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Fig. 1.

Chemical structure of telithromycin.
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Fig. 2. Drug administration schedule.
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Fig. 3.
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Table 1.0 Clinical outcome assessment criteria

All signs and symptoms disappeared on Day 4.

More than 60% of signs and symptoms improved by 2 or more grades or disappeared on Day 4 and

further improvement was seen on Day 7.

Markedly effective

More than 60% of signs and symptoms improved by 2 or more grades or disappeared on Day 7.

Effective

Improvement on Day 7 was rated less than the above criteria.

Slightly effective

Signs and symptoms did not change or worsened on Day 7.

New lesion developed.

Signs and symptoms did not improve and surgical interventiofl incision, pus drainage, etc.Cbecame

necessary.

Not effective

Assessment such as “Effective” or “Not effective” was not possible due, e.g., to no visit on the
predefined day or early termination of the study medication for a reason not related to the study

medication.

Indeterminate

Table 2.0 Bacteriological outcome assessment criteria

A-0O00

Sample taking was not possible due to healing or improvement on Day 7C] at completion or discontinuation of

the study medication]

Eradicated

A=A
A, B - B
A B - B,C

No change

A-C

Colonizationa”
Superinfection®”

The bacteriological test result was negative at start of the study medication or the bacteriological test was not

done at start of the study medication.

Sample taking was possible on Day 70 at completion or discontinuation of the study medication but

bacteriological tests were not done.

Indeterminate

A, B, C: Causative pathogen but Bacillus spp., Yeast spp. and fungi were not handled as causative pathogen.[]
3% Colonization: New pathogens were detected even though signs and symptoms improved.
b0 Superinfection: Signs and symptoms persist or new infectious signs and symptoms appeared.
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Subjects with informed consent
253
|
Subjects enrolled Subjects whose enrollment was not completed
TEL CFDN total
125 125 Reason for O Non target disease
exclusion: O Administration of other antibacterial
[0 agent immediately after registration
[ Violation of age regulation
Safety analysis set Subjects excluded from safety analysis set
TEL CFDN TEL CFDN
123 122 total 2 3
Reason for O No investigational drug taking 2
exclusion: 0 Uncertain investigational drug taking status 0 1
|
Clinical outcomell PPc[J Subjects excluded from clinical outcome
TEL CFDN TEL CFDN
117 111 total 6 11
Reason for exclusion:
[0 Non-target disease 0 1
O Intake of another antibacterial agent within 0 2¢
0 7 days before starting the study medication
O Patients with a severe underlying disease or complication 2 1
0 considered to seriously influence onset
O and progress of infection or therapeutic effect.
O Insufficient drug taking for efficacy evaluation 3 2
O Concomitant use of any other antibacterial agent, topical 1 1
O use of a disinfectant for the target disease
O prohibited concomitant drug usel]
0 Systemic use of an antipyretic/analgesic/antiphlogistic 0 4*
0 agent other than sedative
O prohibited concomitant drug usel]
0 Signs and symptoms observation on Day 7 or withdrawal not 0 1
[ done in the acceptable time range
| *overlapping
Bacteriological outcomel PPb[] Subjects excluded bacteriological oucome
TEL CFDN TEL CFDN
112 111 total 5 0
Reason for exclusion:
0 Concomitant use of any other antibacterial agent, topical 1 0
O use of a disinfectant for the target disease
0 prohibited concomitant drug usel]
0 Tests not done 4 0

TEL.: telithromycin, CFDN: cefdinir

PPc: per protocol population for analysis of clinical outcome
PPb: per protocol population for analysis of bacteriological outcome

Fig. 4. Case distribution.
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Table 3.00 Reason for withdrawal and dropout[] safety analysis set[]

Treatment group Fisher’s exact

probability
TEL CFDN test
Number of subjects in safety analysis set 123 122
Withdrawal or no 1190 96.70 1170 95.90 PO 0.749
dropoutl] %[] yes 40 330 50 4.10
Reason: adverse event 2 1
no change or aggravation 0 1
consent withdrawal by patient or proxy consent giver 1 1
judgment of the investigator or subinvestigator[] necessary 0 1
for early healing[]
no revisitl] moved to another hospital, change of residence, 1 0
etc.lJ
patient terminated study medication based on own judgment 0 1

TEL: telithromycin, CFDN: cefdinir
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Table 4.0 Patient profiles] PPc[J

No. of subjects] %0 10X 2 test

TEL CFDN 200 Wilcoxon test

Subjects analyzed 117 111
Gender male 720 61.50 690 62.20 10P 0O 0.923

female 450 38.50 4203780 DFO 1
Agel yr( 0 65 9800 83.80 940 84.70 10P 0O 0.848

0 65 190 16.20 1701530 DFO 1
Body weight] kgl 0 50 160 13.70 1701530 10P O 0.102

0 50-0 70 600 51.30 70063.10 DFO 3

0 70 390 33.30 240 21.60 20P 0O 0.092

unknown 20 1.70 oo 0.00
In-patient or out-patient in-patient 30 2.60 20 1.80 10PO 0.353

out-patient 11209570 1090 98.20 DFO 2

in-patients /out-patients 20 1.70 00 0.00
Target disease class Appendage-related infections 800 68.40 800 72.10 10 PO 0.542
Diagnosed infection Furuncle 2602220 2702430 DFUL

