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Tablel 1.0 Description of approved and new telithromycin tablets

Appearance

" Diameter Thickness Weight
Formulation Color/form ID Code
Adverse  Reverse Side OmmO O Ommio  OmglO
Major axis:
Approved — —
g Pale orange 14.0
300 mg QO@ C) @ film-coated tablet Minor axis: 6.0 6135 307Av
tablet 8.8
New Major axis:
reduced-size A — Pale orange 12.6
300 mg @ Q @ film-coated tablet Minor axis: 55 460.125 38AV
tablet 7.9
Table 2. Study schedule
Overall study schedule
Study period Screening Period 1 Washout'™  Period 2 End
Day of visit -28/-2 1/3 1/3 3
Informed consent °
Administration of study drug ° °
Physical examination ° °
Height °
Weight °
Vital signs: BP & HR supine Oe O ° ° °
12-lead ECG Oe O
Full laboratory profile Oe O ° ° °
Drug-of-abuse screening Oe O
HIV, HCV, HBV tests Oe [
Serum pregnancy test ° o U ol °
Blood sampling for PK ° ° °
Prior and concomitant medication
Adverse event recording =
1 At least 1 week
[ e [J Evaluation is not recorded in the Case Report Form as part of inclusion/exclusion criteria
U Conducted the day before drug administration
Detailed study schedule—Periods 1 and 2
Day of visit Day 1 Day2 Day3
Admission to unit > o °
Time relative to morning drug 0 05 1 15 2 25 3 35 4 45 5 6 8 12 16 24 34 48
administration h(J
Drug administration °
Physical examination o U0
Vital sign: BP & HR supine ol o 0
Blood sampling for plasma ol e e o o e o o o o o o o o o o o °
pharmacokinetics
Full laboratory profile o U o [0
Urine pregnancy test ol e OO
Adverse event recording -
Concomitant medication recording
U Conducted the day before drug administration
U0 Last period only
rpm 100 rpm0 00000 2000000000000 DO0O0
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Table 3.0 Results of dissolution test

Test condition

Dissolution in 15 minutes[] %]
[0 mean value of 12 tabletsO

Evaluation validated when disso-

lution in 15 minutes is O 85% for

Standard/reference Study/test the standard/reference tablet and
rpm Test solution formulation formulation 85% for the study/test tablet[
[J 300 mg tabletd [ reduced-size 300 mg tablet]
Nikkyoku solution No. 1 99.2 100.1 equivalent
used in disintegration test
0 pH 1.20
50 Mcllvaine bufferd pH 5.00 100.0 94.1 equivalent
Nikkyoku solution No. 2 101.4 93.7 equivalent
used in disintegration test
0 pH 6.800
Nikkyoku solution No. 2 102.4 101.0 equivalent

100 used in disintegration test
O pH 6.80

USection 3, A, V, 4. Evaluation of equivalence for dissolution profiles, Guidelines for Bioequivalence of Generic Drugs
O notification No.786, MHLW, May 31, 2001[] Chapter 3, A, V, 4. Judgment of Equivalence in Elution Behaviors.

Table 4. Subject profiles

MaleO n [0 210  Femaled n (O 170 AllOn O 380
Agell years(] Mean( SDO 31.10 8.50 31.40 10.60 31.2009.30
Median 31 26 30
Range 19-50 18-48 18-50
HeightO cmO Meanl] SDOJ 180.100 6.400 170.80 7.10 175.900 8.100
Median 180.0 170.0 177.0
Range 168.0-191.0 159.0-185.0 159.0-191.0
WeightO kgll Mean( SDUJ 76.401 8.000 62.900 6.901 70.40 10.10
Median 76.6 61.6 70.7
Range 58.2-90.9 52.0-73.4 52.0-90.9
BMIO kg/m?0]  Mean( SDUJ 23.50 1.70 21.6002.10 22.7002.10
Median 23.6 21.9 23.2
Range 19.2-26.3 18.0-24.9 18.0-26.3
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Fig. 1. Plasma telithromycin concentration profiles after single oral dose of 600 mg
0 mean, nJ 360

