VOL. 53 NO. 3

000000000 telithromycinODOOOOOOO00OOO 207

goooog

OO000000OoDoOobDOoDO telithromycinO DO OO O
gogoobobobodogd

o0 oo*ooo
00 OO0o*00o0

moooooo

0000 O00*0oOoo
O™o00 O00™0k ar

oo*0oo og®

‘DO00000oUOoooooooo

‘Oooo0ooooooo

‘D000000000oooood
‘DO0000000b00oo0oo0ooooooooooo
‘O00000o0ooooooood

MOOOO0OO0 DooOooooo

oboi1e0 120 16000000 17020 150000

OO00D00C0O000CO0O0O00O0 telithromycil TELLOOOOOOOOOODOOOODOOOOOOOO
goobooooboobobobooboboooboooobOUoOODUD TELBOOMg1O 10 500

goboobooomobooboobbooboo
0ogoboobooboboobo

00001300000 TEL600mgOOOO 500 2000600 350000000000 TEL
0000000 064pug/g0 0000000000 TELOOOODOOO 038ug/mLO00000M0
OO0 TELOO/0O00 TELOOOOOOOO 15000000

200000

0000000080000 00000s130065/8000000000000000O0O0O000O0
0000 96.00024/250 0000 85.70018/210 00000000 67.60023/34000000

soooooo

0000000000 7800000000011000067000000000 88.101159/67(100
00000 1140000000000 93.000106/114000000

40000

oboboooesuboboooobooboobobobo3cobogesbgooooooonoD
3050029/950 000 0000000000000 OO0OOO

oboobooodTeL0 000D ob0obO0bOobOTELGOOMg1ID 10500000000
gogbboooboobbobobooboobbooboobobon

Key words: telithromycinO skin and soft tissue infectiond clinical efficacy

Telithromycird TELOO OO OOOOO DOODOOODOO
goooboboOoobooboboboooobooogn 20030
oo0ob0d0o0bdb0 12000000000 DO0DOOOOO
gooboooobOobooobooboboooboooooo
gooOeL0O0dbOOoO0ObOmoobobooOoboboooo
gooboooobOobooobooboboooboooooo
0000000000 Oo™gooo Staphylococcus aureus
gooboooobOobooobOoobobooooboooo
j0omoobooboooobooboboooboooOoo

00oo0o0o0ooooooOOoUOUOooooooOOoOoOOoOoO
ooooooooooo

000000000 00oooooUoooiIoooooo
OO0 TEL6OOMmgUO OO OOOODO 1000000000
0D0000000CwmO000000 091ug/mLO0O0 1.18
pwg/mLO*000000000000000DOO Methici-
llin-susceptible S. aureus 0 MSSA 1] Methicillin-susceptible
Staphylococcus epidermidis0 MSSEO 0 O O Streptococcus
pyogenes D O OO TELOOOOOOODOODOOO MICx

00000000 1878



208 oooooboooaoand

MAR. 2005

000.0320025 ug/ ML 000000000 DOOOOOD
gooooobobooooOoboboboOogeomglO10Od
goooogo
gooboooobobDoobOobDoobobobooooo
gooob@oboboob™oooboooobooo
gooobooooboboooooobooooo mooo
gooobOoooboobooboboooboobooo
gobobO0o0obOobooOobOoobOobooobobogIreBO
gooobobbboboooseg 3 2roogooooo
goobobOOoobOobDoobomecPObooooboOono
oo
I0 00000
1odoobooooooooooo
10 00
19990 s120 0000000000 00O0O0O00O
godoooooooboooboooboooooboo
godoooooooboooboooboooooboo
gdoooboooooile0ooosooooood 130
00070000 6e0MOO0b0bOOOOOUOOOOO
0000MO0000o0/00000000000000
godooooooobooobooooooooooboo
godooooooobooobooooooooooboo
gbodooooooobooooboooon
20 D000oobooooooooono
TEL6OOmgO O D OODOOO5S500 2000600
SJsU00o0odooboooooooooooooooon
gbodooooooobooobooooobooooboo
00020 0000000000000 DODOOODODO
000000000 OO Micrococcus luteus ATCC9341
00000000 bicassay OO OO O4d0O
200 Mooo0oo0o0o00
10 00
20020 400011 0000000000000 0O0
000370000000 DOOoOOoDO0OoDOoODoOoODODn
ogbodoooooooboooobooooooooooog
ogbodoooooooboooobooooooooooog
ogbodoobooooboooooooooboooooa
ooocboooo
gooooooooo
dodooooboooobooooouoooobooa
goddoooooobooooboooboooon
oooooboooooo
oooooo
godooooboooobonoooobooooooo
oooooboooooo
godooooboooobonoooobooooooo
oooooboooooo
goooooo
goddoooooobooooboooboooon

