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Table 1. Tissue concentration of telithromycin after single oral administration
) Concentrationd p g/mL or p g/gd0 and Penetration ratio
Case | Age Body- | Time after O tissue concentration/plasma concentration
No. |0yrD weight | administration bital - " -
: 0 ka0l O h:min0 cubital | uterine | portio | cervix . ' '
g vein artery | vaginalis | uteri endometrium | myometrium | oviduct | ovary
, 1470 | 1.230 4.740 4210 5550 | 5.250
1|48 4 3:00 L1101 1230 | q'yso0 (o110 | 04270 03790 |05000 |04.730
. 1370 | 1470 1.980 2.270 1570 | 1540
2 | 50| 62 3:35 0.551 | 0527 | n'24on |O2670 | 03590 04120  |02:850 |02.800
_ 1310 | 4030 5.300 5.050 4070 | 4.200
3 | 5% | o 815 0.939 | 1150 | 5100 |D4200 | 05640 05380  |04330 |04.470
. 0356 | 0.376 0.234 0.309 0375 | 0.495
4 | 66 | 55 4:50 0240 | 0.246 | 'y 4en |O1570 | 009800 01200 |01560 |0 2.060
_ 1630 | 1.410 0.425 2.360 2310 | 1.980
5 | 51| 63 4:02 0.289 | 029 | n'5eany |magen | 01470 08170  |07.990 |0 6.850
. 1390 | 2.680 2,400 1.460 1910 | 1510
6 | 39 | 50 4:30 0279 | 0554 | 149 |0 9610 | 018600 05230 |06.850 |05410
_ 0940 | 1.130 1.090 1.020 1.370
T 46| 62 (e 0.218 — | 04310 |05180 | 05.000 04680 |06280 |
, 0880 | 0855 2,750 2.840 1.080 | 0970
8 | 46 | 48 6:10 0277 | 0311 | 53480 |D3000 | 09930 010250 | 03.900 |03.500
. 0545 | 2.000 1.450 2.360 1.190
9 | B | 62 6:30 0119 | 0111 | 1'sen |m16810| 0012190 019830 |010000| —
, 1850 | 1.970 3.040 2,000 1250 | 1.330
10 | 6 4 6:15 0.566 | 0495 | 3570 |m3480 | 05370 03530  |02210 |02350
_ 1690 | 4520 2,660 4.830 2930 | 2.330
1 42 6:00 12710 1 1200 | 330 |o3se0 | 02090 03800  |02310 |00 1.840
— no data
Table 2.0 Telithromycin tissue concentration
- Concentration - a0
Tissue N 0w /g or p g/mLD Penetration ratio?
Portio vaginalis | 11 | 1.22100 0.356-1.8500) 2.29280] 1.324-5.6400]
[0.8985, 1.5435] [1.6187, 4.0430]
Cervix uteri 11 | 1.970100.376-45200 | 3.69940 1.108-16.8070]
[1.0980, 2.8422] [2.4094, 6.1119]
Endometrium 11 2.369901 0.234-5.30000 4.450201 0.975-12.1850J
[1.2895, 3.4503] [3.0243, 6.9422]
Myometrium 11 | 2.6099010.309-5.0500 | 4.90080 1.288-19.8320]
[1.5855, 3.6343] [3.8101, 7.1365]
Oviduct 11 | 2.145900.375-5.5500 | 4.02950 1.563-10.0000]
[1.1291, 3.1628] [2.8445, 5.9239]
Ovary 90 | 21783001 0.495-5.250(] 3.55100] 1.835-6.8510]
[0.9797, 3.3769] [2.1975, 5.3145]
Uterine artery | 10" | 0.61140 0.111-1.23007 1.084007 0.875-1.98601
[0.3078, 0.9150] [0.9303, 1.2940]
Cubital vein 11 | 0.532500.119-1.27000 —
[0.2648, 0.8003]

0000000 8110043/53M 0 O N. gonorrhoeae
0 0 O O 13.20 0 7/530 C. trachomatis O N. gonorr-
hoeae 00000 57003/5300000000

30 ODOgno

Value: Mean Minimum-Maximum@J [Two-sided 95% confidence interval]
3 tissue concentration/plasma concentration

50 not measured in 2 cases
I not measured in 1 case

000000000000 S80b0bObO0O0d Ta-
bles50000MO0OBIMOIODBOIMOOoOn

000000MO000000 81.10043/530000

od
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Table 3. Analysis population

Population

Number of subjects

Registered

Safety population

Clinical efficacy population] Day 1401
Clinical efficacy population] Day 2801
Bacteriological efficacy population] Day 140
Bacteriological efficacy population Day 2801

