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P TELLDEEZ bR,

Key words: telithromycin, levofloxacin, TiHfiif, “HEEMILEAE, ketolides

Telithromycin (TEL) X, 75 Y AO NtV 7 5 T4
H: TR T4 A7 7 =<4 CEDARS ARG O
7 hIA4 FREBEOVIHETH S, AFEIX, ~2077 M8
DINETI)TF)FI—VE, 8hEr P rEBLIU1
A PFIHICEBLAEEZALTBY, 794 FD
RTS8 P AT A LICHEKL TV BY (Fig.
1o
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Fig. 1.

Chemical structure of telithromycin.
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Treatment group

Administration time

after breakfast after lunch after dinner
Group telithromycin ( 1 Jm| O O
Group levofloxacin oon ] |

@: telithromycin 300 mg tablet, l: levofloxacin 100 mg tablet,
O: telithromycin 300 mg tablet placebo, []: levofloxacin 100 mg tablet placebo

Fig. 2.
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Table 1.

Items and schedule of laboratory tests

Item Before entry

Day 3 Day 7 Day 14

RBC
hemoglobin
h tocrit
Haemolology ematoctt
platelet
WBC

differential WBC count

CRP

ESR (1hvalue)

cold hemagglutination
Others blood glu?0.5e
phospholipid
anti—-Mycoplasma antibody
anti—Chlamydia antibody

anti-Legionella antibody

O000e| @O0 00OO0

AST (GOT)
ALT (GPT)
y—-GTP

LDH

ALP

total bilirubin
total cholesterol
BUN

albumin

Biochemistry

serum—creatinine
uric acid

total protein
amylase

glucose
Urinalysis protein

sediment

@ OO0 0000000000000 0000 0C0OCO 00OC0OGVOS

Chest X-ray

@ OO0 0O0OO0OOOOOOOLOOO

Bacteriological examination [ J

@ 0 O0C0 0000000000000 X+t XxOOOOCO 060O0OGOS

O

@: indispensable, O: as needed, %: on and after 7 days but around after 14 days is preferable.
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Table 2.

Criteria for final assessment of treatment

Treatment success

- Disappearance or alleviation of subjective and objective symptoms was noted, and no additional antimicrobial
agent was administered systemically for the primary disease untl the final assessment day.

Treatment failure

+ No alleviation of subjective and objective symptoms was noted.
+ Disappearance or alleviation of subjective and objective symptoms was noted, but the study drug was
administered systemically for the primary disease during the period until the final assessment day.

Unknown + Observation of subjective and objective symptoms was impossible, because of no visit of patient on the final
observation day.
Indeterminate + Disappearance or alleviation of subjective and objective symptoms was noted, but an additional antimicrobial

the final assessment day.

agent other than the study drug was administered systemically for the primary disease during the period until
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A A 920t 2 B & B4k L 72 205 51 (TEL # 108 1,
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WAVEMRNT A R B 244 B> 9 B, 36 B (TEL % 18 41,
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b=

Subjects whose consent was received

252
Subjects whose enrollment was Subjects whose enrollment was not completed
completed
TEL LVFX total 2
130 120 Reason - Not received informed consent 1
excluded: - =80 years old 1
Safety analysis set Subjects excluded from safety analysis set
TEL LVFX TEL LVFX
127 117 total 3 3
Reason No data on subjects after initiation of study 1 0
excluded: medication administration
Did not take the study medications 1
Already enrolled in a TEL clinical study in 1
the past
Clinical efficacy Subjects excluded from clinical efficacy
TEL LVFX TEL LVFX
109 98 total 18 19
Reason excluded:
Some evaluation variables for the clinical efficacy evaluation 0 1
at end of treatment were not observed or measured at the
specified time
Disease was other than the target disease 1 5
Intake of antacids containing Al or Mg, or Fe formulation 1
(prohibited concomitant drug use)
Intake of corticosteroids, y -globulin & CSF formulation 2 0
(prohibited concomitant drug use)
Intake of anti-inflammatories or analgesics (prohibited 0 1
concomitant drug use)
Some clinical efficacy evaluation variable was not observed 0 1
or measured at the specified time
Some evaluation variables for the clinical efficacy evaluation 1 0
at end of treatment were not observed or measured
Enrolled in violation of exclusion criteria 4) -6
Enrolled in violation of exclusion criteria 4) -10
Did not take enough of the study medications for the drug 10 2
efficacy evaluation
Bacteriological efficacy Subjects excluded bacteriological efficacy
TEL LVFX TEL LVFX
108 97 total 1 1
Reason excluded: tests were not performed 1 1

TEL: telithromycin LVFX: levofloxacin

Fig. 3. Case distribution.

#1260, LVFX #1260 A S N7275 W55
BTk - BHEROFAEICH B2 IR 5N
Lol

2. BEERAT

iR PR 0 FAAAT X SR B0 207 BIIC B WO BET R
KT WTHET L7z (Table4).

DERSE DA B X ORISR G- O VIR S 0 f I

IZBWT, MM P RETHEZE (P<0.15) D

i, RS [F] OREHB X OEBRER S HZOPuRE
HE: (] OREFIZ RS LVFXHEIZE CHlA AR
b7z,

BSAREEOMBEOEIZB W TI, MAMIZ 2K
ETHEZ (P=0.067) 25:% 51, Staphylococcus
aureus 7 LVFX #£12, H. influenzae % TEL #1124 <
M g7z,

72, EREWISHT 2 EZMEICB TR ¢
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Table 3. Reasons for withdrawal and dropout
Treatment Fisher’s exact
TEL LVFX probability test
Subjects whose enrollment was completed 130 120
Withdrawal or no 118(90.8) 108(90.0) P=1.000
dropout (%) yes 12(9.2)  12(10.0)
Reason: adverse event 2 2
no change or aggravation 5 2
revocation of consent by the subject or someone such as the subject’s 0 3
legal representative
decision of investigator or sub—investigator 1 1
did not keep appointment (changed physicians, moved, etc.) 1 1
did not meet inclusion criteria or violated exclusion criteria 3 2
it became apparent that the subject had a fungal infection 0 1

TEL : telithromycin, LVFX : levofloxacin

ETHEAE (P=0.087) »#HS5NT,

FOMOERIZBWTIX, WY idhdol.

3. ERRENE

1 ERER

Vi R 2 SR ST et S 51 207 B B30T B B R &0 2R % MeEd
L7z (Table5), Mli#aRIicIBF % TEL # 109 B0 B
wx, A% 1026, (%] 761, LVFX # 98 il T
& A% 86 #l, %] 12 H1TH - 720 ARhFIE TEL
# 93.6% (102/109), LVFX # 87.8% (86/98) T »
o720 HRiFE D% (TEL B -LVFX #) 1£5.8%, 20
Wi 95% EHEX X (-3.1, 14.7) TH Y, FHEXMH
DT RAEA-15% % T Il & % H - 72O T TEL ¥
LVFX B9 2 AT WGE S 7z

P 5 JE P ORI B T EER TR D 250 S
722 &h 5, S aureus & H. influenzae ® 2 W Fl i
ZFNCOoWT, ZoFmE LR LT HHELITV,
Mantel-Haenszel 12 & ) WA 07 & 2 oMMl 95%
FHEX M %8 M L7 S aureus, H. influenzae =1L
FNOAMICE 2% L -MEEMNOEE Z oWl 95
WXL, ZhEN54%[-28, 135] BLU55
% [-2.7, 18.7] Th Y, #EZITLL VIR ZE
EZomM 95% EHHIXH (5.8% [-3.1, 14.7) & D
MGEIZFED SN, 2WHOR Y PR RICEEL2 B
IIZLTW W L 2R LT,

%72, LVFX H3IE@ B 12 X 2 il S 0 e % 47
LT\ &5 MR R Mg puidb, Bz
EX MRz X ORI K (B L OJEER
MR X 2REEEEED) OBMICRS L, &fE
2BV B ERRRD R A MET U ze MIEERIgIC B0 2 H %)
# |k, TEL #: 92.4% (61/66), LVFX #f 83.6% (56/
67) THY, AEEZIRD LN o7 g%
2B B A%%1%, TEL# 95.3% (41/43), LVFX #
96.8% (30/31) T»H o720