oooo
00000000 16000000000000000
000000000000 0000000o0ooooo
0000000o0o0oooooooo
QOUOoo0O00000000000000o0oo0oo0oo
@OO0O00MO0O00000000000oOooom
ooo0o0oooooooon
(OO0 MO000000000000000000
@QTOOO0ODODODO0ONOOONDOONmOOnsSs
0/000000000000000000000
(UO000000000000000000000on
0ooo00oO0o0ooooooon
@®TELOODO0OODO0OODODOOOODODOOOOO
0000000000000 0000000000
ooooo
@OOooo000000700000000000000
0000000000000 0000000000
030000000000000000000000
0000000000000 00000 70000
0000000000000 0000000000
gooooooon
®00000000000000000onoo
(MOUO0O0O00000000000000o00n
OWOOoO0O0D0DO0000000000000000o00
0000000000000 0000000000
0ooo0o0oO0o0ooooooon
@O0 300000000000000000000
00000000000000000000o0n
@OO0O0 TELOODODODODOODO0OO0OODOO TELDO
000000o0o0O0ooooo
GUoODO0mMoO0000/0000000000000
00o00000oo0ooooon
0000000000000 00000/00000
0000000000000 0000000onoo
0000000000000000000000000
0000000000000000000000000
0000000000000000000000000
0000000000000000000000000
ooooo
20 00000000 O0O0OO0OOOO0
TEL300mg@d OO000 102000 600mg0 10 1
0500000000000000000000000
00000000000000000000
30 00O
0000000000000 00000000000
000000000/000000000000000
0000000000000000000000000
0000000000000000000000000
0000000000000000000000000



VOL. 53 NO. 3

000000000 telithromycinODOOOOOOO00OOO 209

00000000o0o0o0oooooooooooooo
00000000o0o0o0oooooooooooooo
00000000o0o0o0oooooooooooooo
00000000o0o0o0oooooooooooooo
goooooooo
40 000000000
goooooooo
OUO0O000000000000O0O0O0O0ooooo
0000000000000 D00D0000000
00000000000 y-0000000000
00000000o0oooooooooooooo
00000000o0oooooooooooooo
00000000o0oooooooooooooo
00000000o0oooooooooooooo
10mg/00000000000
@UOO000000000000O0O0O0O0ooooo
0oo00o0o0oooooooo
(UO0000000000000O0O0O0O0onoooo
00000000o0oooooooooooooo
00000000Doooooooooooo
@TELODODODDOODOODODDOODOODOD
0000000000oooooooooooo
GUUOOD0 TELOODODODODDOODOODOD
0000000000000 0000Mmooogon
00000000o0ooooooooooooon
O00DD00CYP3AMOODDOOOODDOODOD
00000000ooooooooooooooo
0oo00oO0o0oooooooo
50 000O0O0O0o0ooogo
(1) Doooooo
0000000O0O0O00oooooDmooooooo
0000000000000 0000000ononononoo
00000000000o000o0oDooooooooo
00000000000o000o0oDooooooooo
ooooooo
(2) DOoOOOOODO
0000000000o0ooooooooooooo
00000000000400070000000000
00000000000040007000000000
140000000000
gooooooooo
00000000MM000000000000m
00000000O00ooooooooon
000000O00ooooooooooooooo
00000000000 MOoooooooooon
00o0000o00o0omoooon
goooooog
00000000000 nNoooooooooon
00000000000 MOoooooooooon

00o00000o00omoooon
00000000000 NnN00o0oooooooon
00000000000 moOoo0ooo0oooogo
oo
goooooo
00000000000000000000000
0000000000000 000MMO0000m
goooo
0000000000000 00000000000
00000000000000000 20000000
0000000000000000 4000000 380
0000000 200000000000000000
0000000000000000000000000
goooooo
ooo
000000000MMOoMOMM 1M O0m?2mMm
00030
0000000000000 o0munolmao
goo20
00000000000000000000000
000000000000 M 100 O M 20
00030
00000000MMO000ooMmooooono
000000000000 0010000 0000200
00030
000o0oO0ooooomonoln
00001000000
(3) DOoOoOooO
000000000000070000000000
0000000000000 00000000o0ooo
0000000000000 00000000o0ooo
0000000000000 00000000o0ooo
0000000000000 00000000o0ooo
0000000000000 000000 TELODOOO
000000000 O0OMICOOONCCLSOOOD0O00
gooo
(4) 0000
0000000020 oO0®eoooooonoron
0000000000000 0mM°0000oonoo
0
QUOooD0D000000000000o0o0o0o0oon
0000000000000 000o0ooooooo
@0 000000ASTOALTO y-GTPO LDHO Al-POO
000000000000 000OBUNODODOOOO
00000000 MM0mMo0o0oomoooobo
0oooo°oo0ooon
@Guoooo’ooooo®ooo®
0000000000000 0000000oooo
0000000000000 00000000onoo