Furunculosis 90 7.70 70 6.30

Carbuncle 40 3.40 50 4.50

Sycosis vulgaris 90 7.70 90 8.10

Acute suppurative paronychia 160 13.70 1900 17.10

Felon 160 13.70 130 11.70

Diffuse infections 370 31.60 310 27.900

Erysipelas 90 7.70 70 6.30

Cellulitis 190 16.20 150 13.50

Lymphangitis 70 6.00 80 7.20

Lymphadenitis 20 1.70 10 0.90
Severity of infection mild 180 15.40 80 720 10P0O 0.113

moderate 8601 73.500 93083.80 DFO 2

severe 130 11.10 100 9.00 20P0O 0318
Baseline causative no 4200 35.90 400 36.00 10P 0O 0.983
pathogen yes 750 64.10 71064.00 DFO 1
Medical history no 700 59.80 600 54.10 10P 0O 0.379

yes 470 40.20 5104590 DFO 1
Medical history involving skin/ no 7801 66.70) 660 59.5600 10 PO 0.259
soft tissue yes 390 33.30 45004050 DFO 1
Complication no 390 33.30 440039.60 10P0O 0.323

yes 780 66.70 6706040 DFO 1
Complication involving skin/ no 660 56.40 750 67.60 10P O 0.083
soft tissue yes 510 43.601 36003240 DFO 1
Concomitant drug no 5501 47.000 5104590 10P0O 0.872

yes 6201 53.00 600054.10 DFO 1
Concomitant therapy other than  no 1100 94.00 106095.50 10P0O 0.617
medication yes 70 6.00 500 450 DFO 1
Chemotherapy immediately no 1120 95.70 10560 94.60 10 P O 0.690
before study yes 50 4.30 60 540 DFO 1

PPc: per protocol population for analysis of clinical outcome
TEL: telithromycin, CFDN: cefdinir

The breakdown was duplication

DF: degree of freedom

0O TEL O 84.001121/25[T1CFDN O 88.2[1J 15/17(010CNS 07/7000000

0 TEL O 85.700 12/1400 CFDN O 89.500 17/19(1J S. 50000000

pyogenes O TEL O 87.500 7/800 CFDN O 100.000 11/ 10 D0000000o00o

110 P. acnes O TEL O 100.0(10 9/9C1J CFDN O 100.00 0000000000 22800TELO 11200 CFDN
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Table 5.0 Drug susceptibility stratified by causative pathogen] PPclJ

S. aureusO N 0O 530

MICO p g/mLO

rug MIC Range  MICso MICgo
00.001 0.001 0.002 0.004 0.008 0.015 0.03 0.06 0.12 025 05 1 2 4 8 16 160 32 64 640 U H &/mLO U pg/mL0 J i g/mL0
TEL 39 9 5 012640 0.2 0.25
EM 2419 1 9 0.5-64 0 1 640
CAM 17 27 9 025640 05 640
AZM 933 2 9 1640 2 640
CFDN 2 16 29 2 4 012640 05 1
CFPN 11928 1 4 05640 2 2
LVFX 3 38 7 2 1 1 1012640 025 0.5
MPIPC 3 2 12 6 1 1 2 2012640 025 2
S. epidermidisU N O 420
rug MICO p g/mLO MIC Range MICso  MICyo
[00.001 0.001 0.002 0.004 0.008 0.015 0.03 0.06 0.12 0.25 0.5 1 2 4 8 16160 32 64 640 UM g/mLU 0 pg/mLO J p g/mLO
TEL 9 21 7 5 006640  0.12 640
EM 17 10 1 2 12 025640 05 640
CAM 7 20 11 2 11 012640 025 640
AZM 14 13 1 1 13 05640 1 640
CFDN 3 14 5 1 453311 2 003640 012 4
CFPN 3 11 6 29 6 2 1 2 012640 1 8
LVFX 1 27 2 8 3 1 0.12-32 0.25 4
CNSON O 330
rug MICO y g/mLO MIC Range MICso MICgo
[00.001 0.001 0.002 0.004 0.008 0.015 0.03 0.06 0.12 0.25 0.5 1 2 4 8 16160 32 64 640 U M gmLO 0 pg/mLO Ty g/mLO
TEL 1 16 14 1 1003640  0.06 0.12
EM 6 16 7 1 3012640 025 64
CAM 13 16 2 2 012640 025 32
AZM 3 17 8 1 1 3025640 05 64
CFDN 2 6 9 12 12 1 0.03-32 0.12 2
CFPN 7 101111 2 1 0.25-16 0.5 4
LVFX 3 22 6 1 1 0.12-32 0.25 0.5
S. pyogenes[] N 0 190
Drug MICO p g/mL0 MIC Range  MICso MICgo
[00.001 0.001 0.002 0.004 0.008 0.015 0.03 0.06 0.12 0.25 0.5 1 2 4 8 16160 32 64 640 U M gmLO U pg/mLO Ty g/mLO
TEL 117 1 0.015-0.5 0.03 0.03
EM 1 9 7 11 0.03-8 0.06 4
CAM 1 16 11 0.03-2 0.06 1
AZM 1 2 13 1 11 0.06-160 025 16
CFDN 4 5 0.008-0.015  0.008 0.015
CFPN 15 4 0.008-0.015  0.008 0.015
LVFX 1 9 6 3 0.25-2 0.5 2
P. acnesd N 0 160
rug MICO p g/mLO MIC Range MICs0  MICyo
00.001 0.001 0.002 0.004 0.008 0.015 0.03 0.06 0.12 025 0.5 1 2 4 8 16160 32 64 6401 0 1 gmLO U pg/mLO J p g/mL0
TEL 12 3 1 0.015-8 0.015 0.03
EM 7 8 1 006640  0.12 0.12
CAM 1 6 8 1 0015640  0.06 0.06
AZM 7 8 1 0.12-160 025 0.25
CFDN 9 6 1 0.03-0.12 0.03 0.06
CFPN 2 9 4 1 0.03-0.25 0.06 0.12
LVFX 1 78 0.25-1 1 1