2) WEKNTIZX 2RI

PR, ik, RE, AR - Sk, BUEEEORFHL R
T L3 2ENOEIREREZ MG L722% (Table6), 7§
NORTIZBWTHMEMICHEZIIRO SNL 0> 72,

TWi %, BAEFEREREZ KT & 32 lloa8F%
Table 7 1Z/R L 720 EGUEEIEEIZBWT, PERETO
A : TEL # 95.8% (69/72) B & ' LVFX # 82.0
% (50/61) T&» 1, BJE T3 TEL # 89.2% (33/37)
BLULVFX ¥ 97.3% (36/37) THo 72

BB S 7 H U O EEIZS ShTwik
JEBI 40 Bl & P 5- X T w167 PlICK 5L, Zhe
NOBRNFEIZOWTHET L7z (Table 8). HERDILH
SEFRLDS D - 7 REPI DA ) F 1L, TEL B 86.4%(19/22),
LVFX ¥ 94.4% (17/18) THo72h, ABAEZTAD S
Neholz,

3) IR KI T ) R IR & SR

5L DRI T 53 2 X 7S 38 v R DR R R B R RN O %
E L7z (Table 9). WKW 2S H. influenzae T - 72
JEFI DA% TEL BT 96.8% (30/31), LVFX #T
86.7%(13/15) TdH - 7z, F 7z, KW HS S. pneumoniae
TdH - EFDOEZZRIL TEL # 93.3% (14/15), LVFX
#90.0% (18/20) TH Y, HARZETIIVTNORWM
BV TOMBEEMICEVWIIR SN o 7.

4. FHETH

O AT 0 %2 % 574l T & 72 208 1 (TEL # 109 #1,
LVFX # 99 ) 122V THETL 720

Wi 95 & RI2 BT % TEL B 109 B 0 1L, [HHEE K
Uil 978, EHRIIE] 96lB X O° THEAE] 3
B, —J5 LVFX B 99 % <&, [H#EK ] 79 61, [k
WIS 18 BB L O THIEARRE] 26 TH - 720
R IZ, TEL # 91.5% (97/106), LVFX #: 814
% (79/97) TH Y, AEEIIFEDSNL o7 (Table
10),

5. M FIIRDR

1) MR
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Table 4-1. Background of the patients
Itom No. of subjects (%) 1) o test
TEL LVFX 2) Wilcoxon test
No. of subjects in analysis 109 98
Sex male 57 (52.3) 56 (57.1) 1) P=0.576
female 52 (47.7) 42 (42.9) DF=1
Age (yr) <65 78 (71.6) 65 (66.3) 1) P=0.507
=65 31 (28.4) 33 (33.7) DF=1
Body weight (kg) <50 35 (32.1) 39 (39.8) 1) P=0.334
=50-<170 65 (59.6) 51 (52.0) DF=3
=70 7 (6.4) 8 (8.2 2) P=0.437
unknown 2 (1.8) 0 (0.0
In—patient or out—patient status in—patient 33 (30.3) 38 (38.8) 1) P=0.432
out—patient 69 (63.3) 54 (55.1) DF=2
in—patient/out—patient 7 (6.4) 6 (6.1)
Whether or not subject smokes yes 33 (30.3) 32 (32.7) 1) P=0.836
yes in the past 15 (13.8) 11 (11.2) DF=2
no 61 (56.0) 55 (56.1)
Classification as bacterial or Bacterial pneumonia 66 (60.6) 67 (68.4) 1) P=0.305
atypical pneumonia Atypical pneumonia® 43 (39.4) 31 (31.6) DF=1
Diagnosis Bacterial pneumonia 66 (60.6) 67 (68.4) 1) P=0.304
Atypical pneumonia” 15 (138.8) 5 (5.1) DF=38
Mycoplasma pneumonia 8 (7.3 7 (7.1
Chlamydia pneumonia 8 (7.9 6 (6.1
Legionella pneumonia 3 (2.8 1 (1.0)
Bacterial p. + Mycoplasma p. 1 (0.9 1 (1.0
Bacterial p. + Chlamydia p. 6 (5.5) 6 (6.1
Bacterial p. + Legionella p. 1 (0.9 5 (5.1
Chlamydia p. + Legionella p. 1 (0.9 0 (0.0
Severity of infection mild 37 (33.9) 37 (37.8) 1) P=0.670
moderate 72 (66.1) 61 (62.2) DF=1
severe 0 (0.0 0 (0.0 2) P=0.570
Causative microorganism Streptococcus aureus 2 8 1) P=0.067*
isolated before treatment Staphylococcus pneumoniae 15 20 DF=6
Haemophilus influenzae 31 15
Klebsiella pneumoniae 1 0
Moraxella (Branhamella) catarrhalis 5 5
Moraxella spp. 0 1
Mycoplasma pneumoniae 3 2

TEL: telithromycin, LVFX : levofloxacin
The breakdown was to be with duplication

“Includes subjects with proven atypical organisms by culture, positive serology, PCR or urine antigen test with/without bacterial pneumonia,

and subjects with neither positive nor common pathogens but presenting as atypical pneumonia (investigator’s opinion)

YSubjects with neither positive serology nor common pathogens but presenting as atypical pneumonia (investigator’s opinion)

*Here, the y’ test was done of the nx2 cross table that was prepared using the numerical values obtained in the tallies with duplication.

**Here, the Wilcoxon test was done of the nx2 cross table that was prepared using the numerical values obtained in the tallies with duplication.

DF': degree of freedom
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Table 4-2. Background of the patients

Item No. of subjects (%) 1) o test
TEL LVFX 2) Wilcoxon test
MIC of TEL against causative =0.00025 2 2 1) P=0.087"
microorganism (ug/mL) 0.0005 1 0 DF=12
0.008 2 5 2) P=0.258**
0.015 0 2
0.03 4 3
0.06 6 5
0.12 8 11
0.25 0 1
1 4 1
2 19 8
4 0 5
8 1 0
16 1 0
MIC of LVFX against causative 0.015 5 3 1) P=0.087"
microorganism (ug/mL) 0.03 17 19 DF=7
0.06 7 3 2) P=0.179**
0.12 1 1
0.25 1 6
0.5 6 2
1 5 13
2 5 3
No. of subjects in analysis 109 98
Medical history yes 41 (37.6) 37 (37.8) 1) P=1.000
no 68 (62.4) 61 (62.2) DF=1
Complications yes 53 (48.6) 58 (59.2) 1) P=0.167
no 56 (51.4) 40 (40.8) DF=1
Chemotherapy immediately before  yes 22 (20.2) 18 (18.4) 1) P=0.877
no 87 (79.8) 80 (81.6) DF=1
History of surgery yes 4 (3.7 5 (5.1) 1) P=0.870
no 105 (96.3) 93 (94.9) DF=1
Concomitant drug use yes 77 (70.6) 83 (84.7) 1) P=0.025
no 32 (29.4) 15 (15.3) DF=1
Whether or not any antibiotic was yes 8 (7.9 18 (18.4) 1) P=0.029
administered after completion of
study medication treatment no 101 (92.7) 80 (81.6) DF=1

TEL: telithromycin, LVFX : levofloxacin
The breakdown was to be with duplication
“Includes subjects with proven atypical organisms by culture, positive serology, PCR or urine antigen test with/without bacterial pneumonia,
and subjects with neither positive nor common pathogens but presenting as atypical pneumonia (investigator’s opinion)
YSubjects with neither positive serology nor common pathogens but presenting as atypical pneumonia (investigator’s opinion)
“Here, the x* test was done of the nx2 cross table that was prepared using the numerical values obtained in the tallies with duplication.
**Here, the Wilcoxon test was done of the nx2 cross table that was prepared using the numerical values obtained in the tallies with duplication.
DF': degree of freedom
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Table 5. Clinical efficacy at end of treatment

Assessment of clinical efficacy at Difference of clinical efficacy rate

Clinical efficacy rate ¥

Treatment end of treatment (TEL group — LVFX group)
group . . . . point confidence difference confidence
effective not effective total indeterminate i i b . N
estimate intervals between groups interval”
TEL 102 7 109 0 93.6  [88.5,98.6]
Pneumonia 5.8 [-3.1,14.7]
LVFX 86 12 98 0 87.8  [80.8,94.8]
Bacterial  TEL 61 5 66 0 92.4  [85.3,99.6]
acteria. . 8.8 [-3.6,21.3]
pneumonia [ yFx 56 11 67 0 83.6  [74.0,93.2]
Atvpical TEL 41 2 43 0 95.3  [87.9,100.0]
vpiea . —-1.4 [-13.1,10.2]
pneumonia [ yFx 30 1 31 0 96.8  [88.9,100.0]