210

oooooboooaoand

MAR. 2005

redness of lesion

Day 4, Day 7, or withdrawal, On Day 14

Grade : : : : :
8 : 7 :6 5 : 4 : 3

©

Day 0

2 i1 1o

- Disappearance
- 0 2-grade improvement

- 1-grade improvement

oOiRriINIWINMIOIO®N

No change or aggravation

swelling, red papule/pustule, blister, pustule, erosion, spontaneous pain, O

abscess/pustule, pus drainage, exudates

Grade

Day 4, Day 7, or withdrawal, On Day 14

3 2 1 0
3 - Disappearance
o } .
> 2 - [ 2-grade improvement
o 1 - 1-grade improvement
0 No change or aggravation
fever
Day 4, Day 7, or withdrawal
GradeD O OO : : :
900 : 380-039 @ 370-038 037
3900 - Disappearance
i 380 -0 39 - O 2-grade improvement
8 3700-00 38 - 1-grade improvement
037 No change or aggravation
Fig. 1. Improvement.
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Table 1.0 Clinical outcome assessment criteria

All signs and symptoms disappeared on Day 4.

Markedl
More than 60% of signs and symptoms improved by 2 or more grades or disappeared on Day 4 and eﬁectivg
further improvement was seen on Day 7.
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. Clinical outcome assessment criteria on Day 14

. . Markedly
All signs and symptoms disappeared on Day 14. effective
More than 60% of signs and symptoms improved by 2 or more grades or disappeared on Day 14. Effective

Improvement on Day 14 was rated less than the above criteria.
Signs and symptoms did not change or worsened on Day 14.

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 3.00 Bacteriological outcome assessment criteria

A-000

Sample taking was not possible due to healing or improvement on Day 70] at completion or discontinuation of

the study medicationl]

Eradicated

A-A
A, B-B
A, B - BC

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 pathogens(]
aJ Colonization: New pathogens were detected even though signs and symptoms improved.
b0 Superinfection: Signs and symptoms persisted or new infectious signs and symptoms appeared.
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Table 4. Skin and plasma concentrations of telithromycin after single oral administration of 600 mg

Skin Plasma
0 h:minO Wg/g 0 h:min0 Oupg/mLD
1 6:00 0.950 5:35 0.389 —
2 6:35 1.380 6:15 0.315 —
3 6:25 0.427 6:05 0.524 —
4 6:00 0.235 6:00 0.226 1.040
5 6:00 0.232 6:00 0.406 0.571
6 6:00 0.540 6:00 0.385 1.403
7 5:20 1.050 5:20 0.462 2.273
8 5:40 1.290 5:40 0.745 1.732
9 5:45 0.436 6:00 0.299 1.458
10 6:15 0.285 6:25 0.375 0.760
11 5:45 0.232 5:50 0.207 1121
12 6:20 0.545 6:20 0.184 2.962
13 6:15 0.720 6:05 0.430 1.674
Number of cases 13 13 1000
Mean 0.6402 0.3805 1.4964
S.D. 0.40514 0.14912 —
Minimum 0.232 0.184 —
Median 0.5400 0.3850 —
Maximum 1.380 0.745 —

95% confidence interval 0.3953, 0.8850

0.2904, 0.4706 1.0005, 1.9320

al skin concentration/plasma concentration

b0 Three cases in which time lag between skin and plasma sampling exceeded + 15 minutes were not included in calcu-

lation.
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Subjects with informed consent

Superficial 0| Secondary ] Miscellaneous(]]
L - 8 ; Total
skin infections | infections abscesses
36 23 41 100
Subjects enrolled
Superficial 0| Secondary [ Miscellaneous(]l
- - 8 ; Total
skin infections | infections abscesses
36 23 41 100
Safety analysis set Subjects excluded from safety analysis set
Superficial 0| Secondary [] Miscellaneoustll Superficiall) | - Secondaryl)| Miscellaneousl| - .,
U N ) o Total Kin infecti infecti ota
skin infections | infections abscesses skin infections | _infections abscesses
35 23 40 98 Total 1 0 1 2
Reason forIIID No |nvest|gat|pnal drug.taklng - . 0 0 1 1
exclusion: U \}udgeq to be mapp.ropna.te to participate in study by(] 1 0 0 1
investigator or subinvestigator
Clinical outcome PPcO O Subjects excluded from clinical outcome
Superficial 0| Secondary [ Miscellaneous(]l Superficiald | Secondary(| Miscellaneousl
L . . . Total o - - . Total
skin infections | infections abscesses skin infections | infections abscesses
25 21 34 80 Total 10 2 6 18
Reason for exclusion:
[INon-target disease 7 0 0 7
ClInsufficient drug taking for efficacy evaluation 2 0 4* 6*
[JConcomitant use of any other antibacterial agent, topical use of0 0 1 1* 2%
disinfectant for the target diseasél prohibited concomitant drug(]
use[]
[ISystemic use of an antipyretic/analgesic/antiphlogistic agentl 0 1 3* 4%
other than sedative] prohibited concomitant drug use[T]
[OConcomitant use of any other antibacterial agent, topical use of alJ 1 0 0 1
disinfectant for the target disease and systemic use of an[J
antipyretic/analgesic/antiphlogistic agent] prohibited concomitant(]
drug useDJ
*overlapping
|
Bacteriological outcomel] PPb(] [ Subjects excluded bacteriological outcome
Superficial 0| Secondary [] Miscellaneous(] Superficiald | SecondaryO | MiscellaneousO
L : A ; Total o . - - Total
skin infections| infections abscesses skin infections | infections abscesses
24 21 33 78 Total 1 0 1 2
Reason for(d Concomitant use of any other antibacterial agent,0] 0 0 1 1
exclusion: topical use of a disinfectant for the target diseasel
0 prohibited concomitant drug use O
0 Tests not done 1 0 0 1