PPc: per protocol population for analysis of clinical outcome

TEL: telithromycin, EM: erythromycin, CAM: clarithromycin, AZM: azithromycin, CFDN: cefdinir, CFPN: cefcapene, LVFX: levofloxa-

cin, MPIPC: oxacillin
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Table 6.0 Clinical outcome on Day 7 or withdrawal[J PPc[]

Difference of

Assessment of clinical outcome on Day 7 or withdrawal Clinical efficacy®” clinical efficacy
Target Treatment O TEL O CFDNO
disease class group
markedly effective slightly not total indeter  point confidence intergroup confidence
effective effective  effective minate estimate interval®” difference  interval®

Entire disease TEL 51043.60 53045.30 110 940 20170 117 000.00 889 182.8,95.00
classesl totalll cFDN 480 43.20 44039.60 1701530 20180 111 000.00 829 1754, 90.30

6.0 10391590

Appendage- TEL 330 41.30 3804750 70 880 20250 80 000.00 888 181.2, 96.30

related 3.7 1079, 1540
infections CFDN 3003750 3804750 1101380 10130 80 000.00 850 176.6,93.40

Diffuse TEL 18048.60 1504050 4010.80 000.00 37 00000 892 177.8,100.00 1S 1000 3250
infections CFDN 1805810 601940 601940 10320 31 00000 774 161.1,93.80 ' R

PPc: per protocol population for analysis of clinical outcome

TEL: telithromycin, CFDN: cefdinir

al Clinical efficacy (1] no. of subjects assessed as “markedly effective” or “effective” for clinical outcome assessement on Day 7 or
withdrawallll no. of subjects in population[TT] no. of subjects assessed as “indeterminate”[]

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

Table 7.0 Clinical outcome stratified by subject characteristics(] PPc[J

Clinical outcome on Day 7 or withdrawal

Treatment Difference of clinical efficacy

Clinical 0 TEL O CFDNOJ
group efficacy®”
0% intergroup confidence
difference interval®”
Gender male TEL 64/72 188.90 9.2 004.2, 22,50
CFDN 55/69 179.700
female TEL 40/45 188.90 0.8 0014.9, 16.50
CFDN 37/42 188.10
Agell yrQd O 65 years TEL 88/98 189.800 3.6 0oe.6, 13.90
CFDN 81/94 186.20
0 65 years TEL 16/19 184.20 19.5 0014.1, 53.10
CFDN 11/17 164.70
Body weight[] kgl 0 50 TEL 13/16 181.30 a7.0 0037.6, 23.60
CFDN 15/17 188.20
050-0 70 TEL 55/60 191.70 11.7 0016, 24.90
CFDN 56/70 180.00
0 70 TEL 35/39 189.70 2.2 00174, 21.90
CFDN 21/24 187.50
unknown TEL 1/2
CFDN 0/0
In-patient or out-patient in-patient TEL 3/3
CFDN 2/2
out-patient TEL 99/112 188.40 5.8 0044, 16.00
CFDN 90/109 182.60
in-patient/out-patient TEL 2/2
CFDN 0/0

PPc: per protocol population for analysis of clinical outcome

TEL: telithromycin, CFDN: cefdinir

al Clinical efficacy rate (1] no. of subjects assessed as “markedly effective” or “effective” for clinical outcome
assessement on Day 7 or withdrawallll no. of subjects in the population[IT] no. of subjects assessed as
“indeterminate”[]

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



194 oooooooobaono MAR. 2005

Table 8.0 Clinical outcome by diagnosed infection and severity[] PPcl]