TEL: telithromycin, LVFX: levofloxacin

“Clinical efficacy rate = (no. of the subjects assessed as “effective”, for clinical efficacy assessment at 7 days after treatment initiation
(EOT) or discontinuation in the population)/ (no. of subjects in the population) — (no. of subjects assessed as “indeterminate”)

YTwo-sided 95% confidence interval found by normal approximation

Table 6. Clinical efficacy stratified by subject characteristics

Clinical efficacy

Item Treatment
clinical efficacy rate” (%)
) TEL 52/57 (91.2)
m.
ae LVFX 48/56 (85.7)
Sex
female TEL 50/52 (96.2)
LVFX 38/42 (90.5)
TEL 74, .
<65 /18 (94.9)
LVFX 59/65 (90.8)
Age (yr)
TEL 28 .
=65 /31 (90.3)
LVFX 27/33 (81.8)
TEL 33/35 94.3
<50 / ( )
LVFX 35/39 (89.7)
TEL 60/65 (92.3)
=50-<70
LVFX 45/51 (88.2)
Body weight (kg)
TEL 7
=70 /7
LVFX 6/8
TEL 2/2
unknown
LVFX
. tient TEL 30/33 (90.9)
1n— 1en
pane LVFX 29/38 (76.3)
In—patient or out—patient out—patient TEL 66/69 (95.7)
—pati —pati —pati
P uP up LVFX 52/54 (96.3)
in—patient/out—patient TEL 6/7
inopatient/outpat LVFX 5/6
TEL 32/33 (97.0)
smokes now
LVFX 26/32 (81.3)
TEL 13/15 (86.7)
ki ked i
Smoking smoked in past LVFX 10/11 90.9)
does not smoke TEL 57/61 (93.4)
LVFX 50/55 (90.9)

TEL: telithromycin, LVFX: levofloxacin
“Clinical efficacy rate= (no. of the subjects assessed as “effective”, for clinical efficacy assessment at 7 days after treatment initiation
(EOT) or discontinuation in the population)/ (no. of subjects in the population) — (no. of subjects assessed as “indeterminate”)
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Table 7. Clinical efficacy according to the background factors of the patients
Clinical efficacy
Infection diagnosis Treatment
Clinical efficacy rate” (%)
Bactorial . TEL 61/66 (92.4)
acterial pneumonia

P LVFX 56/67 (83.6)

Atvoical pneamonia® TEL 14/15 (93.3)
vpical pneumont LVFX 5/5
M ! . TEL 8/8
ycoplasma pneumonia LVFX 77
Chl & . TEL 8/8

mydia pneumoni
amydia pneumonia LVFX 6/6
Di . Lecrionell . TEL 3/3
n n neumon

iagnosis egionella pneumonia LVFX 11
Bacterial pneumonia + TEL 1/1
Mycoplasma pneumonia LVFX 1/1
Bacterial pneumonia + TEL 6/6
Chlamydia pneumonia LVFX 5/6
Bacterial pneumonia + TEL 1/1
Legionella pneumonia LVFX 5/5
Chlamydia pneumonia + TEL 0/1
Legionella pneumonia LVFX —

. TEL 33/37 (89.2)

mild
LVFX 36/37 (97.3)
TEL 69/72 95.8

Severity of infection moderate / ¢ )

LVFX 50/61 (82.0)
TEL —
severe LVFX o

TEL: telithromycin , LVFX: levofloxacin

“Clinical efficacy rate= (no. of the subjects assessed as “effective”, for clinical efficacy assessment at 7 days after treatment initiation

(EOT) or discontinuation in the population)/ (no. of subjects in the population) — (no. of subjects assessed as “indeterminate”)

YSubjects with neither positive serology nor common pathogens but presenting as atypical pneumonia (investigator’s opinion)

Table 8. Clinical efficacy stratified by presence or absence of treatment with another

antibiotic immediately before initiation of study medication treatment

Clinical efficacy

Treatment difference in clinical efficacy rates
group clinical efficacy (TEL group — LVFX group)
rate” (%)
inter—group difference confidence interval”
TEL 19/22 (86.4)
yes -8.1 [-31.0,14.8]
Chemotherapy LVFX 17/18 (94.4)
immediately before TEL 83/87 (95.4) 0.9 [—0.8 19.1]
no . —-0.8,19.
LVFX 69/80 (86.3)

TEL: telithromycin, LVFX: levofloxacin

“Efficacy rate = (no. of patients in the analysis in whom the clinical efficacy evaluation at end of treatment* is “effective”) / (no. of patients

in the analysis — no. in whom the evaluation is “indeterminate”)

"Two-sided 95% confidence interval found by normal approximation

SR A 2D SRR 0 G5 2 & A 2 R SRkl s 28 [
EARE] Th o 72%EW (TEL B 62 %1, LVFX B 57 i)
% Bx < 86 %1 (TEL #F 46 6, LVFX # 40 ) 122w
THWET L 720 TELBIC B BT [k T 23w
W 3461, R E 23— E]l 6BlThy, —J

LVFX #Cid [HRE 3 HEeise] 39 6, [zl
R 1BITH o 7o LKL TEL B 73.9% (34/46),
LVFX # 100.0% (40/40) T& -7z (Table 11),

b o & b HERE DL H 5 72 H. influenzae DWiH R
| TEL # 67.7% (21/31), LVFX # 100.0% (15/15),
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Table 9. Bacteriological clinical efficacy rate and eradication rate at end of
treatment stratified by causative microorganism

Organism Treatment Clinical efficacy Eradication
1
g rate” (%) rate” (%)
S TEL 2/2 2/2
- aureus LVFX 7/8* /1
. TEL 14/15 (93.3) 13/15 (86.7)
S. pneumoniae
LVFX 18/20 (90.0) 20/20 (100.0)
H infl TEL 30/31 (96.8) 21/31 (67.7)
- mftuenzae LVFX 13/15 (86.7  15/15  (100.0)
X ) TEL 1/1 1/1
pneumonitae LVFX
TEL 5/5 5/5
M. (B.)catarrhali
( )Ca arrhatts LVFX 5/5 5/5
TEL 1/1 1/1
Moraxella spp. / /
LVFX
M. pneumoniae® TEL 5/8 5/8
P LVFX 2/2 2/2

TEL: telithromycin, LVFX: levofloxacin

“Clinical efficacy rate= (no.of the subjects assessed as “effective”, for clinical
efficacy assessment at 7 days after treatment initiation (EOT) or discontinuation
in the population)/ (no. of subjects in the population) — (no. of subjects assessed
as “indeterminate”)

YEradication rate= (no.of subjects in the population in whom the causative
pathogen had been isolated at pretherapy was not isolated at post therrapy)/ (no.
of subjects in the population in whom the causative pathogen had been isolated
at pretherapy) — (no.of the subjects with “indetetminate” for bacteriological
efficacy)

“Mycoplasma was identified by culture

*One case who was judged ‘intermediate’ for microbiological efficacy and ‘effective’
for clinical efficacy was added to the number of subjects in eradication rate.