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

Fig. 2. Case distribution.
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Table 5. Reason for withdrawal and dropoutl] safety analysis set[]
Superficial s d iscell
kin _e?on_ ary Mlsge aneous ...,
infections ™M ections  abscesses
Number of subjects in safety analysis set 35 23 40 98
Withdrawal or no 330094.30 21091.30 3501 87.500 890190.800
dropout %0 yes 20 570 20 870 501250 90 9.20
Reason : adverse event 0 0 2 2
no change or aggravation 0 0 1 1
consent withdrawal by patient or proxy consent giver 1 0 1 2
judgment of investigator or sub investigator 0 1 1 2
[J continuous administration of other antibacterial drugs
required
inclusion criteria not applicable or exclusion criteria applicable 1 0 0 1
discontinuation of drug based on patient’s judgment 0 1 0 1

D0O0mMICO 64pug/mLOOMOOOOOOOOO
ooo0oO0oooooooo
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Table 6. Patient profilesC] PPclJ
No. of subjects] %0
Subjects analyzed 80
Gender male 57 07130
female 23 0 28.80
Agel yrQd 0 65 65 081.30
0 65 15 018.80
016-0 20 2 0 250
020-0 30 19 0 23.80
0 30-0 40 14 017.50
0 40-0 50 13 016.30
0 50-0 60 13 0 16.30
0 60-0 65 4 0 5.00
065-0 70 5 0 6.30
07-075 6 0 7.50
0 75 4 0 5.00
mean 45.3
S.D. 17.47
range 16-81
Body weight kgl 0 50 12 015.00
0 50-0 70 41 051.30
070 26 032,50
unknown 1 0 1.30
In-patient or out-patient in-patients 1 0 130
out-patients 78 097.50
in-patients/out-patients 1 0 1.30
Target disease group SUperﬂCial skin infections 25 031.30
Diagnosed infection Appendage-related infections 12 0 15.00
Folliculitis 11 013.80
Suppurative periporitis 1 0 1.30
Diffuse infections 13 016.30
Contagious impetigo 3 0 3.80
Bullous pyodermia of hand foot 7 0 8.80
Ecthyma 3 0 3.80
Secondary infections 21 0 26.30
Superficial infections 14 01750
Secondary infection of superficial Grade Il burn 1 0 1.30
Secondary infection of superficial trauma 13 0 16.30
Deep-seated infections 7 0 8.80
Infection in deep surgical wound 1 0 1.30
Infection secondary to deep trauma 6 0 7.50
Miscellaneous abscesses 34 04250
Infected atheroma 21 0 26.30
Suppurative hidradenitis 2 0 250
Chronic pyodermia 6 0 7.50
Deep abscess 5 0 6.30
Severity of infections mild 11 [0 13.80
moderate 58 07250
severe 11 013.80
Medical history no 34 04250
yes 46 05750
Complication no 29 0 36.30
yes 51 J63.80
Antibiotic administration no 76 095.00
before study yes 4 0 5.00
Class cephems 2
aminoglycosides 1
quinolones 1
Concomitant drug no 27 [033.80
yes 53 J66.30
Concomitant therapy other than no 78 0 97.50
medication yes 2 0 250

PPc: per protocol population for analysis of clinical outcome
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Table 7. Drug susceptibility of telithromycin and control drugst] PPcl]

