B A TR R
NG T 258 AT LA ) A ety B PR G Al
()RR AR ENE - 201 0 AR B SR 24 v R A Hh A5 e
IR BT, 2 B Ze PRV B PE SRS AE , AN kA A TR Rl e w5

PEREAL . R B A A AR, SR SR 2 Pk AR 2 11
NG A A AR IR

(3) I R IRIE : B 7E T JRURKRN B 70 Y R A R A e A
Z=57, DR RORHZ O vk 0 & S PRSI R R A T T 545

(4) J7 350 FH R B2 . HPLC V502 H AT 1259 53 i fil o3 18

TN R AR TR RSO SR E 2 ) SR

FHRE G DA b, BT & @ kg R U R 3

AT T 2Bt 220 Jsopt 2 S R ) B ol o e 4l . 7ERR

FERIT B, AR G N X BRI i T2 — P 1) AR a5 A

FE AL BRI E 25 5 AT A% A

S Tk

[1] MR 2.D-18-F ERHii i Kz D-18-F 0 i i
4l [0] AL 5 5248, 1979,37(1) : 1.

[2] LA HLAGEE I — % S G Pk 18- H b i 45 e 2
[N AHALE,1981(3): 177.

[3] HEFZGUTE 4 4 AR 3 fe B 25 2. —3R[S].2010 4
Ji. b AT s v B 2 R L R L 2010 104-105 B 5%
194-195.

[4] 2525 IZ 5 45 USP36-NF31[S].Rockville: The United
States Pharmacopeial Convention,2013:4 102.

[5] BRIMZyHLZE i 2. European Pharmacopoeia 7.0[S].Stras-
bourg: Council of Europe, 2011:2 363.

[6] IE[EZGULZE 52, British Pharmacopoeia[S]. London: The
Stationery Office, 2011:2 938.

[7] JiFE. 5 R IEEE £ AR A 0935 6 R B I JE 40 ke 5 8]
- P B R A ARE R R 44 B R BF AT (D] 22 < 22 Ik
2#,2008:67-72.

[8] #EIF.(1R,3S)-FEMi R i % (1S, 3R) -4 2 I of 2
P RIRIRE (TS 0], = T Ak K 5 53R ,2001,26(4) + 35.

[9] RROEESFHEAYERER AL T B %45,
2011,22(13):1 220.

(ki H 391:2014-05-07 & [ H 4:2014-06-09)
(X1 ¥)

EREnAnHESERRAT(ERARNEERSITEEINED)

AT 2014412 A 19 B, EE 5255 B S LR R
(BB E MG E HINE) (RRA S 105) KA 1%
LT F 2014459 H 29 H & BRI RS 2 a6, F 2015 4%
2 7 1 Higif7.

CEB L 25 00 B A R G 148 BRI ) R R IR EA T T &
I, MR T A, BT S 20045 - I T IR
AR S 2 A BRI A A ARG TG 9
H T G F S AT 55 FLE PG R4k TS R L 2 B

- 540 - China Pharmacy 2015 Vol. 26 No. 4

PEERT I GE T AR B AU 5 PR s 0 T e SR A TT
ARGt N5 2R o BRI A 355 AL s BLE T RRITT st A
GETHUAL GETT A B3 R ST A X R A A i IR B A A BT
s ST A4 TR ORI A B8 R R

A RS R GRS Al 55 1) K L B A
T 2SR GET R IRV, 41 R G TR 2 0 R P R ) o
CEr i 24 it B A PR GETHAE BR I ) 45 BT i 24 M I A
TR BIGE UL S50 55500 ) S B AL A RS A T T A

HEZE G 2015 4F45 26 4555 4 1