Table 10. Test of cure

Clinical e Difference in clinical cure rate®
inical cure rate”

Treatment (TEL group — LVFX group)
reatmen Cure Failure Total  Indeterminate
group point confidence  inter—group confidence
estimate interval” difference interval®
TEL 97 9 106 3 91.5  [85.7,97.3]
Pneumonia 10.1 [-0.3,20.4]
LVFX 79 18 97 2 8.4  [73.2,89.7]
Bacterial TEL 56 8 64 2 87.5  [78.6,96.4]
. 10.2 [—4.3,24.7]
pneumonia LVFX 51 15 66 1 77.3  [66.4,88.1]
Atypical TEL a1 1 42 1 97.6  [91.8,100.0]
. 7.3 [-6.9,21.5]
pneumonia LVFX 28 3 31 1 90.3  [78.3,100.0]

TEL: telithromycin, LVFX: levofloxacin

“Clinical cure rate = (no. of patients in the analysis in whom the judgement in the evaluation at test of cure is “cure”)/ (no. of patients in
the analysis — no.in whom the judgement is “indeterminate”)

"Two-sided 95% confidence interval found by normal approximation

RNTEH - 72 S. pneumoniae @ W iH 93 1x TEL # %% Table 12 (/R L7z, M THHES 72 S. pneu-
86.7% (13/15), LVFX# 100.0% (20/20) T& - 72 moniae 29 ¥k IZ %+ 3 % TEL @ Hit i JJ 1& MICq %% 0.12
(Table 9) o ug/mL TH Y, LVFX (2ug/mL) B XU benzylpeni-
2)  JEREW OIEHEZM: cillin (2ug/mL) &MWL T 165 LEN TV, £
FERWE LCHEESN5ERO ) b, 2SI 7z, THECOEE X W7z H. influenzae 38 BRIZxT 9 % TEL
72 S. pneumoniae B X " H. influenzae (233 % FEH| K DPLHSI1E MICe 254 ug/mL TH Y, ¥~27 154 K&
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Bacteriological efficacy

Table 11.

Difference of bacteriological efficacy rate”

a)

Persistence or

Bacteriological efficacy rate

Decrease

Eradication or

(TEL group — LVFX group)

Multiple
infection

reappearance

Microbial

Indeterminate

Total

Superinfection

or partial

presumptive

Treatment

(temporary

substitution

confidence interval”

confidence difference between
groups

interval”

point estimate

eradication)

eradication

eradication

73.9 [60.1, 87.7]

62

46

34

TEL

[—41.1,-11.1]

57 100.0

40

39

LVFX

[98.8,100.0]

TEL: telithromycin, LVFX: levofloxacin

“Bacteriological efficacy rate= (no. of the subjects as “eradication or presumed eradication” or “microbial substitution” for bacteriological efficacy assessment in the population)/ (no.of subjects in the

population) — (no. of subjects as “indeterminate”)

YTwo-sided 95% confidence interval found by normal approximation

PLR 3 (erythromycin (EM), clarithromycin (CAM))
SR LT 2 D EER TV,

S. pneumoniae 29 ¥k® 9 B, penicillin-resistant S.
pneumoniae (PRSP) (PCG ® MIC=2 ug/mL) %7
#%, penicillin-intermediate resistant S. pneumoniae
(PISP) (0.12 ug/mL=<PCG ® MIC<2 ug/mL) & 5
WTH o7z, 72, erythromycin-resistant S. pneumo-
niae (ERSP) (EM ®» MIC=1 ug/mL) % 21 #,
erythromycin—intermediate resistant S. pneumoniae
(EISP) (0.25 ug/mL<EM ® MIC<1 ug/mL) & 2 ¥
Tho720

6. M PEN ZEERE 0 2 Rk

S 7: PRSP 7 ¥, PISP 5 #, ERSP 21 %8 &
O'EISP 2 #RIZBIT 2 AR5, GRS L OHIHEK
RIZOWTHES L7z (Table 13),

PRSP, PISP, ERSP 8 X ("EISP (24} L T3 TEL
HBLOLVFXEOWTFRLEAEREEZRL, K
MFIXTELE CEhZh5/5 1/1, 91.7% (11/12)
BLU1/1THolze F72, TEL B KA O 15 57
BB IX, #hEN5/5, 1/1, 91.7% (11/12) B
O1/1, MIWFMRIROBHEERIZ, ThEhs/5, 1/
1, 83.3% (10/12) B X U1/1TH » 720 LVFXH I
BT, PRSP B X U EISP A3 % BiIRZDF, W%
Al OB IK DB X ORI AL T XT100% TH
5720 PISPIZH L TIE, ZhEN3/4, 4/4 B L4/
4, ¥7-ERSPIZH L, ZNZN7/9, 8/9 B L 1r9/9
Tho720

7. w"&EW

LAEVERAT O R B 244 BID 9 B, HEFRROIEHN
AHTH 7236 (TELH#: 241, LVFXH 16) %k
< 241 %] (TEL # 125 %I, LVFX# 116 ) BT %
HEFROBBEEMRET L7z, Table 14 1283 & B,
241 B, 105 BICH EFROFBNA S Nz, FITEH
D FE B #F 1L, TEL ¥ 33.6% (42/125), LVFX ¥ 33.9
% (39/115) T - 72o Fisher DEEERMEE F
EKEMM 5%) CTHBRICHEEEIZRD SNLED 510
(P=1.000) (Table 14) .

SiE R BV EIVEH % Table 15 (2R L 720 FEHEAEH o

EIVER CRESEBIIZRT LT 2% DL LEITEF 25383 L
et E ) 1F, TEL BT - AR ok R s

HALEREE, BB - IREREEE, - REREL IO
FIIER - BNREETH > 720 T2, LVFX BETIZEE
- B IR GRREE, K - KRR, RSMREE, M
LR RE, I - TSRS, Dk - ®NREES &
DCWREREETH ), FHBE I CHREIRD LN,
Motze b ok BIBEOREH - RIWEIZIHLEREE
Td»Y, TEL# 16.5%, LVFX# 14.5% TH o720 H
1LEREED 9 5 TEL B CTII#RAE 6 1 (4.7%) 7%, LVFX
BT TH M 4.3%) S0 o70 RNTHEHWIEH



Table 12. Drug susceptibility stratified by causative microorganism

<S. pneumoniae >

Group Drug MIC (ug/mL) Range  MICs  MICy
<0.001 0.002 0.004 0.008 0.015 0.03 0.06 0.12 0.25 0.5 1 2 4 16 32 64 64<  (ng/mL) (ug/mL) (ug/mL)
TEL 2 4 3 4 0.008-0.12 0.06  0.12
EM 1 2 2 1 3 4 0.5-64< 64 64<
TEL CAM 1 1 3 3 2 1 2 0.25-64< 16 64<
(N=13) CcFDN 1 4 3 1 3 0.12-8 0.5 4
LVFX 3 5 5 0.5-2 1 2
PCG 2 5 1 5 0.03-2 0.06 2
TEL 5 2 3 3 3 0.08-0.12  0.03  0.12
EM 2 3 1 1 1 1 6  0.03-64< 8 64<
LVFX CAM 1 4 1 1 1 1 2 2 3 0.015-64< 4 64<
(N=16) CcFDN 2 6 2 4 2 0.06-4 0.5 4
LVFX 1 12 3 0.5-2 1 2
PCG 2 2 6 3 1 2 0.015-2  0.06 2
<H. influenzae>
Group Drug MIC (ug/mL) Range MICs,  MICe
<0.001 0.002 0.004 0.008 0.015 0.03 0.06 0.12 0.25 0.5 1 2 4 16 32 64  6a<  (ng/mL) (ug/mL) (ug/mL)
TEL 4 19 1-8 2 2
EM 3 13 1 2-16 4 8
TEL — cam 2 14 1 2-16 4 8
(N=24)
CFDN 11 3 2 5 1 0.5-16 1 8
LVFX 5 17 2 0.015-0.06 0.03  0.03
TEL 1 8 5 14 2 4
EM 1 7 2-8 4 8
(;\ﬁi CAM 8 1 4-16 4 8
CFDN 7 1 2 2 2 0.5-16 1 16
LVFX 3 11 0.015-0.03 0.03  0.03

TEL: telithromycin, EM: erythromycin, CAM: clarithromycin, CFDN: cefdinir, LVFX: levofloxacin, PCG: benzylpenicillin
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Table 13. Clinical efficacy rates, clinical cure rates, and microorganism eradication rates against resistant Streptococcus pneumoniae strains

Treatment Clinical efficacy rate” Clinical cure rate Microorganism
(%) (%) eradication rate (%)
PRSP (MIC=2 ug/mL) ** L’I;EJFI;( Z;g Z;Z Z;Z
PISP (MIC=0. 12 ug/mL~<2 pg/mL) *' LFI\?FI)‘( ;2 i;i Zi
ERSP (MICZ1 pg/mL)** L'I;?FI;( 11/ 127 /(991. 7 11/ 128 /(991. 7 10/129 /(983. 3)
EISP (MIC=O0.25 ug/mL~<1 ug/mL) ** LSEFLX iﬁ i;i 1;1

