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A bioequivalence study of erlotinib hydrochloride tablets in healthy Chinese subjects
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Abstract; Objective

test and reference formulations of erlotinib hydrochloride tablets in

To analyze the bioequivalence and safety of the

healthy Chinese subjects under fasting conditions following a single oral
dose. Methods

label, two — period crossover trial.

The study was conducted as a randomized, open —
A total of 60 healthy subjects were
assigned to two sequences by randomization. Under fasting conditions,
subjects received a single 150 mg oral dose of either the test or reference
formulation, with a 12 - day washout period between doses. The plasma
concentrations of erlotinib were determined by liquid chromatography —
tandem mass spectrometry ( LC — MS/MS ), and the pharmacokinetic
parameters were calculated for bioequivalence evaluation using Phoenix
Results

administration of the test or reference formulation under fasting

WinNonlin software ( version 8.3) . After a single oral

conditions, the main pharmacokinetic —parameters of erlotinib

hydrochloride were as follows: maximum concentration ( C, ) was

(1 649.48 +567.44) and (1 548.15 £529.59) ng - mL™", AUC,_,.,
were (28 830. 12 £11 507.57) and (29396.47 11 121.61) h * ng - mL™',
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AUC, _,, were (30759.13 +13789.60) and (31 132.78 +12912.53) h + ng - mL~". The 90% confidence intervals
for the geometric mean ratios of C,,, AUC,_,.., and AUC,_, for the two formulations were 92.44% - 117.31% ,
87.65% -103.90% and 87.66% —104.37% , respectively, all of which were within the bioequivalence acceptance
range of 80. 00% —125.00%. No serious adverse events, suspected unexpected serious adverse reactions, or adverse
events leading to withdrawal occurred during the trial. Conclusion  Under fasting conditions, the test erlotinib

hydrochloride tablets were bioequivalent to the reference listed drug Tarceva® in healthy Chinese subjects and the safety

profile was favorable.
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Figure 1

Typical chromatogram of erlotinib (A) and internal standard erlotinib — d¢ (B) in human plasma
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Table 1 Precision and accuracy of erlotinib detected by liquid chromatography — tandem mass spectrometry

Intra — batch

Inter — batch

. Extraction

Concentration

. Concentration RSD RE Concentration RSD RE recovery
(ng - mL"1)

(ng-m]fl,iis) (%) (%) (ng-m]f‘,fcis) (%) (%) (%)

2.00 2.24 +0.12 5.40 12. 00 2.13+£0.11 5.20 6. 50 -
6. 00 6.21 £0.09 1. 40 3.50 5.98 £0.23 3.80 -0.30 98. 00
200. 00 208. 00 +2.00 1. 00 4.00 202.00 +5.00 2.50 1. 00 -
800. 00 833.00 8. 00 1. 00 4.10 799. 00 +30. 00 3.80 -0.10 98. 40
1 500. 00 1 540. 00 +25. 00 1. 60 2.70 1 510. 00 +36. 00 2.40 0.70 102. 30

RSD: Relative standard deviation; RE ; Relative error.
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Figure 2

Mean plasma concentration — time profiles following a
single oral dose of test (T) and reference (R) erlotinib tablets in

healthy subjects under fasting conditions
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Table 2  Primary pharmacokinetic parameters following a single
oral dose of erlotinib hydrochloride tablets in healthy Chinese

subjects under fasting conditions

Mean + SD(CV% )

Ttem

Test(n =58)
1 649. 48 +567. 44

Reference(n =59)
1 548. 15 £529. 59

C,.(ng-mL™")

max (34.40) (34.21)
28 830. 12 = 11 507. 57 29 396.47 =11 121. 61
AUC,_,. (h - ng - mL~!
o-tan (h * ng ) (39.92) (37.83)
AUCy_oo(h - ng - mL-1) 30 759. 13 £ 13 789. 60 31 132.78 +12 912. 53
(44.83) (41.48)
AUC g (%) 4.61 +5. 41 4.39 4. 43
(117.32) (100.97)
T, (h)* 2.50(1.00,24.01)  3.00(1.00,24.00)
14.38 +6. 80 14.28 £5.79
t,, (h)
(47.28) (40.58)
0.06 +0. 02 0. 06 0. 02
hfl
(b7 (41.64) (36.14)
109 304.52 +44 899.58 105 635. 40 +34 450. 54
Vv, F(mL)
(41.08) (32.61)
CL/F(nL - h-1) 6170.85 +3 601.98 5 746.78 +2 635. 81
m (58.37) (45.87)
MRT, . (1) 23.60 +8. 58 23.98 £6.94
(36.35) (28.93)

* :Medium( min, max).

Table 3 Results of the bioequivalence analysis for erlotinib hydrochloride tablets in healthy subjects under fasting conditions

Geometric mean and ratio

Pharmacokinetic Within — Subject  Between — Subject
90% Cl1

parameters T (n=58) R (n=59) (T/R) % CV (%) CV(%)

Cp(ng+mL™") 1498.73 1 439.22 104. 13 92.44% -117.31% 39. 86 26.62

AUCy_j, (h - ng - mL™") 26 057. 61 27 306. 46 95.43 87.65% -103.90% 27.93 34.75

AUCy_s(h + ng - mL™") 27 348. 16 28 591.99 95. 65 87.66% —104.37% 28. 67 38.21
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