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Table 1. Populations analyzed
Diagnosis*
Study Population Total
I I I
registered 6 19 7 32
Open study safety analysis set 6 19 7 32
7 days clinical efficacy analysis 4 15 6 25
bacteriological efficacy analysis 8
registered 60 30 30 120
safety analysis set 60 30 30 120
Open study .. .
5d clinical efficacy analysis 47 26 23 96
ays treatment success analysis 48 26 24 98
bacteriological efficacy analysis 47 26 23 96
registered 8 8
fet lysis set 7 7
Pharmacokinetic salety analysis s.e .
tud drug concentration analysis 7 7
stu

Y clinical efficacy analysis 7 7
bacteriological efficacy analysis 3 3

*Diagnosis I : acute upper respiratory tract infections
Diagnosis II : pneumonia
DiagnosisIl: acute exacerbation of chronic respiratory diseases
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Table 2. Frequency distribution/descriptive statistics of demographics
Open study Open study Pharmacokinetic
Study 7 days 5 days study
(25 cases) (96 cases) (7 cases)
Number of cases and % cases % cases % cases

Sex male 17 68.0 61 63.5 3

female 8 32.0 35 36.5 4

16~29 3 12.0 20 20.9 0

30~49 32.0 28 29.2 3

50~64 4 16.0 8 8.3 2

65~74 10 40.0 26 27.1 2

75~ 0 0.0 14 14.6 0
Age (yr) <65 15 60.0 56 58.3 5

65= 10 40.0 40 41.7 2

mean + S. D. 52.7+17.7 51.4+21.35 55.9+12.44

minimum 16 19 38

maximum 73 89 69
In patient inpatient 12 48.0 20 20.8 7
or out patient outpatient 11 44.0 71 74.0 0
status out—in 2 8.0 5 5.2 0

acute upper respiratory tract infection 4 16.0 47 49.0

acute tonsillitis 1 10

acute pharyngitis 0 9

acute pharyngolaryngitis 0 7

acute bronchitis 3 21

pneumonia 15 60.0 26 27.1

Bacterial pneumonia 5 15

Atypical pneumonia 1 1

Mycoplasma pneumonia 1 6

Chlamydia pneumonia 6 2

Legionella pneumonia 1 0

Bacterial + Chlamydia pneumonia 1 1

Bacterial + Legionella pneumonia 0 1

acute exacerbation of chronic

. . 6 24.0 23 24.0 7

Diagnosis respiratory diseases

chronic bronchitis 0 3 1

bronchiectasis (BE) 3 7 4

diffuse bronchiolitis 0 0 1

bronchial asthma 1 0 0

pulmonary emphysema (PE) 1 4 0

pulmonary fibrosis 0 0 1

interstitial pneumonia 0 1 0

cirrhotic pulmonary tuberculosis 0 1] 1

obsolete pulmonary tuberculosis (OPT) 1 1 0

sequela of pulmonary tuberculosis 0 2 0

PE + pulmonary fibrosis 0 1 0

PE + pneumoconiosis 0 1 0

PE + obsolete pulmonary tuberculosis 0 1 0

PE +idiopathic interstitial pneumonia 0 1 0

BE + PE + OPT + pneumoconisis 1] 1 0
Infection mild 8 32.0 39 40.6 1
serverity moderate 17 68.0 57 59.4 6
Medical no 18 72.0 59 61.5 2
history yes 7 28.0 37 38.5 5
Complication no 36.0 39 40.6 3

yes 16 64.0 57 59.4 4
Pre—study no 19 76.0 82 85.4 7
chemotherapy yes 6 24.0 14 14.6 0
Concomitant no 2 8.0 20 20.8 0
drug yes 23 92.0 76 79.2 7