60
58
53
52
53
52

Table 4.0 Patient profiles

No. of subjects] %[

No. of subjects in analysis 53
Agell yrOJ 016-0 20 30 570
020-0 25 2600 49.10
0 25-0 30 130 24.50
0 30-0 35 70 13.20
0 35-0 40 20 3.80
0 40-0 50 10 1.90
0 50-0 60 10 190
0 60 00 0.00
mean 25.8
SD 6.62
minimum 17
median 24.0
maximum 55
Body weight kg 0 50 270 50.90
g50-0 70 2500 47.20
070 10 1.90
mean 50.94
SD 7.436
minimum 40.0
median 49.50
maximum 78.0
In-patient or out-patient in-patients 00 0.00
out-patients 530 100.000
Severity of infection mild 230 43.40
moderate 290 54.70
severe 10 190
Presence/absence of C. trachomatis  C. trachomatis alone 430 81.10
and N. gonorrhoeae based on PCR N. gonorrhoeae alone 70 13.20
Both C. trachomatis and
30 5.70
N. gonorrhoeae
Medical history no 240 45.30
yes 2900 54.70
Complications no 340 64.20
yes 190 35.80
Chemotherapy immediately before no 5200 98.10
study yes 10 190
O Class aminoglycoside 1
Concomitant drug no 390 73.60
yes 140 26.40
Concomitant therapy other than no 530 100.000
medication yes 00 0.00




VOL. 53 NO. 3 0000000000 telithromycinOD0OOOO0O0O0O0OOO 231

Table 5. Clinical efficacy on Day 14

Assessment of clinical efficacy on Day 14/No. of subjects(] %0

ol Clinical Confidence
markealy ; ; ; ; efficacya” interval°t
effective effective not effective total indeterminate

38 5 10 53 0 81.1 [69.7, 92.6]
07170 09.40 018.90 0o.00

aJ Clinical efficacy on Day 14[1] No. of subjects assessed as “markedly effective” and “effective” at

clinical efficacy assessment on Day 1401 No. of subjects in clinical efficacy population Day 14[1T]
[ No. of subjects assessed as “indeterminate”(]

b0 Two-sided 95% confidence interval using normal approximation with continuity correction

Table 6.0 Clinical efficacy on Day 28

Assessment of clinical efficacy on Day 28/No. of subjects
Clinical efficacy Clinical efficacy{] %0

on Day 14 rg?fzéet?\lg effective not effective  indeterminate ~ Confidence interval®”
Markedly effective 34 2 1 1
Effective 3 2 0 0 48/5000 96.001
Not effective 4 3 1 1 [89.6, 100.0]
Total 41 7 2 2

al Clinical efficacy on Day 28[1] No. of subjects assessed as “markedly effective” and “effective” at clinical
efficacy assessment on Day 28[1 No. of subjects in clinical efficacy populationl Day 28[TTT] No. of subjects
assessed as “indeterminate”l]

b Two-sided 95% confidence interval using normal approximation with continuity correction

Table 7. Eradication rate on Day 14 and 28 by baseline causative microorganism

Day 14 Day 28
Causative microorganism  gacteriological ~ Confidence Bacteriological ~ Confidence
efficacy?] %0 interval°t efficacy?] %0 interval°t
C. trachomatis alone 34/430 79.10 [65.7, 92.4] 39/410 95.10 [87.3, 100.0]
N. gonorrhoeae alone 6/7 0 85.70 [52.6, 100.0] 7/7 0 100.00 [92.9, 100.0]
Both C. trachomatis and 33— o op o

N. gonorrhoeae

al Bacteriological efficacy(T] No. of subjects assessed as “eradication” at bacteriological efficacy
assessmentl No. of subjects in bacteriological efficacy population[IT] No. of subjects assessed
as “indeterminate”[

5% Two-sided 95% confidence interval using normal approximation with continuity correction

goboobobooboogobol1bobog28000O 000 100.000 7/700 O O O OC. trachomatis O N. gon-
goooooobobbbbogo200b0bobobooood orrhoeae OO DO DODODODODODODODOI4000 300 3

goooooogo O0000000Db28000 200 200000000
200000000bOOODOsS200004000 Ta- googn
be60 0000140000 200000000000 OO0O000oDO0oO0O0O0O0O0O0d Table8O OO OMMO

godoooobooboobbomoobomoog O0000000bOO0DbOO0bO0oO0obOOooooOos300dl
002000050000000 96.00048/500000 gobobobooboobboobuooboo

gdy4gooboobuoobooboooboo oo 40 OOO0DOOO
gogzzspouoooooobooboogebuoobooo (1) ODOoOoOoOo
goboorob 2800000 booopoboooboogon 1400000000000000S300000D000