S. aureusd N O 330

MICO p g/0 L0

Drug MIC range MICso MICgo
0.004 0.008 0.015 0.03 0.06 0.12 025 05 1 2 16 160 32 64 64ap0 UHgHULO OpgOLO DpgULO
TEL 2 21 7 3 0.06-640 0.12 0.25
EM 2 15 10 6 025-640 05 640
CAM 1 11 15 6 0.12-640 0.5 64 0
AZM 1 816 6 05 -640 2 64 0
CFDN 8 21 2 025-640 0.5 4
CFPN 10 19 2 2 10 -640 2 16
LVFX 3 24 1 3 0.12-8 0.25 2
MPIPC 2 10 12 5 2 2 012-640 0.5 16
S.epidermidis0 N O 140
Drug MICO p g/0LO MIC range ~ MICso MICyo
0.004 0.008 0.015 0.03 0.06 0.12 025 05 1 2 16 160 32 64 640 OWgULOD DOpgOLO Oug/OLO
TEL 4 7 3 0.06 - 0.25 0.12 0.25
EM 6 4 1 3 025-640 0.5 640
CAM 3 6 1 1 1 2 012-640 0.25 64 0
AZM 5 5 1 3 05 -640 1 640
CFDN 9 1 1 1 1 0.06 - 4 0.06 2
CFPN 9 1 1 0.25 - 4 0.25 4
LVFX 13 0.25-8 0.25 0.25
CNSONO 120
rug MICO p g/0LO MIC range  MICso MICyo
0.004 0.008 0.015 0.03 0.06 0.12 025 05 1 2 16 160 32 64 640 UWgOLO DOpgOLO Oug/OLO
TEL 1 9 2 0.015 - 0.12 0.06 0.12
EM 1 2 8 1 0.06 -0.5 0.25 0.25
CAM 1 74 0.03 -0.25 0.12 0.25
AZM 1 1 9 1 0.06 -1 0.5 0.5
CFDN 2 3 5 1 1 006 -640 025 05
CFPN 2 2 5 1 1 006 -640 1 2
LVFX 702 1 025 -8 0.25 4
S. pyogenes N O 110
Drug MIC O pg/O0LO MIC range MICso MICyo
0.004 0.008 0.015 0.03 0.06 0.12 025 05 1 2 16 160 32 64 640 UHgOLO DpgOLO Oug/OLO
TEL 3 8 0.015 - 0.03 0.03 0.03
EM 1 7 3 0.03 -0.12 0.06 0.12
CAM 3 8 0.03 - 0.06 0.06 0.06
AZM 74 0.12 -0.25 0.12 0.25
CFDN 9 2 0.008-0.015  0.008 0.015
CFPN 10 0.008-0.015  0.008 0.008
LVFX 6 4 1 050-2 0.5 1
P. acnesd N O 130
rug MICO p /0 LO MIC range  MICso MICyo
0.004 0.008 0.015 0.03 0.06 0.12 025 05 1 2 4 8 16 160 32 64 640 UHULO OpgOLO Oug/OLO
TEL 2 1 0.015 - 0.03 0.015 0.015
EM 9 4 0.06 -0.12 0.06 0.12
CAM 10 3 0.03 -0.06 0.03 0.06
AZM 9 4 0.12 -0.25 0.12 0.25
CFDN 1 5 4 3 0.015 - 0.12 0.06 0.12
CFPM 1 3 2 4 3 0.015 - 0.25 0.12 0.25
LVFX 2 9 2 025 -1 05 1

PPc: per protocol population for analysis of clinical outcome

TEL: telithromycin, EM: erythromycin, CAM: clarithromycin, AZM: azithromycin, CFDN:

levofloxacin, MPIPC: oxacillin

cefdinir, CFPN: cefcapene, LVFX:
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Table 8. Clinical outcome on Day 7 or withdrawalJ PPc[]

Assessment of clinical outcome on Day 7 or withdrawal / No. of subjects] %0 Clinical efficacy 2"
(LGSR el oo SO 0, o indeterminae PO confdence
All diseases 3103880 3404250 80 10.00 70 8.80 80 o0 0.00 81.3 0721, 90.40
Superficial skin infections 110 44.00  13052.00 00 0.00 10 4.00 25 o0 0.00 96.0 [0 86.3, 100.00
Secondary infections 1000 47.600 80J38.10 301430 0O 0.00 21 o0J 0.00 85.7 (1 68.4, 100.00
Miscellaneous abscesses 1002940 1303820 501470 6017.60 34 00J 0.00 67.6 00505, 84.80

PPc: per protocol population for analysis of clinical outcome

aJ Clinical efficacy (1] no. of subjects assessed a$' markedly effective” of* effective” for clinical outcome assessement on Day 7 or
withdrawal( no. of subjects in population[IT] no. of subjects assessed as' indeterminate” []

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

Table 9. Clinical outcome on Day 1400 PPcrocd

Assessment of clinical outcome on Day 14 / No. of subjects] %[ Clinical efficacy 2"
Target disease group Markedly ) . - - point confidence
effective effective not effective total indeterminate estimate interval b
Miscellaneous abscesses 1701 50.00 60 17.60 110 32.40 34 00 0.00 67.6 [050.5, 84.80

PPcroc: per protocol population for analysis of clinical outcome at test of cure

al Clinical efficacy (11 no. of subjects assessed as“ markedly effective” or“ effective” for clinical outcome assessement on Day
140/ no. of subjects in the population[IT] no. of subjects assessed as* indeterminate” [J

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

Table 10. Clinical outcome by diagnosist] PPcl

Clinical efficacy 2"

Diagnosed infection Confidence interval ®”

