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Figure 5. Dissolution profiles of three zolpidem formulations (reference product, nonbioequivalent formulation (N-BE), and bioequivalent
formulation (BE)) in the paddle apparatus at 50 rpm in buffered media at pH 2.0, 6.0, and 6.5 (upper); and 1.2, 4.5, 6.0, 6.5, and 6.8 (bottom).
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Table 1. In Vivo Bioequivalence Results of the Test

Formulations®
point estimate and 90% confidence interval (%)
pharmacokinetic non-BE formulation
parameter (N-BE) BE formulation (BE)
C. . 86.33 (76.29—97.70) | 90,93 (81.83—101.05)
AUC, . 94.84 (85.90—104.71) 92.11 (83.55—101.54)

“n = 36 patients.
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Figure 2. Yolpidem permeability as active substance and combined

with the excipients of the different formulations: reference product,

nonbioeguivalent formulation (N-BE), and bicequivalent formulation
(BE).
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Figure 6. Dissolution profiles of three zolpidem formulations (reference product, nonbicequivalent formulaton (N-BE), and bioequivalent
formulation (BE)) in the paddle apparatus at 30 rpm in buffered media at pH 1.2 and 6.8.
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Jdh
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|| T AT AL T I' v SRR R VAR FBLI 2 1.0%SLS:
0.1 N HCI with 0.5% SLS | 0.075
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0.1 NHClwith2.0%SLS | 0.3
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Figure 2. RLD dissolution profile in 900 mL of 0.1 N HCl with various SLS concentrations using USP apparatus 2 at 75 rpm
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Figure 4. Dissolution of acetriptan tablets (RLD and three prototypes) using in-house method
(900 mL of 0.1 N HCI with 1.0% w/v SLS using USP apparatus 2 at 75 rpm)
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Figure 5. Dissolution of acetriptan tablets (RLD and three prototypes) using FDA-recommended method
(900 mL of 0.1 N HCI with 2.0% w/v SLS using USP apparatus 2 at 73 rpm)
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Figure 3. Mean PK profiles obtained from Pilot BE Study #1001
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Table 2. Calculation of Dose Numbers (D) for Lamotrigine
Based on Solubility®

pH dose strength (mg) C, (mg/mL) D,
1.2 200 1.09 + 0,01 0.733
4.5 200 2.53 + 0.08 0.316
6.8 200 0210 + 0.007 3.80

“The highest dose stren gth is 200 mg. The nominal volume 1s 250 mL.

® D, GillE#D : AW — M (250mD K5 H
WFISRE (Cs) MIELME. D, <1 FW AREMRIEZY.

® ZGM){EpH 1.2 M4SN m M, pH 6.8{KIAME .

® WM NS mE. EiBiEME, NBCS 238,

7S Vaithianathan et.al.;-Mol, Ph»arm., 6;12(7):2436-43. (2015)
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Table 1. Results of Quality Testing of Three Batches of Brand Name Lamictal, Three Batches of Teva,
Cadista, Zydus, Aurobindo, and Taro Lamotrigine Tablets®™

4=
)
4,

related related total calculated 1.1:r|J.'E|:|-r.rn1t:,.r of
assa compound B compound C irmpur ities .a|.-|:-|:|El;|rl:.a|:|.|:|I;:i value dosage forms (% i1 .a.ti.ucrl
product (%) impurity (%)° impurity (%" (%< (%) WV time (s1°
Lamictal GG .05 LKL .16 240 1.01 211
batch A
Lamictal 94.1 .05 Q08 033 Tl 1.14 19 £ 1
batch B
Lamictal 973 .05 003 .16 265 0635 16 £ 1
batch C
Teva 973 LK L) .02 .28 1.70 1.14 6l +£ 3
batch I
Teva IRLETL 0.03 LIS 027 3.52 1.47 B3t 2
batch E
Teva 9635 002 .05 039 380 063 752
batch F
Cadista 973 i O LR 022 B.14 0.91 584+ 2
Zydus G5.8 000 LR 1) L 566 42 T 7
Anrobindo oo i O LR 033 654 .81 Tixt2
Taro 973 (L LERE 1] Q2 G52 0.93 48 £ 2
A =] P >
= ay;
o FEHNZIUETCEEER i HTlE*ﬁE %ﬁ-l— , {Elilj'f‘.l' US
Lamital |26 H/ amotrigine 2 o e e ——————< T
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