0000000000000 0000 Table7O OO OO0 Table9OODOODMMOODM3ODMOOOOmODO
OCC.trachomatis 0 000000000 1400000 oooao0000000 81.10043/53000000
2000000000000 79.10034/430000 28000000000 DO0OODOOB20000000
95.10 0 39/4100 N. gonorrhoeae 0 0D 0000000 OO0 Tablel0OODODOO140000 20000000
140000028000000000000 85.706/70 gobooboobooboboobuoobmoboooo
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Table 8. Clinical efficacy by infection severity

Day 14 Day 28
Severity of — - — -
infection Clinical Confidence Clinical Confidence
efficacy?] %0 interval®” efficacy?] %0 interval®®
Mild 18/230 78.30 [59.2, 97.3] 22/2201100.00  [97.7, 100.0]
Moderate ~ 24/2901 82.801 [67.3, 98.2] 25/2700 92.600  [80.9, 100.0]
Severe 11 — 171 — —

aJ Clinical efficacy[T] No. of subjects assessed as “markedly effective” and “ef-
fective” at clinical efficacy assessmentlll No. of subjects in clinical efficacy
population[IT] No. of subjects assessed as “indeterminate”[]

b0 Two-sided 95% confidence interval using normal approximation with conti-

nuity correction

Table 9. Bacteriological efficacy by patient on Day 14
Bacteriological efficacy on Day 14/No. of subjectd %[ Bacteriological ~ Confidence
eradication  partial eradication  persistence indeterminate efficacy*” interval®”
43 0 10 0 81.1 [69.7, 92.6]
08110 gJo.00 018.90 Jo.00

al Bacteriological efficacy on Day 141 No. of subjects assessed as “eradication” at bacteriological efficacy
assessment on Day 14 No. of subjects in bacteriological efficacy population] Day 14[T11] No. of subjects

assessed as “indeterminate”[]

b9 Two-sided 95% confidence interval using normal approximation with continuity correction

Table 10.00 Bacteriological efficacy by patient on Day 28

Bacteriological

Bacteriological efficacy on Day 28/No. of subject

Bacteriological efficacy?] %0

efficacy on Day 14 gradication  partial eradication ~ persistence  indeterminate Confidence interval*”

Eradication 41 0 1 1

Partial eradication 0 0 0 0 48/50071 96.001

Persistence 7 0 1 1 [89.6, 100.0]
Total 48 0 2 2

a0 Bacteriological efficacy on Day 28[1] No. of subjects assessed as “eradication” at bacteriological efficacy assessment
on Day 280 No. of subjects in bacteriological efficacy population(] Day 28[1I1] No. of subjects assessed as

“indeterminate”

b2 Two-sided 95% confidence interval using normal approximation with continuity correction

00000020000 50000000 96.0000 48/500
00000140000000000000000000
01000028000000000000009000
0000000 700000000000

(2) DOoODOOOOO

000000000000 TablellOODOOOC. tra-
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Table 11.00 Eradication by baseline causative microorganism

Day 14

Day 28

Eradication?”

Confidence
interval®®

Confidence

-
Eradication interval

C. trachomatis 37/460 80.40  [67.9, 93.0] 41/430 95.30 [87.9, 100.0]

N. gonorrhoeae 9/10090.00  [66.4, 100.0] 9/90100.00  [94.4, 100.0]
Total 46/560 8210 [712, 931]  50/52096.20  [90.0, 100.0]

3l Eradication[T] No. of subjects included in analysis and in whom “eradication” was
judged in bacteriological efficacyll No. of subjects included in analysis(TT] No. of “in-
determinate” subjectsl]

b0 Two-sided 95% confidence interval using normal approximation with continuity cor-

rection
Table 12.0 Drug susceptibility of telithromycin and control drugs
Organism N Drug gl :ch/r;nLgS O ngll(r:;OL[I O ngllcn:(I)_D
telithromycin 0.015-0.03 0.03 0.03
erythromycin 0.12-0.25 0.12 0.25
i clarithromycin 0.015-0.03 0.03 0.03

C.trachomatis 9 i romyecin 0.12-0.25 0.12 0.25
levofloxacin 0.25 0.25 0.25
minocycline 0.03 0.03 0.03
telithromycin 0.004-0.5 0.12 0.5
erythromycin 0.06-2 1 2
clarithromycin 0.03-2 0.5 2
azithromycin 0.03-0.5 0.25 0.5
spectinomycin 8-16 8 16