*! for benzylpenicilin, **for erythromycin

TEL: telithromycin, LVFX : levofloxacin

“Clinical efficacy rate = (no. of the subjects assessed as “effective”, for clinical efficacy assessment at 7 days after treatment initiation (EOT) or
discontinuation in the population)/ (no. of subjects in the population) — (no. of subjects assessed as “indeterminate”)

"Clinical cure rate = (no. of the subjects assessed as “cured” for clinical final assessment at 14 to 28 days after treatment initiation in the
population) / (no. of subjects in the population) — (no. of subjects assessed as “indeterminate”)

“Eradication rate = (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) —

“indeterminate” for bacteriological efficacy)

(no. of the subjects with

Table 14. Comparison in adverse event occurrence rates
Difference of
No. of Occurrence Fisher’ " ocurrence rate”
Causal relation to study Treatmont subjects Occurrence  Occurrence rate 18 zr ii’_‘:a (TEL group — LVFX group)
S reatmen robabili
medication in safety rate” (%) uncertain  confidence P v difference
. ; b test confidence
analysis intervals between
interval”
groups
TEL 127 52/125 (41.6) [32.6, 50. 6]
Ad t =0.603 —-4.1 —17.4,9.3
verse events LVFX 117 53/116 (45.7) (36.2,55.2] © [ ]
Adverse events for which a
causal relation to the stady ~ TEL 127 42/125 (33.6) 2 [24.9, 42.3]
medication cannot be ruled p=1.000 —0.3 [-13.1,12.5]
out LVFX 117 39/115 (33.9) 2 [24.8, 43. 0]

TEL: telithromycin, LVFX: levofloxacin

“Occurrence rate of adverse events = (no. of subjects with adverse events in the population)/ (no. of subjects in the population) —

whose occurrence of adverse events was unknown)
"Two-sided 95% confidence interval found by normal approximation

AR L7 BITENZ PN - IR RBEEch b, Wl
% AST (GOT) L%, I ALT (GPT) EHBL U y-
GTP LA L WIFN S HRMAMORELEH TH 5 720
WM ORIVE b BAED & FEIETH - 720
HLERED S B, FICRBEOE» > 72 THICET
BEEMICOWT, HRERER, HROEROMETEIR, $ER L
DOWR% Table 16 1278 L7z HAERE, I ERE DMK,
V— 2780 1 HoMEE KL EoFEMIcB W T, TEL
BLOLVFX BIIFAMETH - 720
FRBRBAMORE LT H - -HE L, WL D
ZAST (GOT) %52 ALT (GPT) @ LEHTH Y,
FHIE OWREHRBEABETCERVH O, TELHTIE
FnENTHI, 136, LVFXEETIZZhEh 34,
BITH - 7o EEEHFIENL D 7L —F 2 LLE (i
BRI 25 EE /2121000 BLE) ICER LA

(no. of subjects

JiE B % Table 17 (278 L 720 WER X, TEL # < 1 #1,

LVFXBT28ITH o720 WIS KERRDTEET
E R VIERREMERTE LI TH - 7205, 5 HOREB
ZHTTIEF#PINAEE L 72,
Im. = =

RS GDEIC BT, v 27054 FRIUEEIZZD
MRAVIE AR PVELAT LI L, o RIFRHEE
ITHEERT I & HHEMHEE L LT 1950 A0 6 Wit
fliob & IEHINTER, LIL, HEXI7TITA R
TR VER SIS S D, HF IS IPIRER I GRE D 3 72 JR A
W& 75 S. pneumoniae (2B W TIEMHMEHRIZ 60% & b
WEINTWEY, HRFEKEIIBIT 29— 5
v A (PROTEKT) DFHEIIB T b ARFRDERIR 55
DK 45% H3_ =) Vi tERk, 728 78% 41 EM
R TH D, ZOWETELAN LD DTHEZ b
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Table 15-1. Frequency of adverse events

Adverse events TEL or LVFX having a relation to

as a possible cause

Treat: t
reatmen AE/n-SA (%) Fisher’s exact
n—Ak/N= ? probability test
Classification by affected organ adverse events EE”#X gg;ﬁg Egg g; P=1.000
TEL 0/127 (0.0) _
rash LVFX /117 (0.9) P=0.352
itchi TEL 1/127  (0.8)
1ehing LVFX 0/117  (0.0)
. . TEL 0/127  (0.0)
itchy sensation LVFX 2/117 1.7)
Disorders of skin and skin appendages TEL 0/127 (0.0)
drug rash LVFX /117 (0.9)
d it TEL 0/127  (0.0)
ermatitis LVFX 0/117 (0.0)
total TEL 1/127  (0.8)
ota LVFX 3/117  (2.6)
muscle spasms E%X (l)ﬁfz Eg g; P=0.724
¢ TEL 1/127  (0.8)
remor LVFX 0/117 (0.0)
headache TEL 2/127  (1.6)
Disorders of central and peripheral LVFX 2/117 (1.7)
t
e e o Ve ey
digzi TEL 1/127  (0.8)
izziness LVFX 1/117 (0.9)
total TEL 5/127  (3.9)
ota LVFX 3/117  (2.6)
. TEL 0/127 (0.0) _
e€ye pain LVFX 1/117  (0.9) P=1.000
. . o TEL 1/127  (0.8)
Disorders of vision eye irritation LVFX 0/117 0.0)
total TEL 1/127  (0.8)
ota LVFX /117 (0.9)
Disorders of other special senses bitter taste E\E/%X é;g; Eg g; P=1.000
. TEL 1/127 (0.8) _
drowsiness LVFX 0/117 (0.0) P=0.673
. . TEL 1/127  (0.8)
Pevehintric disord mnsomma LVFX 2/117  (1.7)
sychiatric disorders
feeling of floating EE”#X 2;1?; Eg g;
total TEL 2/127  (1.6)
ota LVFX 3/117  (2.6)
sickness feeling E%X g?}?; Eg 2; P=0.726
TEL 1/127  (0.8)
nausea LVFX 0/117 (0.0)
iti TEL 2/127  (1.6)
vomiting LVFX 3/117  (2.6)
o TEL 0/127  (0.0)
angular stomatitis LVFX 1/117 0.9)
diarrh TEL 4/127 (8.1
Disorders of sastrointestinal svat larrhea LVFX 5/117  (4.3)
isorders of gastrointestinal system . ool TEL 1/127 (0.8)
watery stools LVFX 1/117 (0.9)
1 tool TEL 6/127  (4.7)
oose stools LVFX 2/117  (1.7)
tomatiti TEL 0/127  (0.0)
stomatitis LVFX /117 (0.9)
hearth TEL 0/127  (0.0)
eartbum LVFX /117 (0.9)
. TEL 0/127  (0.0)
anorexia LVFX 1/117 (0.9)

TEL: telithromycin, LVFX: levofloxacin

n—AE: Number of subjects who had at least one adverse event

n—SA: Number of subjects in the analysis
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Table 15-2. Frequency of adverse events