Table 3. Clinical efficacy at end of treatment
Efficacy rate assessment Efficacy rate”
Study Disease ) ) . . point 95% confidence
effective not effective total indeterminate . .
estimate (%) interval
all diseases 23 2 25 1] 92.0 79.4~100
acute respiratory tract infection 4 0 4 0
pneumonia 13 2 15 0 86.7
Open Bacterial pneumonia 4 1 5 0
study Atypical pneumonia 1 0 1 0
7 days Mycoplasma pneumonia 1 0 1 0
Chlamydia pneumonia 6 0 6 0
Legionella pneumonia 1 0 1 0
Bacterial + Chlamydia pneumonia 0 1 1 0
acute exacerbation of chronic respiratory diseases 6 0 6 0 100.0
all diseases 89 7 96 0 92.7 87.0~98.4
acute upper respiratory tract infections 45 2 47 0 95.7 88.9~100.0
pneumonia 23 3 26 0 88.5 74.3~100.0
Open Bacterial pneumonia 13 0 15 0 86.7 66.1~100.0
study Atypical pneumonia 1 0 1 0
5 days Mycoplasma pneumonia 5 0 6 0
Chlamydia pneumonia 2 0 2 0
Bacterial + Chlamydia pneumonia 1 0 1 0
Bacterial + Legionella pneumonia 1 0 1 0
acute exacerbation of chronic respiratory diseases 21 2 23 0 91.3 77.6~100.0
all diseases 6 1 7 0
acute exacerbation of chronic bronchitis 1 0 1 0
Pharmacokinetic . . .
acute exacerbation of bronchiectasis 3 1 4 0
study
acute exacerbation of diffuse bronchiolitis 1 0 1 0
acute exacerbation of cirrhotic pulmonary tuberculosis 1 0 1 0

“Clinical efficacy rate = (no. of the subjects assessed as “effective”, for clinical efficacy assessment at 7 days or 5 days after treatment initiation, or discontinuation in the population)/ (no. of subjects in the
population) — (no. of subjects assessed as “indeterminate”) .
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Table 4. Treatment success rates on the final observation day in open study of 5 days
Treatment assessment Clinical cure rate”
Patient group
cure failure total indeterminate % 95% C. 1.
83 14 1
All di 97 85.6 78.1~93.1
rseases (84.7%)  (14.3%) (1.0%)
Acut iratory tract infecti 46 2 48 0 95.8 89.1~100.0
cute u er respirato: ract intection . P R .
pperesprratory 95.8%)  (4.2%) (0.0%)
P i 20 6 26 0 76.9 58.8~95.0
neumonia . O .
(76.9%) (23.1%) (0.0%)
Acut bati f chroni iratory di 17 6 23 ! 73.9 53.8~94.0
cute exacerbation of chronic respirato: seases . .8~94.
e e ! e respiratory & (70.8%) (25.0%) (4.2%)

“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”) .

C. IL.: confidence interval

Table 5.

Clinical efficacy and treatment success rates by causative pathogens

Clinical cure

Clinical efficacy rate®

rate
Organism
open study open study pharmacokinetic open study
7 days 5 days study 5 days

Staphylococcus aureus 1/1 (1(1):)(2);;) (1(1):)(2);;)
Staphylococcus epidermidis 1/1 1/1
Streptococcus pneumoniae 1/1 <;;/31;) (9111./71720)
Streptococcus pyogenes 4/4 3/4
Streptococcus, group C 1/1 1/1
Streptococcus, group G 1/1 1/1
Haemophilus influenzae 5/6 <9?)?(1)8/0> 2/3 <9?)?(1)8/0>
Klebsiella pneumoniae 2/2 2/2
Klebsiella sp. 1/1 1/1
Moraxella (Branhamella) catarrhalis 4/4 3/4
Pantoea agglomerans 1/1
Mycoplasma pneumoniae 1/1 1/1 1/1

“Clinical efficacy rate= (no. of the subjects assessed as “effective”, for clinical efficacy assessment at 7 days or 5 days after treatment

initiation, or discontinuation in the population)/ (no. of subjects in the population) — (no. of subjects assessed as “indeterminate”) .
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influenzae (239 B AREDEZE (MICy) 1 2 ug/mL