Clinical outcome on Day 7 or withdrawal

Treatment . Difference of clinical efficacy
o Chmical 0 TELC) CFDN(J
group efficacy®” . )
0 %0 intergroup confidence
difference interval®”
Appendage-related TEL 71/80 1 88.80 3.7 0ov9, 1540
infections CFDN 68/80 1 85.000
Furuncle TEL 22/26 1 84.60 04.3 0026.3, 17.70
CFDN 24/271 88.90
Furunculosis TEL 79 1 77.80 0222 0oe2.1, 17.60
CFDN 7/7 1100.00
Carbuncle TEL 4/4
CFDN 3/6 1 60.00
Sycosis vulgaris TEL 9/9 1100.00 11.1 [0 [0 20.5, 42.80
CFDN 8/9 1 88.90
Acute purulent TEL 14/16 1 87.50 3.3 00255, 32.10
paronychia CFDN 16/19 1 84.20
Diagnosed infection
Felon TEL 15/16 1 93.80 16.8 00 15.9,49.60
CFDN 10/13 1 76.90
Diffuse infections TEL 33/371 89.200 11.8 00d9.0, 32.50
CFDN 24/311 77.40
Erysipelas TEL 8/9 1 88.90 175 0034.5,69.40
CFDN 5/7 1 7140
Cellulitis TEL 17/191 89.50 22.8 0010.7, 56.30
CFDN 10/151 66.70
Lymphangitis TEL 6/7 1 85.70 0143 0 053.6, 25.00
CFDN 8/8 1100.000
Lymphadenitis TEL 2/2
CFDN 11
mild TEL 16/18 1 88.90 13.9 00O 28.5, 56.30
CFDN 6/8 1 75.00
S " moderate TEL 76/86 1 88.400 5.6 00568, 16.90
everty CFDN 77/93 1 82.800
severe TEL 12/131 92.30 2.3 0030.1, 34.70
CFDN 9/10 1 90.00

PPc: per protocol population for analysis of clinical outcome

TEL: telithromycin, CFDN: cefdinir

a0 Clinical efficacy [1] no. of subjects assessed as “markedly effective” or “effective” for clinical outcome
assessement on Day 7 or withdrawalllll no. of subjects in the population[TT] no. of subjects assessed as

“indeterminate”]

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

011 0000000000000000000000
0O8UOTELD 4000CFDNDO 40000 O O 1430
OTELO 7200CFDNO 7100000000000
000 TablellMOOOOODOOOOTEL OO 98.60
071/7200 CFDN OO 93.00066/71M 00000000
0000000000000000 TELDO 98.30 059/
60C0 CFDN O 91.5[1154/59(0 00000000000
000 100.00012/120 00000

20 0000

000000000000000 22160000000
O00D00O000Tablel2l OO OOOOTELD O

100.000 114/11400 CFDN 0O O 94.100 96/10200 0 O
00000000 5000000000000S. aureus
00 TEL O 100.00010 27/27000 CFDN 0O 92.3[(11 24/26[1]
S. epidermidis O O TEL O 100.00 0 23/23[0 CFDN O
100.0010 17/1700CNS O O TEL O 100.001J 14/14[TCFDN
0 94.7[11 18/1915. pyogenesd O TELO 100.0(10 8/8[1
CFDN O 100.000 11/1100 P. acnes O O TEL O 100.00
09/90CFDN O 100.0007/7000000
60000
0000000 245000000000000000
O0DO0OO030O0TELO 200CFDNO 100000 242
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Table 9.0 Clinical outcome by presence or absence of medical history and complication] PPc[J

Treatment

Clinical outcome on Day 7 or withdrawal

Difference of clinical efficacy

Clinical efficacy®” O TEL O CFDNO

group
0 %0 intergroup confidence
difference interval®
Medical history no TEL 64/700 91.40 8.1 00o4.9,21.10
CFDN 50/600 83.30
yes TEL 40/470 85.10 2.8 00139, 19.40
CFDN 42/510 82.40
Medical history involving skin/soft tissue no TEL 71/7800 91.000 7.7 004.7,20.10
CFDN 55/660 83.300
yes TEL 33/390 84.601 2.4 00 15.9,20.70
CFDN 37/4500 82.20J
Complication no TEL 32/390 82.10 0 89 0 [026.0, 8.30
CFDN 40/440 90.90
yes TEL 72/7800 92.30 14.7 01.7,27.70
CFDN 52/670 77.600
Complication involving skin/soft tissue no TEL 56/660 84.80J 2.2 00114, 1580
CFDN 62/750 82.70
yes TEL 48/5100 94.100 10.8 0054, 26.90
CFDN 30/360 83.300

PPc: per protocol population for analysis of clinical outcome

TEL: telithromycin, CFDN: cefdinir

ad Clinical efficacy (1] no. of the subjects assessed as “markedly effective” or “effective” for clinical outcome assessement
on Day 7 or withdrawal(lll no. of subjects in population[IT] no. of subjects assessed as “indeterminate”[]
b0 Two-sided 95% confidence interval using normal approximation with continuity correction