Adverse events TEL or LVFX having a relation to

as a possible cause

Treatment Fisher’ "
B QA (O isher’s exac
n-AE/n-SA(%) probability test
abdominal pain TEL /127 0.8
p LVFX 1/117  (0.9)
. TEL 1/127  (0.8)
stomach discomfort LVFX 0/117 (0.0)
. . TEL 1/127  (0.8)
abdominal discomfort LVFX 0/117 (0.0)
strange feeling of lower TEL 0/127 (0.0)
abdomen LVFX 1/117 (0.9)
epigastralgia (pain in TEL 1/127 0.8)
epigastrium) LVFX 0/117 0.0)
Disorders of gastrointestinal system constipation EE]IF_“X }?3; Eg g;
flatulence TEL 0/127 (0.0)
LVFX 1/117 (0.9
feeling of enlarged TEL 2/127 (1.6)
abdomen LVFX 0/117 (0.0)
. TEL 0/127  (0.0)
increased flatus LVFX 1117 (0.9)
increased serum TEL 2/116 1.7
amylase LVFX 3/115 (2.6)
total TEL 21/127 (16.5)
LVFX 17/117 (14.5)
increased serum AST TEL 7/125  (5.6) P=0.839
(GOT) LVFX 3/115 (2.6) )
increased serum ALT TEL 13/125 (10.4)
. . . (GPT) LVFX 11/115  (9.6)
Disorders of liver and biliary system
increased y_GTP TEL 2/123 (1.6)
v LVFX 2/115  (1.7)
total TEL 15/127 (11.8)
LVFX 12/117 (10.3)
increased serum TEL 1/124 (0.8) P=1.000
alkaline phosphatase LVFX 1/115 (0.9) .
. TEL 1/124 (0.8)
increased serum LDH LVFX 0/114 (0.0)
. . . . TEL 1/127 (0.8)
Metabolic and nutritional disorders xerostomia LVFX 0/117 (0.0)
positive urine suger TEL 0/89 (0.0
LVFX 1/81 (1.2)
total TEL 3/127  (2.4)
LVFX 2/117  (1.7)
. . TEL 1/127  (0.0) -
Disorders of heart rate and rhythm arrhythmia LVFX 0/117 (0.9) P=0.480
TEL 0/127  (0.0) _
body sputum LVFX 1/117 (0.9) P=1.000
. . TEL 1/127  (0.8)
Disorders of respiratory system abnormal chest x-ray LVFX 0/117 (0.0)
total TEL 1/127  (0.8)
LVFX 1/117  (0.9)
. - TEL 3/121 (2.5) _
eosinophilia LVFX 2/113 (1.8 P=1.000
White blood cell and leuk . TEL 0/125 (0.0)
reticuloendothelial system disorders eukopema LVFX 1/116 (0.9)
total TEL 3/127  (2.4)
LVFX 3/117  (2.6)
o . . TEL 1/87 (1.1 -
positive urinary protein LVFX 0/80 (0.0) P=0.352
. . . . TEL 0/81 (0.0)
Disorders of urinary system increased urine WBC LVFX 3/71 (4.9)
total TEL 1/127  (0.8)
LVFX 3/117  (2.6)
L TEL 0/127 0.0) _
General systemic disorders tumor LVFX 1/117 (0.9) P=0.480

TEL: telithromycin, LVFX : levofloxacin

n—AE: Number of subjects who had at least one adverse event

n—SA: Number of subjects in the analysis
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Table 16. Diarrhea, watery stool and soft stool as adverse events
Fecal stat F during th
Severity ecalstate Number of stools/day (at peak) req}léncy u g K €
(at the worst state) administration period
Number - g - o) -
Treated 2 —_ ] & b=
of g |8 T O, S8 4, 4 £ 2| % §& £ |Toa
8roup | subjects | g 5 @ @ 5 = = ‘é’ ‘é’ s B |lnEg 88 &
E 2 §|% & £ i|g = £ ¢ 3F|EEELEL 3
] 2 . s 3 S o E 3 2° 285
2 8 2| % 5oz § EF g
8
Diarrh TEL 127 3 1 0 2 2 3 0 1 0 0 4 0 4
iarrhea
LVFX 117 4 1 0 2 0 1 2 1 0 1 1 4 5
Watery TEL 127 1 0 0 1 0 0 0 0 0 1 0 1 0 0 1
stools LVFX 117 1 0 0 1 0 0 0 0 0 0 0 0 1 0 1
Soft stool. TEL 127 6 0 0 0 0 0 6 0 0 0 0 6 0 0 6
oft stools
LVFX 117 2 0 0 0 0 0 2 0 0 0 0 2 0 0 2 2

TEL : telithromycin, LVFX : levofloxacin

%o

S. pneumoniae 1Z~ 7 07 4 FRIWETHEL S
N5 EMIZHT 52 #ENRTLE, ioxraFq
FRPURHE L b2 MM ERL, 72, v~27 074 Fid
H O FE b /R 3720, EM %515 L7 S. pneu-
moniae 2R LT~ 270 F 4 FRIUEHKOFIIWRET
Ehv, L2L, #HiHEOT NI 4 FRIGHEIZZ ORE
12X ) EM WP RERE I LChImEE TR L,
F72, WHEFEEDK 20", Lo XS 2L o
DD AR BEEHEICH LT O EBEIEVRETE,
B RE RO L LTCORBILENTE 7,

7RI 4 N, EMOFERICHMS 2 L 2 45, K
D Streptomyces venezuelae 2 H ¥ A2 & i 7z pikro-
mycin 25, WADOT M T4 F& LT1950 F IR Sh
TW72, pikromycin (&, WE D S LHR T DR T EM
5B L, SHITERORRIN VR EOBETN» S,
BmAEA SN TV R o 72235, d4ED EM O 1
Mz &y, KYEOEMRPERICN S 2 P00 ) & itk
FEEEZ LW W) T RE S, £ pikro-
mycin DFBERPILEINTE /e 7TV ADN LIV
27574 Bl TRY T4 A7 7—x4) IZBWTH,
SO b T A FHFEERERE L TE727% 1990 444
D1F L IZ pikromycin DFEHZFR L, EM IR B &
W H. influenzae (2313 2 P00 O KIE 2 8055 & RO
N E o emMOTr P74 FRREELLTO
TEL 3% R s, WMHRFERICHEIED SN TE 7,
S ETHENE L 72 HARNERB AT T2 M5 & U7z g
53 BxCi1, 800mg/H T CHOHEHMPAIZE W THEEM:
BRFTH 7Y £72, EINORKIERRAER TIE TEL
O BRI AT 25780 H N, IR KGR O F 7
RN R X9 % TEL OHR I 2 HbETEET 5 &,
TEL 181 600 mg LA 11 H 1\l L5 I2HB W TH47 %6k
BARVPFECTEBELEEZ LN, THITD DX E]
EN7: TEL 600 mg/H B &L U800 mg/H % w71

Mgzt 3 % R R BR oK F 7 &, ARFLE Y A w1
BV TIIMEER CHIEE TH - 724, ZethicBnT
600 mg/H 3 F¢ 3 B4R & & Y, TEL1 [H 600 mg,
1 H 1 E&ES-PSERS N2,

D EFop#EL D, 600mg/HTOTEL OARMESL X
R 2 RZBNICHEMET T % HKMT, LVFX1 [
100mg, 1 H3 ML ZxE L, ihiigzdge
L7z ARGERZ G LEM L7z, 28, dRIoWTid,
Ml 0 ERFEHE IS T 2ME I »b~x 7054 K
RFEEF /u rRIIREE G EE 2, (LFHEEOR
PP SHEEEZRETLHEY 70T 4 FRIFETD
SELPHENTVE CAMDBHYTH L EEZ LN,
L2L, EM &350 1% 7R3 CAM i S. pneumoniae
W9 B LA <2, £ 72, H. influenzae 2
#LTHNCCLS D7 LA 7KL ¥ FPITRENT WA
&M BLBR 8 ug/mL A% 5% i, 2R b 58k
ENTETWLI L XD, CAM TIEMikoiB# % s
TAHILITERVEHBILA, —F, ¥/ 8 R0H
WTHHEINTWD LVFX 1, Lt EHREICHLTY
BN PR N Z2RT? ™, /2, $TICZOHRKRLELOA
B L OREMEIZOVWTORVEHEATFEL L TW5 S
L, MiEOBHREEL LTHF /0y RREEO LI TH -
EBPHSINTVWBEZ L 2ERE L, LVFX Z:#EE L7z,

T 3 R o He B W] Bk 12> C, TEL & LVFX O A %)
MB LR T 2 ECHEE 25 KE 2D IE
RO LN o T20 BIREIRIENT R R B0 BHZT 5, B
MR OB, BHREREICZBNT, P2HEDd LL
I& Wilcoxon M E TH B & 7% (P<0.15) 233D b7z,
INH5DHE, HoLOTFHRET L LTHEL-HH
WEENTOZHBGHIREEFE IOV T, A2 Fi
L7230 24T - 7225, LT D VRS & HLEIZRRD
bNGgholz, TOMODHBIZOWTY, BHOHF)R
OGRS, TEL & LVFX O3 % ig§ 2 b CRHE
BawndbotEz o,



Table 17.