THY, EM, CAM & Hig L T 4 f5i4 - 720

5. PR S ER 09 B R R

i VMl e BR B A3 2Bk S 729 B 0 — B % Table 9 1271
L7zo N=3) ViifPERi 983K (benzylpenicillin (PCG)
DO MICZ2 ug/mL) % 7213 EM i il &5k B (EM ©
MIC=1 ug/mL) HEKE & FHE S N hEfliL, 7 HIH
E5RBRB L0 5 HEGHERT 10 8lICED 5, 10
BIOEERRRALTRT AR, MBEENRIR D T T
HWETHo72. T2, ThHORZ VY VI ERE
F 7213 EM WM 23k 1% % TEL 0 & (MIC)
1% 0.03~0.25 ug/mL TH Y, HEHIBRDONLHo
726
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Table 6. Bacteriological efficacy for patients

Bacteriological effi
Assessment of bacteriological efficacy” acterio Og:cj eheasy
rate
Study
t int
I i it I\ s VI total ne pou 95% C. L
assessable estimate
O tud,
pen study 4 0 2 0 2 0 8 17 6/8 38.7~100.0
7 days
Open study 86.0%
32 1 5 0 5 0 43 53 74.5~97.6
5 days (87/43)
Pharmacokinetic
1 0 0 2 0 0 3 0 1/3 0.0~100.0
study

? Assessment I : eradication or presumptive eradication
Il : decrease or partial eradication
II': microbial substitution
IV: superinfection
V: persistence, or reappearance (temporary eradication)
VI: multiple infection
"Bacteriological efficacy rate =cases assessed as “eradication or presumptive eradication” + “microbial substitution” /(analyzed cases —
“indeterminate” cases)
C. L.: confidence interval

Table 7. Eradication rates by causative pathogens

Eradicati
Study Strain Total Eradicated ra 1ca>1on
rate®
aerobic gram—positive bacteria S. aureus 1 1
S. pneumoniae 1 1
total 2 2
aerobic gram—netative bacteria H. influenzae 5 3
Open study P. agglomerans
7 days total 6 4
atypical microorganism M. pneumoniae 1 1
total 1 1
total 9 7
aerobic gram—positive bacteria S. aureus 11 10 90.9%
S. epidermidis 1 1
S. pneumoniae 13 12 92.3%
S. pyogenes
Streptococcus, group C 1 1
Streptococcus, group G 1 1
total 31 29 93.5%
Open study aerobic gram-negative bacteria H. influenzae 10 6 60.0%
5 days K. pneumoniae 1
Klebsiella sp. 1 0
M.(B.) catarrhalis 4
total 17 11 64.7%
atypical microorganism M. pneumoniae 1 1
total 1 1
total 49 41 83.7%
Pharmacokinetic aerobic gram—negative bacteria H. influenzae 3 1
study total 3 1

“Eradication rate= (Number of strains became undetectable after treatment)/(Number of strains isolated before treatment) . Percentage
is not displayed if the number of denominator is less than five.



Table 8. MIC distributions of clinically isolated Streptococcus pneumoniae and Haemophilus influenzae

<8. pneumoniae > (n=12)

MIC (ug/mL)

Drug Range MICsy  MICy
=0.001 0.002 0.004 0.008 0.015 0.03 0.06 0.12 0.25 0.5 1 2
TEL 3 1 3 4 1 0.008-0.25 0.06 0.12
EM 2 1 2 0.03->64 >64 >64
CAM 1 2 1 1 0.015->64 64 >64
CFDN 4 1 2 2 1 0.12-8 0.5 4
LVFX 1 11 0.5-1 1 1
PCG 3 4 1 1 2 1 0.03-2 0.06 1
<H. influenzae> (n=8)
MIC (ug/mL)
Drug Range MICsy MICyo
=0.001 0.002 0.004 0.008 0.015 0.03 0.06 0.12 0.25 0.5 1 2
TEL 8 2-2 2 2
EM 1 2-8 4 8
CAM 1 2-8 4 8
CFDN 3 3 2 0.5-2 1 2
LVFX 8 0.03-0.03 0.03 0.03