OOTELO 12100CFDNO 1210000000000
00000000 @MTable13MOOO000O0OOOTEL
0 38.00046/12100 CFDN O 43.80053/12100 000
0000000000000 000000000000n
00000000000 TELD 30.60037/121010 CFDN
0 3550043/12100000000000000000
O00O000OFisher 0000000000 O0OO0ODOO
000000MMO00000000P00433000000
0 O PO 0.495[0J
0000000 Table140 D 00000000000
0000000000000 2000000TELOODO
000 1540119/123M 000000000 11.40010 14/
123000000 4105/1230 0000000000
0 24003/123OCFDN O 00000 19.7010 24/122(17
000000000 1390017/1220 00000 4.10
05/122M 000000 25003/1220 0000000
0000 25003/122000000000000000
0000000000000 000000000000
0000002000000000 TELOOS7007/
123 CFDN OO 8.21110/12200 00 TELO O 5.70
07/12300CFDN OO0 8.2[1110/1220 000000 TEL
00 3.4004/11800 CFDN O 0O 2,50 0 3/121000 AST
000 TELDO O 25003/1200CFDNDO O 25003/
1200 ALTO 0O TELO O 2,50 03/120010 CFDN O O

25003/1210 000 TELO O 2.40 O 3/1230 CFDN
00 25003/12200000000000000000
TELOODODOOOO 3.304/123CFDNO OO OO0
00 2503/12200 000000000 2.5003/11900
000000000 20002/10100000000

000000000000 MmMOD0Mm 1000000
000000000000000000000D00000
0OTELOOOOODDOO0O0ODODDDOOODOOn
00000000000 0000D0D0D00000DD
000000000000 BOOOODOOOOOOOO
310000000000000000 32000000
OASTO 271U/L00 00 0 000 O 1821U/LOALT
058IU/L0000000006051U/L000 y-GTP
0241U/000000MM015110/L00000000
0000000000000 moooooo 25000
OoD0OD000000ODDOO

00000000000 00000D0OOTELO 20
000000100 0000000 100OCFDND 10
000000100 O000000000000 1702/
1210000 08001/121000000TELOOOOOO
000000000 2000000000000000
00000000 10000000000000000
00000000000 0000D0D0D00000nDD
0003000000000000000000000



196 oooooooobaono

MAR. 2005

Table 10.0 Clinical outcome by causative pathogen[J] PPc[]

Clinical efficacy®] %[

TEL CFDN

No. of subjects in analysis

117 111

Aerobic gram-positive bacteria

S. aureus 24/27 [088.90 25/26 0 96.20
S. epidermidis 21/25 [084.00 15/17 O 88.20
S. saprophyticus 3/3 0/0
CNS 12/14 0 85.70 1719 0O 89.50
S. pyogenes 7/8 08750 11/11 0 100.00
S. agalactiae 1/1 0/0
a -Streptococcus 3/3 0/0
B -Streptococcus /1 2/2
y -Streptococcus 2/2 0/0
E. faecalis 3/3 0/0
Corynebacterium spp. 11 3/3
Aerobic gram-negative bacteria
C. freundii 0/0 0/1
K. pneumoniae 0/0 2/2
K. oxytoca 3/3 12
E. cloacae 0/0 11
Enterobacteriacae 2/2 0/0
P. mirabilis 1/1 0/1
P. aeruginosa 2/2 11
S. maltophilia 0/0 1/1
A. calcoaceticus 0/0 12
A. lwoffii 0/1 0/0
Anerobic gram-positive bacteria
P. asaccharolyticus 1/1 0/0
P. magnus 2/3 1/1
P. micros 1/1 0/0
Peptostreptococcus spp. 2/2 12
P. acnes 9/9  [0100.00 7/7  0100.00
GPR 0/1 1/1
Anerobic gram-negative bacteria
Prevotella spp. 2/2 1/1
Porphyromonas spp. 1/1 0/0
GNR 0/0 1/1

PPc: per protocol population for analysis of clinical outcome

TEL: telithromycin, CFDN: cefdinir

a0 Clinical efficacy [IJno. of subjects assessed as “markedly effective” or
“effective” for clinical outcome assessement on Day 7 or withdrawallll no. of
subjects in population[TT] no. of subjects assessed as “indeterminate”[]

O000O00O0OCFDNOOOOOOO0 100MMmO00
0000000000000 0000D00O0DO0OO0On
0000300000000000000000000
0 OOASTO1261U/LOALTO 128 1U/LO y-GTPO 1,080
IU/LO LDHO 528 IU/LO AI-PO 747 1U/LO0 00000 0O
000000000000 0000D0D0OD00000nO
00O 190000000000000000000
00o0o0O0O0000D0ODDOoOo

00000000000 000000DO0OO000nD
00000000000 D00000D0D000 20000
0000000000000 D000000DDOOrEL

0 3OO0ASTOALTO OO AI-P2 00 BUN 1000 CFDN
O03MASTOALTOOOAP200000000MMO
OO0MOO00000ASTOOOALTOODODOOODO
00025000 120000000 100UO00OO0500U
0000000 2000000000030000000
A-POO0DODODOOOO0O002500050000BUN
025mg/dLO0 40mg/dLO0 0000000 MWO00
00000 141mg/dLOD0 200mg/dLO 0000000
20000
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Table 12.00 Eradication by baseline causative pathogen] PPb[]