N. gonorrhoeae 7 o todizime 0.008-0.25 0.06 0.25
cefixime 0.03-0.5 0.12 0.5
levofloxacin 0.008-8 0.5 8
minocycline 0.12-1 0.25 1
penicillin G 0.06-4 1 4

Table 13.0 Incidence of adverse events

No. of subjects in Incidence of Incidence of adverse events

safety analysis adverse eventsi{] %0 Unknown confidence interval®”
All adverse events 58 22/570 38.601 1 [25.1, 52.1]
Adverse events related with study 58 15/5600 26.80] 2 [14.3, 39.3]

medication

ancidence of adverse events[T] No. of subjects with adverse eventsll No. of subjects[IT] No. of subjects with unknown(]
bSTwo-sided 95% confidence interval using normal approximation with continuity correction
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Table 14.00 Frequency and severity of adverse events related to study medication

Adverse events

System organ class Safety 0
Adverse event population ii4  moderate  severe Total  E %0
Total 56 14 1 0 15 [026.80
Ear and labyrinth disorder 58 1 0 0 1 0O 170
Deafness 58 1 0 0 1 0 17d
Eye disorder 58 1 0 0 1 0 170
Vision blurred 58 1 0 0 1 0O 170
Gastrointestinal disorder 58 7 0 0 7 01210
Abdominal distension 58 1 0 0 1 0O 170
Abdominal pain upper 58 2 0 0 2 0 340
Diarrhea 58 1 0 0 1 0o 170
Gastrointestinal disorder 58 1 0 0 1 0 170
Nausea 58 2 0 0 2 0 340
Retching 58 2 0 0 2 0 340
Hepatobiliary disorder 58 0 1 0 1 0o 17d
Abnormal hepatic function 58 0 1 0 1 0 170
Nervous system disorder 58 4 0 0 4 0 6.90
Dizziness postural 58 3 0 0 3 0O 520
Headache 58 1 0 0 1 0 1.70d
Somnolence 58 1 0 0 1 0 170
Renal and urinary disorder 58 1 0 0 1 0o 170
Dysuria 58 1 0 0 1 0O 170
Reproductive system and breast disorder 58 1 0 0 1 0 170
Female genital pruritus 58 1 0 0 1 0 170
Abnormal changes in clinical laboratory variables 58 3 0 0 3 0 5.20
Increased GPTO ALTO 57 1 0 0 1 0 180
Increased blood potassium 58 1 0 0 1 0 170
Increased monocyte count 55 1 0 0 1 0 180
Skin and subcutaneous tissue disorder 58 1 0 0 1 0 170
Exanthem 58 1 0 0 1 0o 1.70d
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Penetration of telithromycin into gynecological tissues and
efficacy and safety in cervicitis patients
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A clinical pharmacological study to evaluate telithromycifl TELO an oral ketolide antibiotic, for its penetra-
tion of female genital organ tissues, and a clinical study of administration of TEL 600 mg once daily for 5 days
to patients with cervicitis caused by Chlamydia trachomatis or Neisseria gonorrhoeae were conducted, with
the following results:

10 Distribution to female genital organ tissuesO clinical pharmacological studyd

In the 11 patients evaluated, mean tissue concentration in female genital organs at 180-435 minutes after a
single dose of TEL 600 mg was 1.22 ug/g in portio vaginalis, 1.97 pg/g in cervix uteri, 2.37 ug/g in en-
dometrium, and 2.61 p1g/g in myometrium, and distribution ratios] tissue concentration/plasma concentration]
ranged from 2.29 to 4.90.

20 Clinical efficacy

TEL 600 mg was administered once daily for 5 days, and clinical efficacy was evaluated on Days 14 and 28.
Efficacy on Days 140 53 patients and 280 50 patients(] was 81.10 0 43/530 and 96.00 O 48/500]

30 Bacteriological efficacy

Bacteriological efficacy on Days 140 53 patients and 280 50 patients( was 81.10 0 43/530 and 96.00 0 48/
500 Eradication for C. trachomatis was 80.400 37/4600on Day 14 and 95.300 41/430on Day 28, and for N. gon-
orrhoeae was 90.00 O 9/100 on Day 14 and 100.00 0 9/90 on Day 28.

40 Safety

Safety was evaluated in 58 patients, and the incidence of side effects in 56, excluding 2 for whom incidence
could not be determined, was 26.80 [ 15/5601 All side effects observed were either mild or moderate.

Results show that the administration of TEL 600 mg once daily for 5 days is clinically highly effective for
cervicitis caused by C. trachomatis and N. gonorrhoeae, and this was backed by the fact that TEL was well dis-
tributed in female genital organ tissues.