0 %0
Superficial skin infections 24/25 0O 96.00 [186.3, 100.0C1
Appendage-related infections 12/12 [0 100.00 [0 95.8, 100.000
Folliculitis 11/11 [0 100.00 0 95.5, 100.000
Suppurative periporitis 171
Diffuse infections 12/13 0O 92.30 0 74.0, 100.00
Contagious impetigo 3/3
Bullous pyodermia of hand( foot 6/7 O 85.70 J52.6, 100.00
Ecthyma 3/3
Secondary infections 18/21 0O 85.700 [J 68.4, 100.000
Superficial infections 13/14 0O 92.90 [J 75.8, 100.000
Secondary infection of superficial Grade Il burn 1/1
Secondary infection of superficial trauma 12/13 0O 92.30 0 74.0, 100.00
Deep-seated infections 517 0 71.40 [0 30.8, 100.000
Infection in deep surgical wound 1/1
Infection secondary to deep trauma 4/6 0O 66.70 [J 20.6, 100.00
Miscellaneous abscesses 23/34 0O 67.60 0505, 84.80
Infected atheroma 15/21 0O 7140 0497, 93.10
Suppurative hidradenitis 1/2
Chronic pyoderma 5/6 0O 83.30 [0 45.2, 100.00
Deep abscess 2/5 0O 40.00 0 0.0, 92.90

PPc: per protocol population for analysis of clinical outcome

aJ Clinical efficacy [1] no. of subjects assessed as “markedly effective” or “effective” for clinical
outcome assessement on Day 7 or withdrawal/0 no. of subjects in population[TT] no. of subjects
assessed as “indeterminate”(]

b0 Two-sided 95% confidence interval using normal approximation with continuity correction
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Table 11. Clinical outcome by causative pathogen PPcl]
Clinical efficacy 11 %0
Target disease group i ; ; .
Supeliinin | Seeondary | Miselieons  alaisenses
No. of subjects in analysis 25 21 34 80
Aerobic gram-positive bacteria
S. aureus 16/17 1 9410  10/11 ] 90.90 35 1 6000 29/33 0O 87.900
S. epidermidis 3/3 3/3 6/8 1 75.00 12/14 0O 85.70
S. capitis 11 — 0/1 1/2
CNS 171 171 6/10 1 60.000 8/12 [ 66.70
S. pyogenes 4/4 5/5 1100.00 212 11/11 [0 100.00
S. agalactiae — — 171 1/1
Streptococcus, group G — 1/1 — 1/1
E. avium — — 171 1/1
E. faecalis — 12 — 12
Corynebacterium spp. — — 12 12
Aerobic gram-negative bacteria
E. coli — 0/1 — 0/1
K. pneumoniae 1/1 — — 1/1
E. cloacae 171 — — 1/1
P. aeruginosa 0/1 — — 0/1
A. calcoaceticus — 171 — 171
GNF-GNR — 11 — 11
Anerobic gram-positive bacteria
P. anaerobius — — 12 12
P. asaccharolyticus 171 — 213 3/4
P. magnus — — 4/4 4/4
Peptostreptococcus spp. — — 1/2 1/2
A. odontolyticus — — 11 1/1
P. acnes 5/5  1100.00 1/1 6/7 1 85.70 12/13 0O 92.30
Anerobic gram-negative bacteria
P. oralis — — 171 1/1
Prevotella spp. 171 — — 1/1
Porphyromonas spp. — — 11 1/1
F. nucleatum — — 1/1 1/1
GNR — — 0/1 0/1

PPc: per protocol population for analysis of clinical outcome

: No subject

al Clinical efficacy [1J no. of subjects assessed as“ markedly effective” or* effective” for clinical outcome asses-
sement on Day 7 or withdrawal /0 no. of subjects in population[IT] no. of subjects assessed as“ indeterminate”

Table 12.

Bacteriological outcomeld PPblJ

Assessment of bacteriological outcome / No. of subjects] %[

Bacteriological efficacy ¢~

Target disease groups no ; ;
. TR . A : : point confidence
eradicated change colonization 2 superinfection®” total indeterminate estimate interval
All diseases 550 70.50 80010.30 40 5.10 00 0.00 67 110 14.10 88.1 0795, 96.60
Superficial skin infections 210 87.50 20 830 00 0.00 00 0.00 23 10 4.20 91.3 0 77.6, 100.000
Secondary infections 14066.70 10 480 00O 0.00 00 0.00 15 601 28.60J 93.3 0 77.4, 100.000
Miscellaneous abscesses 200 60.60 5015.20 4012.10 00 0.00 29 40 12.10 82.8 067.3, 98.20

PPb: per protocol population for analysis of bacteriological outcome

all Colonization: New pathogens detected even though signs and symptoms improved
b0 Superinfection: Signs and symptoms persisted or new infectious signs and symptoms appeared

o Bacteriological efficacy rate (1] no. of subjects assessed as* eradicated” or*

ment{l no. of subjects in population[T1] no. of subjects assessed as* indeterminate” [J
40 Two-sided 95% confidence interval using normal approximation with continuity correction

colonization” for bacteriological outcome assesse-
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Table 13.