Table 5. Pharmacokinetic parameters after single oral dose of 600 mg

New tablet - [190%
Parameter O reduced-size Sgggor;zdt;%?éfé %a;c/:]%am cc_)nfidence ﬁ’\\]/gl\é é
300 mg tablet intervall
Cmax 0 ng/mLO 928 0320 987 0330 94.2 [187.9, 100.901 0.1523
Tmax O ho 25 0—0 25 0o—0o o—0d — 0.7580
AUCoz [0 ngO h/mLO 4,360 0320 4,513 0330 97.0 [J91.4,103.10 0.4053
AUCo» [ ngdh/mLP” | 4,633 0320 5,140 0290 94.9 [187.1,103.40 0.3022
Tuaz 0 heeo 7.68 | 0250 8.58 | 1390 — — 0.6342

MeanlJ Coefficient of variation%(] Tmax median, — not calculated, n O 36

Limit of quantification: 5.00 ng/mL

al point estimates of mean ratio§] new tablef] test[Japproved tablet] reference(Tbased on log-transformed data analysis
b9 New tablet( testd n O 26, approved tablet[ referencell n O 25

Table 6. Adverse events

All AEs Possibly related AEs
System organ class/Preferred term New Approved Al New Approved Al
formulation formulation formulation formulation

Number of Subjects included in safety 36 38 38 36 38 38

assessment

Number of subjects with TEAEs" 40 11.10 50 13.20 80 21.10 102.80 30 7.90 40 10.50
00 Number of incidencel] 0s5d 080 0130 01d 040 050

Number of subjects for each AE

Gastrointestinal disorders 30 8.30 40 10.50 60 15.80 0 205.30 205.30

O Dyspepsia 0 10 2.60 10 2.60 0 0 0

O Flatulence 0 10 2.60 102.60 0 0 0

O Loose stools 20 5.60 30 7.90 50 13.20 0 2005.30 205.30

0 Nausea 10 2.80 0 10 2.60 0 0 0

Nervous system disorders 20 5.60 10 2.60 30 7.90 10 2.80 10 2.60 205.30

0 Headache 20 5.60 10 2.60 307.90 102.80 10 2.60 205.30

* Treatment Emergent Adverse Events Number( %0 of subjects
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Development of reduced-size telithromycin tablet
Results of a bioequivalence study comparing reduced-size and currently available formulations

Roza Ishihara'”, Koichi Enomoto®™, Kenichi Abe®,
Montay Guy*’and Shigeru Yakou™

*Clinical Discovery & Human Pharmacology, Lead Optimization,

*Analytical Sciences, Product Realization Operations Center,

*Pharmaceutical Sciences, Product Realization Operations Center, Drug Innovation & Approval Division,
Aventis Pharma Japan, Tokyo Opera City Tower, 3-20-2 Nishi Shinjuku, Shinjuku-ku, Tokyo, Japan

“Clinical Pharmacokinetics, Drug Metabolism and Pharmacokinetics, Aventis Pharma France

*Tokyo Women's Medical University Daini Hospital

Telithromyciril TELO, an oral ketolide antibiotic, is currently available as a 300 mg tablet. To facilitate admin-
istration, a reduced-size tablet, about 7500 of the currently available formulation in volume, was developed. As
part of this development, we conducted dissolution and bioequivalence studies in human subjects to evaluate
formulation bioequivalence. In the dissolution study, an average exceeding 850 of both currently available and
reduced-size tablets dissolved in all test solutions within 15 minutes. Since results met criteria in bioequiva-
lence study guidelines, dissolution profiles for both formulations were determined to be equivalent. In the bio-
equivalence study where a single dose of 600 mg was administered to 36 male and female subjects, mean ratios
between reduced-size and currently available tablets for the maximum plasma concentratiofl Cy.<[] was 94.2[1
and the area-under-plasma-concentration-time curvell AUC, :[Jwas 97.00 . The two-sided 900 confidence inter-
val was 80-12500 , within the bioequivalence acceptance limit. The two formulations were therefore determined
to be equivalent.

Overall results thus indicate that TEL reduced-size and currently available tablet formulations were biologi-
cally equivalent.