Eradication?” Difference of eradication
0 TELO CFDNO
Pathogen Treatment NOI of Eradication - - -
group subjects point  confidence inter-group confidence
estimate interval’” difference interval®”
Total TEL 114 114 100.0 199.6, 100.000 59 104, 11.40
CFDN 102 96 94.1 189.1,99.200
Aerobic gram-positive bacteria S. aureus TEL 27 27 100.0 198.1, 100.000 7.7 106.3,21.70
CFDN 26 24 92.3 180.1, 100.000
S. epidermidis TEL 23 23 100.0 197.8, 100.000 0.0 105.1,5.10
CFDN 17 17 100.0 197.1, 100.00
S. saprophyticus TEL 2 2
CFDN 0 0
CNS TEL 14 14 100.0 196.4, 100.000 53 1011.0,21.50
CFDN 19 18 94.7 182.1, 100.00
S. pyogenes TEL 8 8 100.0 193.8, 100.001 0.0 1010.8,10.80
CFDN 11 11 100.0 195.5, 100.000
S. agalactiae TEL 1 1
CFDN 0 0
o -Streptococcus TEL 3 3
CFDN 0 0
B -Streptococcus TEL 1 1
CFDN 2 2
y -Streptococcus TEL 2 2
CFDN 0 0
E. faecalis TEL 3 3
CFDN 0 0
Corynebacterium spp. TEL 1 1
CFDN 3 3
sub total TEL 85 85 100.0 199.4, 100.000 3.8 101.7,9.30
CFDN 78 75 96.2 191.2, 100.000
Aerobic gram-negative bacteria C. freundii TEL 0 0
CFDN 1 0
K. pneumoniae TEL 0 0
CFDN 2 2
K. oxytoca TEL 3 3
CFDN 2 1
E. cloacae TEL 0 0
CFDN 1 1
Enterobacteriacae TEL 2 2
CFDN 0 0
P. mirabilis TEL 1 1
CFDN 1 0
P. aeruginosa TEL 2 2
CFDN 1 1
S. maltophilia TEL 0 0
CFDN 1 1
A. calcoaceticus TEL 0 0
CFDN 2 2
A. hwoffii TEL 1 1
CFDN 0 0
sub total TEL 9 9 100.0 194.4, 100.00 273 109.1,63.70
CFDN 11 8 72.7 141.9,100.00

PPb: per protocol population for analysis of bacteriological outcome
TEL: telithromycin, CFDN: cefdinir
al Eradication rate[l] no. of subjects in population in whom causative pathogen was isolated at pretherapy and not isolated at
posttherapylll no. of subjects in population in whom causative pathogen was isolated at pretherapy[Il]lno. of subjects with
“indeterminate” for bacteriological outcome]
b0 Two-sided 95% confidence interval using normal approximation with continuity correction
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[ continued

Eradication®” Difference of eradication

Treatment  No. of rate(] TELO CFDNO

Pathogen

Eradication

group subjects point  confidence inter-group confidence

estimate interval®® difference interval®”

Anerobic gram-positive  P. asaccharolyticus TEL
bacteria CFDN

P. magnus TEL
CFDN

P. micros TEL
CFDN

Peptostreptococcus spp. TEL
CFDN

P. acnes TEL
CFDN

100.0 194.4, 100.000 0.0 10127 12.70
100.0 192.9, 100.00

GPR TEL
CFDN

—_ o =] O NN O =W O -

TEL

sub total CFDN

U

—_
I

100.0 197.1, 100.000 0.0 1075,750
100.0 195.5, 100.00

—
—

Anerobic gram-negative  Prevotella spp. TEL
bacteria CFDN

[\

Porphyromonas spp. TEL
CFDN

GNR TEL
CFDN

TEL

sub total CFDN

NW = OO | N = O NN =W o -

NW = O |-

PPb: per protocol population for analysis of bacteriological outcome

TEL: telithromycin, CFDN: cefdinir

al Eradication[l] no. of subjects in population in whom causative pathogenwas isolated at pretherapy and not isolated at post
therapy[] no. of subjects in the population in whom causative pathogen was isolated at pretherapy[Il]no. of subjects with

“indeterminate” for bacteriological outcome]

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

Table 13.00 Comparison in adverse event incidencel] safety analysis set[]

No. of  Incidence of

Difference of incidence of
adverse events

Incidence of
adverse

Treatment subjects adverse Unknown events Fisher’s exact 0 TELO CFDNO
group in safety events*” nfiden probability test — -
analysis 0 %0 conticence intergroup confidence
interval difference interval b0
All adverse events TEL 123 46/1210 38.00 2 029.0, 47.10 PO 0433 05.8 0019.0, 7.40
CFDN 122 53/1210 43.80 1 [0 34.5, 53.100
Adverse events related TEL 123 37/1210 30.60 2 022.0, 39.20 PO 0495 05.0 go17.6, 7.70
to study medication CFDN 122 43/1210 85.50 1 0 26.6, 44.50