List of abnormal changes (grade=2) in laboratory test values

Prior illness

Concomitant

Abnormal laboratory findings

Causal relation to

Sex Target disease . drug use dical
Treatment ) A history ) medica d 1 (N study
Age (yr) Infection disease complications concomitant item treatment day institution’s mif;slﬁze :1?;2; a<1 ()p:;gr) medication
therapy standard range
TEL male bacterial pneumonia no no AST (GOT) 0 12~34 34 N
52 (Tu/L 3 78 AB
no no ) 7 76 AB probably related
#17 24 N
ALT (GPT) 0 7~43 27 N
(IU/L) 3 85 AB
ly rel
7 104 AB probably related
#17 27 N
LVFX male bacterial pneumonia no yes ALT (GPT) -1 5~33 43 AB
71 no no (IU/L) 7 104 AB
#14 78 AB possibly related
#29 21 N
#39 22 N
LVFX male bacterial pneumonia no yes ALT (GPT) 0 7~34 40 AB
38 no no (IU/L) 3 105 AB
7 76 AB possibly related
#17 79 AB
#56 23 N

TEL: telithromycin, LVFX : levofloxacin
Treatment day: The cases of follow—up testing are flagged with “#”; the number shown is the number of days after initiation of study medication treatment

I-S 1S10A

R

© THL Z £

R

1%

b ]

€l¢



274 H &K At % # & % & M ik

SEPT. 2003

i T, HINWOMENKEEZR Z &L 2% <,
gatifloxacin & LVFX*, azithromycin & CAM*” ® [Lig
BRI BT 2 M AR RIET S B01E, ZhZh 226
Bl 63 51 (27.9%), 163 Bl 32 1 (19.6%) TH -
7oo ARWEBRTIE, MEEFIER 250 F1IX L T 86 #(34.4
%) BV THINFRIRERE T A2 e TE, @Bk
OB E LB L CHBYUNCRBOEB SN2 b e E 2
bz F7z, MITFRIR) RGN 5450 86 145, 108
MOBEKNEI G SN, €D H S. pneumoniae 35 F,
H. influenzae 46 #k & 2 Wi TH & 814k (75.7%) T
HY, S. pneumoniae B £ " H. influenzae H31iiH %
B AELRERETH LI L2 HHTIMBEE o720

Wig it 3 % ER A%, TEL # 93.6% (102/109),
LVFX ¥ 87.8% (86/98) TH 72 HRIF DX 5.8
%, €Ol 95% FHEXHIX (-3.1, 14.7) TH Y,
TEL # O BR R LVFX BN L CIEEHETH 5 =
EAWGEE Nz S BT, KBTI TEL st To
ERR RER O A R RN /7 1 % B 128 5 14~28 HEIC
AR 2 ATV, WEER IR A H L7z, TEL# Ok
BRI 91.5% (97/106) & &<, Yo TEL O1f
Hili 903 2 BRIR R TR S T B AR O EHIi 7
2 X % cure rate (93.6%)*® LFEREDDLDTH o720
F72, LVFXBEOHHEEIH 81.4% LKL, AHE
BRDLN Lo boo, F03#iF10% LEEFEHN
LDTHo72,

—75, TEL #1281 Ml W F R R O WTH R E1E 73.9
% (34/46) TH VY, HKRFAR 93.6% (102/109) & ix
ML Wi RE o720

g, TEL#IZBWT, FKRWHT 26.3% (15/57)
595 S. pneumoniae \ZxF T B ERIRFI R B X OWH
RHENZNEN93.3% (14/15) B L1 86.7% (13/15)
THo7=DIZxF LT, 54.4% (31/57) % ki 5 H. infl-
uenzae (X T AR EB L OCHBEELENENEN
96.8% (30/31) B X UF67.7% (21/31) L FEHEL 722
ENRKELGLTWwAEEZ BN, ZOFRMDFN
LT, RIICHT R4 OMEHE R SHEM L 72,

97, 1B &G E B 2B 5 TEL 600
mg/H X7 HH ARG OWEgR P BATICH 3 2 G,
e G- U C o g iR E O P Ui/Ml, &
KA#H) X 8.45 (2.62, 12.00) ug/mLTH VY, HHEY
BICBWTIIBR PR <, iR E & &I
LT L #2580 & /=,

— 77, AT TS B Bl o W b i Y o
TEL 600 mg $%5- 2 BRI #£12 3B 2 P34l Or/Mil, &%
KAE) 1% 4.92ug/mL (1.77, 11.69), 125 BEAHLRE
® TEL 600 mg $45- 3~6 £ B1) 2 F3fE U
fill, & KMH) 1%2.62ug/mL (0.24, 6.25), 1 H % A
BT ORI R EY O TEL 600 mg #45- 6 R #12
BB FEHME+SD. 120616024 ug/mLTH Y,

2 kil 5 R D G D X 95 ITIRGIRTB I B 2 R g
X DKo 72,

LFEEEGEB L ORBERICTHHE S 1z H. influenzae
\2xf 9 % TEL ® MIC A% 1~8 ug/mL (MICso: 2 ug/
mL, MICs: 2ug/mL) THholzZ &b, NEBKE
2B BERREIR & W R ORI OVWTDOVDEDD
IR E LTid, BRAHETH HMiNICB T, TEL X
FREEICRAT LERRI R Z S L 72 o0, JERRGAL
WCHWAET HH, ¥ H. influenzae \2xF L T3 520
FHIDFE L 2\ W72 DI AR TICEAER & LTHR
L, ZOIKIEAIIRAT: L7z H. influenzae %5
BoggEE ED IR SN THHE S M-SR E 2 5
N5, £/2—H57T, H influenzae D3 5-HICHBES L
22O THRMRVEN TH 722 &L, Ak
MWD virulence 3 L (IR T 28, f5E (BHF) DK
YRR A MEICE S 22PN TED LB EZ LN,

FRBRORFNZO VT, WD ZOFMII OV TR
AEg 5% 2 2 TE WD, RBERIZEB VT, TEL#EIC
B B fef& G O B HE I H AT 91.5% (97/106) & i
<, BRRZR 93.6% (102/109) & DENID VI &,
T bbRMEFHHICB OV THEIIEALRI S R o
2o d sl WITNRLEGHRTROBRIIRE W
HEROTRBOHA L LTRYURNFHLEEZEZHND,

W H. influenzae AW L L CTRR S N9
WD b, H. influenzae 2R T HEHEFEL L OW
HAHIZ, cefdinir’ TZ N2 63.2% (43/68), 62.7
% (42/67), faropenem®™ T Z 1L &1 71.4% (40/56),
66.1% (37/56), CAM® TZN £ 72.6% (45/62),
64.2% (43/67) TH Y, “INd TEL ® H. influenzae
W69 BERIREIR B & ORI R & D IRWRIR AR S
nTw b, F 7, ciprofloxacin® £ X U cefditoren
pivoxil® TIZ W {H K HA790.7% (98/108) I X U 89.7
% (52/58) ETEL &) d&EHho/zb DD, AR
BWTIE, 84.1% (95/113) B LU 85.7% (54/63) &
AIED H. influenzae \ZX T HERR LD bKh o 72,
U EoOKR, H. influenzae \Zx1$ 5 TEL ORI S
X OHIE R R, S MEFE G EnULETH S
LEzbhiz,

H. influenzae \Z R\ CTHBERE DL 72 S. pneu-
moniae DEKE TdH - 723EBIIHF 3 % TEL O EHIRE)
H13293.3% (14/15) LEWETH o720

FRIZ, AR, (R RRE S T B TR 2EERN T
& 5 PRSP, PISP, ERSP B X ' EISP 2%} 3 % TEL
DERREIFRIL 5/5, 1/1, 91.7% (11/12) B XU 1/1,
BRI 5/5, 1/1, 91.7% (11/12) B L 0'1/1
TH Y, MR LTH TEL O WA REDS
AEB S 7z,

TAEMIZOWT, BEHOFRBRIE TEL B T 33.6%
(42/125), LVFX#£T33.9% (39/115) Tdh -7z &K
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HERIEHT GCP ICHEML L CHEHE L C, JRER L Om R
BI2L D, BEIGRRRINTYETTORER - #%
WOWTHEFRELTHEL T2, ZOFEE, Wt
EDITEVREHBII L 725D EZ 55, WEERICH
BAEZREOONT, BHLEEHRT NS BE T
723 ESETH Y, LVFX & @Kk, TEL ZL4atEom
WEHITH B Z DRI N2

BESEY TORMEHIZ, TEL#TEIZHLERE,
Frie - R RREETH - 72,

TEL#IZBWTIE, EEZAEHIEIRIALTEH T,
RIEBRCTHMEE 250 RIE 7% <, REITOWTIZME
ZwnbokBbniz,

St e LT, Whiis%icx 3% TEL O A%,
REVEOWEZHME L, LVFX 23 R3E L Uz it
B F20 L 7= 4G 0L, WGBRIEMEET M E o BLE (S #E A L 7E
BIOEF R $ 5 Tld, BRI EICBIT S TEL #
O LVFX BT 2 AR BGET 2 Z L AT E 72
F 7245, ABEBRTIE TEL B OB 4R #2045
WA O WTHERT LI e TE, —H, &
S LT TELHTRF /0 v RNMEETH 5
LVFX B & SO Es o2 L5, TEL
Hlil 25 DRI L LVEX & [R1 R B R 1 12 A 7 38
HIThsHIEIPRENT

E i

RIEFOERZEL, S 72720 72T 117 fii%
DORBRELEMOGAE I EHWZLET.