TEL: telithromycin, EM: erythromycin, CAM: clarithromycin, CFDN: cefdinir, LVFX: levofloxacin, PCG: benzylpenicillin
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Tble 9. Efficacy in subjects with Streptococcus pneumoniae isolates resistant to benzylpenicillin and/or erythromycin
Antimicrobial usage Causative pathogen
Treatment
Sex . . . K MIC of S. pneumoniae .
Diagnosis upper: prior duration other pathogen Clinical . . Treatment
Study Age . . . (ug/mL) Bacteriological efficacy
(vr) Severity of infections treatment efficacy assessment
yr . ()
1 : aff treat t
ower: after (days) source EM PCG  TEL .prmrA reas merl .
treatment microbial substitution
Open study  female bacterial pneumonia Cefactor® 7 sputum®” 4 1 0.25 effective eradication or not performed
7 days 43 moderate — presumed eradication
male pulmonary emphysema — 5 sputum”’ 2 0.06 0.06 H. influenzae™’ effective microbial substitution success
85 moderate — E. aerogenes
bronchiectasis,
pulmonary emphysema,
male obsolete pulmonary — 5 sputum®  >64 1 0.12 effective eradication or success
77 tuberculosis, presumed eradication
pneumoconiosis
moderate —
male acute bronchitis Sawacillin® 5 sputum® 2 1 0.12 effective eradication or success
53 moderate — presumed eradication
male pulmonary emphysema — 5 sputum” >64  0.03  0.06 effective eradication or success
Open study 65 moderate — presumed eradication
5 days
o male  pulmonary emphysema, — 5 sputum®” >64 0.5 0.25 effective eradication or failure
pneumocoiosis presumed eradication
70 moderate Cravit®
female chronic bronchitis — 5 sputum® >64 0.06 0.06 effective eradication or indeterminate
74 mild — presumed eradication
male acute bronchitis Nofxan® 4 sputum®” >64 2 0.12 H. influenzae effective microbial substitution success
20 mild —
female bronchiectasis — 5 sputum®” >64 0.03 0.12 effective eradication or success
41 moderate — presumed eradication
male bacterial pneumonia — 5 sputum” >64 0.12  0.03 effective eradication or success
73 moderate — presumed eradication

“isolated at local laboratory, "isolated at central laboratory

EM: erythromycin, PCG: benzylpenicillin, TEL: telithromycin
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6. IEEHPB X U[ﬂl% H S i B Table 10. Maximum concetrations of telithromycin in sputum and

1) ﬂ’é{% EP B Iﬂl% ':P ;’Ef% ?’% E'Z plasma, and transfer ratios to sputum

TEL Db X O MEE b o fi i iR 5 7 & UM Maximugn ?nﬁntratim Transfor ratio
HAOBATHE Table 10, B H I & O KI5 _ s (sputum/plasma)
VT B SR v R o HE R % Fig. 1, V5 pas 8 Hig Patient no. sputum plasma
OFRMAE IR HER 2 Fig. 2 137R L7z, TEL #%5 ] ; 1§§§ ‘1) ‘5‘; z 33
FH] F D 45 i 81 D 5 18 W 3¢ v IR L 1 2.62~12.00 g/ mL 5 12. 00 0 84 493
ThY, 3 HEDLIREE O REMAERE X 0.61~2.84 4 10. 40 2.30 4.52
ug/mL TH o720 %72, TEL OO V3 ff = 2 jgz ffg iif
AR AL, WEPEH2°8.45+3.37 ug/mL, IMAEAHT1.78 7 10.00 L 5 85

< . K PR 4k (B
iQ%eQmLi?ot{%%¢«®$W%ﬁ+(mm Mean+S.D. |8.45+3.37 | 1.78=0.75 4.75
W v ke BE /i i IMLAE IR BE) 13 4.75 Tadb o 720 AR Minimum 2.62 0.61 —
B WH P OBIgEH Z L o iR, WP TRE<, Median 10.00 L.71 -
B HERL B2 IO TERSFE £ DIEC 5 oo | 100 ) 28 N
% confidence

1@5['5]75;77\ Y interval® 5.34,11.57 | 1.08,2.48 3.39,6.79

2) IRV PRI & AR

W PR SR BEABR 1C 35U B 2448 B O I W 9% ' TEL ¢ 2
ERRRR B X OIS~ R R D B4R %2 Table 11 (2R
L7zo BRIRZDRDS THR] L sh/z6BIlBT5

*Confidence interval was calculated based on approximation to

normal distribution

6
5 (N=7)
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Mean concentration of telithromycin ( g/mL)

0.01

(N=17)

Mean changes over time in sputum concentrations of telithromycin.
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Fig. 2.