TEL: telithromycin, CFDN: cefdinir

aU Incidence of adverse events [T] no. of subjects with adverse events in populationl no. of subjects in population(IT] no. of subjects

with “unknown”[]

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

o o U
TELOOODOODODODOODODOOobOoOOobOoooboa
goboogoobooboobboobooboobobga
goboogoobooboobboobooboobobga
goboogoobooboobboobooboobobga
goboooobooboobbgerbobboobg
goobooooboboDbDDbDOsesooooogg 23s

gogddRNAODODDDODOOOOODODDODOO
gobooboobuoobOoobUoouobi1obgess
goooO0RNADODODOOOVODODOODOTELODO 2
gooooobnboovoboobboobooobo
ggl1oooobobovgoboooboboobooobo
gogboboooboobooboboTeELLDOODOODO
o000oooo® 0000 TELOOD10000000
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Table 14.0 Frequency of adverse events[] safety analysis set]

Treatment Adverse events TEL or CFDN related as possible cause

group n-AE/n-SAO %0 Fisher’s exact probability test
TEL 37/1210 30.60
System organ class adverse event CFDN 43/1210 35.50 PO 0.495
vision bl d TEL 1/1230 0.80
ston biurre CFDN 0/1220 0.00
Bye disorders TEL 1/1230 0.800
total CFDN 0/1220 0.00 P 1.000
. . . TEL 4/1230 3.30
abdominal distension CFDN 01220 0.00
bdominal Dai TEL 1/1230 0.80
abdommnat bam CFDN 0/1220 0.00
abdominal pain er TEL 21230 1.60
bati ubb CFDN 2/1220 1.60
nstination TEL 1/1230 0.80
constpato CFDN 11220 0.80
diarthea TEL 7/1230 5.70
CFDN 10/1220 8.20
dvspensia TEL 1/1230 0.80
YSPepst CFDN 01220 0.00
. . . . TEL 1/1230 0.8
Gastrointestinal disorders enterocolitis CFDN 01220 0.00
frequent bowel movements TEL 01230 0.00
au wel mov CFDN 11220 0.80
lossiti TEL 1/1230 0.80
glossiis CFDN 01220 0.00
loose stools TEL 7/1230 5.70
CFDN 10/1220 8.20
nausea TEL 1/1230 0.80
. CFDN 171220 0.80
tomatiti TEL 1/1230 0.80
stomatis CFDN 0/1220 0.00
TEL 19/12300 15.40
total CFDN 24/1220 19.70 P10 0406
bnormal feclin TEL 1/1230 0.80
abnormat fecting CFDN 0/1220 0.00
malaise TEL 171230 0.80
General disorders and CFDN 071220 0.00
administration site conditions ) TEL 0/1230 0.000
thirst CFDN 11220 0.80
TEL 2/1230 1.60
total CFDN 1/1220 0.80 PO 1.000
abnormal hepatic function TEL 01230 0.00
P CFDN 3/1220 2,50
- . TEL 1/1230 0.80
Hepatobiliary disorders hepatocellular damage CFDN 01220 0.00
TEL 1/1230 0.8
total CFDN 3/1220 2.50 PO 0.370

TEL: telithromycin, CFDN: cefdinir
n-AE: Number of subjects who had at least one adverse event
n-SA: Number of subjects in the analysis
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[ continuedd

Treatment Adverse events TEL or CFDN related as possible cause

group n-AE/n-SA0 %0 Fisher’s exact probability test

cvstitis TEL 171230 0.80
v CFDN 0/1220 0.00
) ) , o TEL 1/1230 0.80
Infections and infestations folliculitis CFDN 0/1220 0.00
TEL 2/1230 1.60
fotal CFDN 0/1220 0.00 PO 0498
. TEL 3/1200 2.50
increased ALT CFDN 3/1210 2,50
. TEL 3/1200 2.50
increased AST CFDN 3/1200 2,50
. TEL 0/11900 0.00
increased blood amylase CFDN 11180 0800
. A TEL 0/1200 0.00
increased blood bilirubin CFDN 3/1190 250
. TEL 171230 0.80
increased CPK CFDN 0/1220 0.00
. TEL 0/1060] 0.00
increased blood glucose CFDN 21010 2.00
. TEL 0/12000 0.000
increased LDH CFDN 2/1200 1.70
TEL 171230 0.80
decreased blood pressure CFDN 0/1220 0.000
incr d blood ur TEL 1/1200 0.80
creased blood urea CFDN 0/1210 0.00
i ini increased eosinophil count TEL Y1180 3.40
Abnormal chapges in clinical D CFDN 3/1210 2.50
laboratory variables
TEL 0/12000 0.00
Increased y -GTP CFDN 2/1200 1.70
rine positive for glucose TEL /10800901
urine positive for gl CFDN 0/1120 0.00
blood i . TEL 0/99(1] 0.00
ood present in urine CFDN 11030 100
decreased lymphocyte TEL 0/1180 0.00
count CFDN 171210 0.80
. d trophil t TEL 0/1180J 0.00
increased neutrophil coun CFDN 11210 0.80
increased WBC count TEL 0/1190 0.00
CFDN 171210 0.80
AT ) TEL 0/99C1] 0.00
WBC positive in urine CFDN 11030 1.00
increased platelet count TEL V11900 0.80
p v CFDN 0/1210 0.00
rin itive for protein TEL 1/1080)0.90
urine positive 1or prote CFDN 0/1120 0.00
TEL 14/1230 11.40
total CFDN 17/12200 13.900 PO 0570
TEL 0/1230° 0.00
diabetes mellitus
Metabolism and nutrition CFDN 11220 0.80
disorders TEL 0/1230 0.00
total CFDN 1712200 0.80 PO 0.498