Eradication by baseline causative pathogenJ PPb[

Eradication a1 %[

Target disease groups . ; ; .
Superlilnin | Seeondary | Miscelaneas i dsses
Aerobic gram-positive bacteria 7177 O 92.200
S. aureus 15/16 O 93.80 11/11 [100.00  3/4 29/31 O 93.50
S. epidermidis 3/3 3/3 6/8 O 75.00 12/14 0O 85.70
S. capitis 1/1 — 1/1 2/2
CNS 171 171 8/10 O 80.0O0 10/12 O 83.30
S. pyogenes 4/4 5/5 [100.00 272 11/11 [0 100.00
S. agalactiae — — 11 171
Streptococcus, group G — 1/1 — 1/1
E. avium — — 171 171
E. faecalis — 212 — 212
Corynebacterium spp. — — 212 212
Aerobic gram-negative bacteria 4/6 0 66.70
E. coli — 0/1 — 0/1
K. pneumoniae 1/1 — — 1/1
E. cloacae 11 — — 171
P. aeruginosa 0/1 — — 0/1
A. calcoaceticus — 171 — 171
GNF-GNR — 171 — 171
Anerobic gram-positive bacteria 26/26  [1100.000
P. anaerobius — — 212 212
P. asaccharolyticus 1/1 — 313 4/4
P. magnus — — 4/4 4/4
Peptostreptococcus spp. — — 2/2 2/2
A. odontolyticus — — 11 171
P. acnes 5/5 [1100.00 1/1 7/7 [0 100.00 13/13  [J100.00
Anerobic gram-negative bacteria 5/5 0 100.00
P. oralis — — 1/1 1/1
Prevotella spp. 1/1 — — 1/1
Porphyromonas spp. — — 11 171
F. nucleatum — — 1/1 1/1
GNR — — 1/1 1/1
Total 33/35 O 9430 26/27 O 96.30 47/52 O 90.40  106/114 [ 93.00

PPb: per protocol population for analysis of bacteriological outcome

— : No subject

al Eradication [T no. of subjects in the population in whom the causative pathogen had been isolated at
pretherapy was not isolated at post therapy/[] no. of subjects in the population in whom the causative
pathogen had been isolated at pretherapy[I1] no. of the subjects with* indeterminate” for bacteriological

outcomel]
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Table 14. Incidence of adverse eventsl safety analysis setl]
. . Incidence of Incidence of adverse
Ncs)égtsuatajglctssism adverse events @’ Unknown events
Yy y 0 %0 confidence interval ®”
All adverse events 98 41/9500 43.200 3 [132.7,53.60
Adverse events related to study medication 98 29/9501 30.50 3 0 20.7, 40.30

a0 Incidence of adverse events [T no. of subjects with adverse events in population(J/] no. of subjects in population[TT] no. of

the subjects with* unknown” O

b0 Two-sided 95% confidence interval using normal approximation with continuity correction
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Table 15. Frequency and severity of adverse events related with study medication[] safety analysis set[]
: severity
analized total  0%0
cases mild moderate severe