JETBERE R A7 B 27 E b I i e 55 — R 3 it A R,
ERRVAS =% J BT R ] TN E B A N L SY AN ES VA& 2 e o
BEPIRE: FREH— 2 - SUEHHEN, 7 A5 Be 0k 27 A
HHE, EREAEA L AT F4 7~ A H#a 2wk
MW Rl (B, SERARMBI &S Kb E L
KRB BE g R AT, WY NE) F— 3
VIRBENER: Ll —, SOF TR B g Rk %
BT, BARTRAEER SR MY I b A5 = R TR RS,
AFERRFEESRME RS =R BRI, SRR
S BE AR R A, AR AR A B I
BeRgedic - PR ERNRE: KBRS, R AR AE SRR
ARRBENEE: RHZFE, HERINERVNERE BE R
B, BEREEAHETFR 2 U=y 7 W R EEREE,
HENFHEBENRE: FHEE—, )R B2 e 25 F:
IR, KEFEAIT, AR AEEE SR R 5 e 55— R
S, BT AR A B g N R AR OBAE,
R FH WEL R A S [R5 A 23 L LR B A A5 05 B P 2
Bl Mg, dhachmhlas BB M 15 2E 45 L0 3 A 5
BENRE: sCHITEI, LR KSR 2730 MY g i B 5 — N R
PEHEE, OB mbe s AN AL A, 1R H
RAEHEBENEE: HEPRRE, 18 L85 Bt & 2 07 i A
EIRPEFR R NEE: IS —, 85 WAL R R R AR5
B IR B e L BT TE, IS UL AR AR BE N

W, ESE BRI, B SRR AT
JRALIRBEN R : BRI, MM R R RS2 B e - 7
VIOV F— Rt e, mAE R oin B e B AR
Wb, BERSRAEEAATRM AR B — R AR, R
BEASE BB WRBERENE: RBHFE, HAK
EPE AR M R O B S L RS, A RUR R
FRB IR AT BE A RE: VTS, [ 50 o e I ) 5% RS 2
Be7 LoV F — I gkl B2, HURURAE N B Weds
Bbe AHTBE, B NFEIEE 2 0 9 Be A AR

HARER R BB R SiRE =, ERLBR
HFHLAE A RO PR B RERFE: PRI, ER
2 B IR RL A A AR A BE =16 e g Bt Th R
FERE, IR B IR A AR A b S S i e
WpWegsFl: T-HSF, BTHTRABENF: ZHK—, K
KRB HRA AR BE 2 — N RE: e, Al R A
AR P ARA AR BE R B, T IEL AL A1 BR R I
Weaii 2 > & — WP YD EER, ERAH B I
ML X e It B S50 BERP IR g R A A
—, BRI RIRBE R g AL PEINER, 2x) 7 Y FE
FEREAFRORBENEL: HIIRIE, FAREAE <) 7 > )
BERF R AR REUE T PG R BE P 2 R A PR, ALt
ki Nk Ttk & P R RN BE IR AREH,

el ECfR e DR B2 RS iR AT P B 7R, B i A A 4
ARNBHEBENEL: AJFIE, B AL EE &k o
SR NSTET, REWEHE BN R: AR,

IR R M R AR Be 2 — N RE: Juilissih, &R
ML SR RR: S R, R A v B B PR

IUERBAEL, ORI A R M IR 0 e 27 = L TR A B,
KT SRR HEHE S, B R K e R
RVES, AR B R SRR, A ARk
TN B Rl S TR A e 2wl = 07 IR Be Wl 2 >
& —WRr: MR, R UL AR S B R A%
LA AN o S SN YR T e E S T N AT

H A e R & 40t i S Be T eas B IDAVHE S,

AR — R B g R IR A, L0 H T
P BNt B AR, HOHR R 27 S 2 S B e o e I %
e RIS, SRR A GURR AL & FEE TR
FEIRBEN S £ > & — ARIPHISR,  RBRIFF I 2 & Pt
BENPWeas NRL: SCRER], KRB EER R 2 g Be 25 —
Fh: BPEL O, mtR iR B A I ER Bl 5N,
[l SZHRFE T JIAR L Be i Zepi e Bl hIgs, B AR+
FEATRINEERE & > & — I et DI, Aol sz
R R AEM R BEAC L 7 BE N BE: AR, B UR 50
BERL: IIASEIR, o7 @k 3558 [ 1L R 57 SO0 Be I Seie
PIBE: RAATHE, RS HUOR S B o7 R M I o e 25 — A Rk Al
HIE2, A AR BEARTL T L BE P e e P B /P e, A2
TLAR o BEn PR e fl: /NEE, Atk AU
B L A xR B BE I B X, 1T 12 2 3R L )11
WERBEPI R AR RE, B AL A 2 A5 B 25—
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BEPNARR: R — - ORI 3E, W EIE NSRS s —
WA ARR: RS, TGS BE R R 27 B I o e I 25 A R
TRFEN, BEFENI ENFERE: JERIER, FEZEEE
P B 1L BE R TR - 2 EBE, ARA R BEN R
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Clinical evaluation of telithromycin for community—acquired pneumonia

—Phase III double-blind comparative study of telithromycin versus levofloxacin—
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and Yoshihito Niki"

YSecond Department of Internal Medicine, Nagasaki University, School of Medicine, 1-12-4,
Sakamoto, Nagasaki, Japan

?Respiratory Oncology and Molecular Medicine, Institute of Development, Aging, and Cancer, Tohoku
University

¥Department of Internal Medicine, Shinrakuen Hospital

YDivision of Respiratory Diseases, Department of Medicine, Kawasaki Medical School

The clinical efficacy and safety of telithromycin (TEL), a new ketolide antibiotic, were evaluation in
community—acquired pneumonia in a double-blind, randomized, drug-—controlled, two—groups parallel—
group, non-inferiority comparative study versus levofloxacin (LVFX). The dose and dosage of TEL was
600 mg once daily (TEL group) and those of LVFX was 100 mg 3 times daily (LVFX group). The treatment
period was either 7 days. The following results were obtained in this trial.

1. Clinical efficacy

Two hundred seven patients were evaluated for clinical efficacy. The clinical efficacy rates against
pneumonia were 93.6% (102/109) in TEL group and 87.8% (86/98) in LVFX group. The difference of
clinical efficacy rate (TEL group — LVFX group) was 5.8% and its 2-sided 95% confidence interval was
[—3.1, 14.7]. The lower limit of the confidence interval provided by the clinical trial protocol was not less
than —15%, and so the fact that TEL is not inferior to LVFX was verified.

2. Bacteriological efficacy

The eradication rate excluding indeterminate 119 cases out of 205 cases for bacteriological efficacy
analysis was respectively 73.9% (34/46) in TEL group and 100.0% (40/40) in LVFX group. Bacterial
species not eradicated in TEL group was mainly Haemophilus influenzae, but clinical efficacy rates of TEL
and LVFX against cases whose causative organism was this bacteria were respectively 96.8% (30/31) and
86.7% (13/15). In TEL group, resistant Streptococcus pneumoniae strains were all eradicated except for
1 strain of erythromycin-resistant S. pneumoniae.

3. Safety

Case number for the safety analysis was 244. The incidence rates of side effects excluding uncertain 4
cases were respectively 33.6% (42/125) in TEL group and 33.9% (39/115) in LVFX group. No significant
difference was found between the groups with respect to the incidence rate of side effects.

Considering from above results, it was suggested that 600 mg TEL administered once a day for 7 days
could be expected to be clinically very useful in the treatment of community—acquired pneumonia.



