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Abstract; Objective
patches after a single dose in healthy Chinese subjects. Methods

To evaluate the bioequivalence of rotigotine
Using
randomized, open, fasting, single — dose, two — preparation, four —
cycle, two — sequence exact repeat crossover design, 24 healthy subjects
applied one of the test preparation or reference preparation (4.5 mg -
10 ¢m™*) to the abdominal skin. To determine the drug concentration in
human plasma by liquid chromatography — tandem mass spectrometry.
Pharmacokinetic ~ software was wused to calculate the relevant
pharmacokinetic parameters, and the bioequivalence evaluation was
carried out. Results The C,  of the test preparation and the reference
preparation of rotigotine patches were (275.04 + 98.93 ) and
(277.11 £96.78) pg » mL™", the AUC,_, were (5 011.91 +2 015.32) and
(4 934.28 + 2 095.76) h - pg mL™", the AUC,_, were
(5092.68 +2 033.23) and (5 160.61 +2 052.04) h + pg - mL™",
AUC,_, and AUC,_,

confidence interval ) were all in the equivalent interval of 80.00% -

respectively. C geometric mean ( 90%

125.00%. Conclusion The test preparation and reference preparation
of rotigotine patches are bioequivalent in healthy Chinese subjects.
Key words: rotigotine patches; liquid chromatography — tandem mass

spectrometry ; pharmacokinetic; bioequivalence
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Figure 1

Typical chromatograms of rotigotine ( I ) and the internal standard rotigotine —d7 ( II ) in plasma

A Blank sample; B: Blank sample + internal standard; C: Lower limit of quantitation.
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Table 1 Determination of intra — and inter batch precision and accuracy in human plasma by liquid chromatography/mass spectrometry

(LC - MS/MS)

Intra — day(n =6)

Inter — day(n =18)

Concentration Relative
. Measured RSD RE Measured RSD RE
(pg-mL™") recovery( % )
(%+s, pg-mL™") (%) (%) (%+s, pg+mL™") (%) (%)
6. 00 6.09 £0. 31 5.08 1.56 5.99 £0.29 4.79 -0.16 -
15. 00 14.71 £0.24 1. 60 -1.97 14.27 £0. 67 4.71 -4.84 106. 91
80. 00 77.82 +£0. 88 1.14 -2.72 77.50 £1.53 1.98 -3.13 -
256. 00 247.73 £3.91 1.58 -3.23 251.60 +6. 83 2.71 -1.72 99.79
640. 00 617.30 £8. 12 1.31 -3.55 625.87 £9. 81 1.57 -2.21 107. 18

RE: Relative error; RSD: Relative standard deviation.
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Figure 2 Mean plasma concentration — time curve after a single

dose of the test preparation (T) and the reference preparation (R)
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Table 2 The main pharmacokinetic parameters after dermal administration of the test preparation and the reference preparation rotigotine in

fasting subjects (x £5)

Parameter

Test(n =24)

Reference(n =23)

Test(n =24)

Reference(n =23)

Cpa (pg » mL™")

Lnan (h)

AUCy_,(h - pg - mL™")
AUCy_, (h - pg-mL™")
(1 +h™!)

ty, (h)

275.04 +98.93
20.00(8.00,25.00)
5011.91 +2 015.32
5092. 68 +2 033.23

0. 14 +0. 05
5.77 2. 60

301.03 +133.67
17.00(10. 00,26. 00)
5 054.72 +2 207. 48
5139.51 +2 218. 14

0. 15 +0.05
5.15+1.90

277.11 £96.78
16.50(4.00,24.04)
4934.28 £2 095.76
5160. 61 +2 052. 04

0.14 =0.05
6.05+3.11

312.28 +£133.70
18.00(10.00,24.01)
5221.08 £2 161. 32
5318.02 £2 179. 04

0.13 +0.05
6.48 £4.08

*: Median (min, max).
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