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Tablel —Relative : Pharmacokinetic Parameters at Steady State of MR Tablet (2 mg, OAD) versus Reference Capsule (1 mg, BID); Compari-

son of Experimental Data (Study B and Study V) and Predicted Data

MR Variant A MR Variant D
Study I Predicted Study N Predicted
Parameter* (n=12) Data Difference, %" (n=16) Data Difference , %"

Co.: MR tablet/C.., Ref. 0.835 0.792 —5.1 0. 692 0. 761 10.0
Car MR tablet/C... Ref. 0.914 0. 859 -—6.0 0.978 0. 854 —12.7
Bioavailability on AUC 0—24h, % 92.7 88.6 —4.4 94.1 84.9 —9.8
Huctuating index’
reference 0. 68 0. 61 — 0.79 0. 61 —
MR tablet 0.55 0.49 — 0. 36 0.47 —

Over a 24-h period.
— Not applicable.

Difference (%) ((predicted data - experimental data)/experimental data) * 100,

From the mean parameter.



PH Sk 2R AR 1995 A 13 B H 4

223

s

00 -

B 6
HERA-H R WL,

AUBRE(ED 2K, &k 1mg) B E R (FD 1K,8:K 2mg) &5 £ X8

T Goeee) “BFST N ” 30{8 (mean+SEM. n=12). (@) HHEX. (B JfHA: ¢ FFR N E{H (meant

SEM.n=16. O ZWEE . (DS D: () SHERAFELAME S A 5D ks DR Fll .

Table 2—Release Specifications in DR3 Conditions for the
MR Tablet of Ketotifen

Dose Dissolved, %

Lower Lirmit Upper Limit
4 20 50
8 40 75
24 80 100

Table 3—Predicted Pharmacokinetic Parameters of Keto-
tifen at Steady State for the Upper and Lower Limits Dis-
solution Rate Specification for the MR Tablet in Compari-

son with the Reference Capsule

MR Tablet

Reference (2 mg OAD)
Capsule  Lower  Upper

Parameter (1 mg BID)  limit limit
Bioavailability 100%* 78% 93%
Ratio Caax® — 0. 69 0. 87
Ratio Cann® — 0. 88 0.91
Fluctuating index 0. 61 0. 36 0.54

2 By definition. ® MR tablet versus reference capsule.
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