TEL: telithromycin, CFDN: cefdinir
n-AE: Number of subjects who had at least one adverse event
n-SA: Number of subjects in the analysis
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[J continued

Treatment Adverse events TEL or CFDN related as possible cause

group n-AE/n-SA0 %0 Fisher’s exact probability test
diva TEL 11230 0.80
12ZINESS CFDN 0/1220 0.00
TEL 3/1230 2.40
headache CFDN 31220 2.50
Nervous system disorders
. TEL 1/1230 0.80
somnolence CFDN 2/1220 1.60
TEL 5/1230 4.10
total CFDN 51220 4.10 PO 1.000
dermatosranhism TEL 1/1230 0.80
ermatographis CFDN 0/1220 0.00
ceremna TEL 11230 0.80
“ CFDN 0/1220 0.00
TEL 0/1230 0.00
erythema CFDN 171220 0.80
exanthen TEL 0/1230 0.00
Skin and subcutaneous tissue CFDN /1220 0.80
disorders Jocalized skin reaction TEL 0/1230 0.00
ocallzed skin reactlo CFDN 11220 0.80
aeute wrticaria TEL 11230 0.80
uteu CFDN 0/1220 0.00
buming skin sensation TEL 0/1230 0.00
Urning skin sensatio CFDN 11220 0.80
TEL 3/1230 2.40
total CFDN 3/1220 250 PO 1.000
pharyngolaryngeal pain TEL 0/1230 0.00 PO 0.498
Respiratory, thoracic and > CFDN 11220 0.80
mediastinal disorders total TEL 0/1230 0.00
ota CFDN /1220 0.80
TEL 11230 0.80
hot flushes CFDN 012200 0.000
Vascular disorders TEL 1230 080
total CFDN 071220 0.00 PO 1.000

TEL: telithromycin, CFDN: cefdinir
n-AE: Number of subjects with at least 1 adverse event
n-SA: Number of subjects in analysis
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Clinical evaluation of telithromycin in patients with skin and soft tissue infections
Phase 11l double-blind comparative study of telithromycin versus cefdinir
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Makoto Ono™ Tomohide Sato™and Masaru lwasaki™

"“Yoyukai Nakashima Hospital, 1878 Senoo, Okayama, Japan

*Department of Dermatology, Graduate School of Medicine, Hokkaido University
*Department of Dermatology, School of Medicine, Teikyo University

“Department of Dermatology, Graduate School of Medicine, Kyoto University

*Department of Dermatology, Graduate School of Medicine and Dentistry, Okayama University
*Department of Dermatology, Graduate School of Medical Sciences, Kyushu University
“Aventis Pharma Ltd.

The efficacy and safety of telithromycifl TELL] an oral ketolide antibiotic, was evaluated in a double-blind,
parallel-group, noninferiority comparative study with cefdinitd CFDNO as the control drug under minimized ran-
domization method. Patients with deep-seated skin infections were assigned either to the TEL groupd TEL 600
mg once daily for 5 daysO or the CFDN groupd CFDN 100 mg 3 times daily for 5 days[

10 Clinical outcome

In the 228 patients evaluated for clinical outcome, clinical efficacy was 88.9000 104,/11700in the TEL group and
82.90 0 92/1110 in the CFDN group, and the noninferiority of TEL compared to CFDN was confirmed.

200 Bacteriological outcome

The bacteriological outcome was evaluated in 223 patients, and bacteriological efficacy in 143 patients, ex-
cluding 80 patients for whom the bacteriological outcome could not be determined, was 98.60 0 71/720 in the
TEL group and 93.00 0 66,/710 in the CFDN group. Total eradication, the sum of eradications for all causative
pathogen isolated prior to administration, was 100.00 0 114/1140 in the TEL group and 94.10 0 96/1020 in the
CFDN group.

30 Safety

Safety was evaluated in 245 patients. The incidence of side effects in 242, excluding 3 for whom safety could
not be determined, was 30.600 0 37/1210in the TEL group and 35.50 0 43/1210in the CFDN group, with no sig-
nificant difference between groups.

Findings thus suggest that TEL 600 mg once daily for 5 days is as clinically effective and safe as CFDN 100
mg 3 times daily for 5 days in the management of skin and soft tissue infection.