System organ class adverse event 95 23 6 0 29 030.50

Eve disord abnormal eye sensation 98 0 1 0 1 0 1.o00

ve disorders total 98 0 1 0 1 0 100

fall 98 1 0 0 1 0 1.o0

General disorders and malaise 98 1 0 0 1 0 100

administration site conditions  thirst 98 1 0 0 1 0 100

total 98 3 0 0 3 0 3.10

Musculoskeletal and muscle fatigue 98 1 0 0 1 0 1.o00

connective tissue disorders total 98 1 0 0 1 0 100

abdominal distension 98 1 0 0 1 0 1.00

abdominal pain lower 98 1 0 0 1 0 1.o0

abdominal pain upper 98 0 1 0 1 0 1.00

constipation 98 1 0 0 1 0 1.00

N . inal disord diarrhea 98 3 2 0 5 0 5.10

astrointestin isorders flatulence 03 1 0 0 1 0 1o0

loose stools 98 3 1 0 4 0 4.10

nausea 98 1 0 0 1 0 1.00

oral discomfort 98 1 0 0 1 0 1.00

total 98 10 4 0 14 014.30

dizziness 98 1 2 0 3 0 3.10

N tom disord dysgeusia 98 2 1 0 3 0 3.10

ervous system disorders headache 98 3 0 0 3 0 310

total 98 6 3 0 9 0 9.20

increased ALT 96 1 0 0 1 0 1.00

increased AST 96 1 0 0 1 0 1.o0

increased blood amylase 91 2 0 0 2 0 2.20

increased blood bilirubin 94 2 0 0 2 0 210

increased LDH 96 2 0 0 2 0 210

increased eosinophil count 95 1 0 0 1 0 110

Abnormal changes in clinical Increased y -GTP 95 1 0 0 1 0 1.10

laboratory variables urine positive for glucose 84 1 0 0 1 0 1.20

decreased lymphocyte count 95 1 0 0 1 0 110

increased lymphocyte count 95 1 0 0 1 0 110

decreased neutrophil count 95 1 0 0 1 0 1.10

WBC positive in urine 82 1 0 0 1 0 120

urine positive for protein 84 1 0 0 1 0 120

total 98 13 0 0 13 013.30

Metabolism and anorexia 98 1 0 0 1 0 1.o0

nutrition disorders total 98 1 0 0 1 0 1.00

) ) cough 98 1 0 0 1 0 1.o00

Respiratory, thoracic, and rhinorrhea 98 1 0 0 1 0 100
mediastinal disorders

total 98 2 0 0 2 0o 2.00

Skin and subcutaneous papular rash 98 1 0 0 1 0 100

tissue disorders total 98 1 0 0 1 0 100
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Table 16. Patients with surgical intervention before Day 7 or withdrawal

Assessement of clinical
outcome on Day 7 or

Progression of signs and symptoms?”

Case Gender I?Ilgirclgzid withdrawal . Content of
No. DAge Severity of Assessement of clinical surgical treatment
yr[d ) ) outcome on Day 14 Day of treatment
infection Assessement of Item Day 0 Day4 Day7 Day 14
bacteriological outcome
Spontaneous pain 2 1 0 0
Not effective Redness[] region[] 3 2 0 0
. Redness[] color tonel] 2 2 0 0
1 Female E}iﬁgﬁgﬂ;g Not effective Redness ) 2 2 0 0 Pus drainage
26 Moderate O local heat sensation[] 040
Swelling 3 3 1 0
Eradicated Pus drainage 3 3 0 0
Abscess/pustule 3 3 0 0
Spontaneous pain 3 2 0 0
Not effective Redness[] region[] 2 2 0 0
Redness[] color tonel] 2 1 0 0
Chronic . ;
9 Male pyodermia Not effective Redness 3 1 0 0 Pus drainage
26 Moderate [ local heat sensation[] 01,40
Swelling 3 2 1 0
Colonization Pus drainage 0 0 0 0
Abscess/pustule 1 2 1 0
Spontaneous pain 3 2 0 0
Not effective Redness[] region[] 3 2 1 0
Redness[] color tonel] 2 1 1 0
3 Male ;gggfﬁa Not effective Redness ) 3 2 0 0 Pus drainage
74 Moderate [ local heat sensation[] 050
Swelling 3 2 1 1
No change Pus drainage 0 0 0 0
Abscess/pustule 2 2 1 1
Spontaneous pain 2 3 1 —
Not effective Redness[] region[] 2 3 1 —
Deep Redness[] color tonelJ 2 2 0 — Ineisi q
Not effectiv Redn 2 1 — ncision and pus
4 1\’133116 l\jllt())ilceizste on elfective O local heeai seesr?sationD ’ d]gu{r;gge
Swelling 3 3 1 —
No change Pus drainage 0 0 1 —
Abscess/pustule 2 0 0 —
—: No data

a0 Signs and symptoms

Redness[] region, local heat sensation[T] 3: Severed 2: Moderate[] 1: Mild[J 0: None

Redness[] color tonel1] 2: Bright redJ 1: RedlJ 0: Dark red or no redness

Spontaneous pain, swelling, abscess/pustule[] 3: Severel] 2: Moderate[] 1: Mild[J] 0: None

Pus drainage[] 3: Purulent] 2: Purulent/serousl] 1: Serousld 0: No pus drainage
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A clinical pharmacological study to evaluate telithromycifl TEL[ an oral ketolide antibiotic, for its skin pene-
tration, and a phase Ill Open clinical study of administration of TEL 600 mg once daily for 5 days to patients
with superficial skin infection, secondary infection, and miscellaneous abscesses were conducted.

10 Penetration of skin tissues

In the 13 patients evaluated, mean skin concentration at 5 hours 20 minutes to 6 hours 35 minutes was 0.64
1g/g and plasma concentrations at the almost same time was 0.38 ug/mL after a single oral dose of TEL 600
mg, and the skin concentration/plasma concentration ratio was 1.50.

20 Clinical outcome

In the 80 patients evaluated for clinical outcome, clinical efficacy was 81.3[1] 65,/800 Clinical efficacy for su-
perficial skin infection, secondary infection and miscellaneous abscesses was 96.0(T] 24/25[] 85.7(11 18,/21(]
and 67.6(10 23/340

30 Bacteriological outcome

The bacteriological outcome was evaluated in 78 patients, and bacteriological efficacy in 67 patients, exclud-
ing 11 patients for whom the bacteriological outcome could not be determined, was 88.100 59,/670 Total eradi-
cation for all pathogens isolated prior to administration was 93.0000 106/1140

40 Safety

Safety was evaluated in 98 patients. The incidence of side effects in 95, excluding 3 for whom safety was not
determined, was 30.5(11 29/9501 All side effects observed were mild or moderate.

Findings thus suggest that TEL penetrated skin well and that the administration of TEL 600 mg once daily for
5 days is clinically effective and safe in the treatment of skin and soft tissue infection.