Telithromycin plasma and sputum concentration profile on 3 days after treatment.
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Table 11. Maximum sputum telithromycin conentration and efficacy
. MIC of TEL
Maximum inst
agains
Patient . A concentration Causative g . Clinical Bacteriological
Diagnosis . causative
no. in sputum pathogen efficacy efficacy
(ug/mL) pathogen
" (ug/mL)
acute exacerbation . not persistence, or
1 R i 2.62 H. influenzae 2 .
of bronchiectasis effective reappearance
acute exacerbation
2 of cirrhotic pulmonary 10.80 — effective indeterminate
tuberculosis
acute exacerbation
3 . . 12.00 — effective indeterminate
of bronchiectasis
. eradication or
acute exacerbation . A .
5 . . 10. 40 H. influenzae 4 effective presumptive
of chronic bronchitis o
eradication
acute exacerbation . . persistence, or
6 . L 5.38 H. influenzae 4 effective
of diffuse bronchiolitis reappearance
acute exacerbation
7 . . 7.98 — effective indeterminate
of bronchiectasis
acute exacerbation . . .
8 R i 10.0 — effective indeterminate
of bronchiectasis
TEL: telithromycin
Table 12.  Occurrence rates of adverse events
Cases with Cases with Incidence of

Study Adverse events Safety analysis set

adverse event (s) missing information adverse events

Oven studv 7 d all 30 16 2 16/30 (53.3%)
en stu ays
P v iaay possible related 29 13 3 13/29 (44.8%)
o tudv 5 d all 120 48 1 48/119 (40.3%)
en stu ays
i voaay possible related 120 41 1 41/119 (34.5%)
Pharmacokinetic all 7 1 1/7
study possible related 7 0 0/7

W 996 v O v T B 1% 5.38~12.00 ug/mL TdH 1), Ak
THM S 7 E KK H. influenzae \Z%F 3 % TEL ®
MIC 2~4 ug/mL %14 Ll - 72, EREHEI N2 1
BlOWEHEREREE 2.62 ug/mL & b - & Kh o7z,

7. w"&EW

1) fAEFEL

HERROIBEE Table 12 127R L7z HRERAS
RETEZVWAERS FIEH) &, 7 HERSHEBRT
i (FEB AL 361 % B < 29 Bl 13 6] (44.8%), 5
HRE 5 R TIE FBEA] 1# % K< 119 Fld 41
Bl (34.5%) IZFBDH b7z, FRRSEHAEBTIIFED b
Loz, BOOLNLRERHIZV TN OBE~PEFET
H Y B R BERD 5\ IZEITE L 72,

7 HPG-R8B X 05 H RS- R IR L - RIE
HIZoWT, BESHEB X OEREE % Table 13 128 L
7oo FABEORVEIERIZ, 7 HB$#5- R TIE ALT
(GPT) L5 4/32 (12.56%) THh o7z 5 HIH KGR
T, HALERE 26/120 (21.7%), & - JHE R EEE

10/120 (8.3%) T&d Y, THIA310/120 (8.3%) & b
S L EWRBHEL IR L,

AERGIZE Y PIRICE - ERNZ, 7 H B S-RER
TIZALT (GPT) L& 161, 5 HE#5 R B CTIZEL
1, THIBOEF 2P TH o720 T2, WIh
DHERZFLZOMEIIRETH Y, HEEREHEL
72735, TEL & ORREBBRIIBETE Rh o7,

2) EELAEEHRG

WENOREBRIZB VT HIEHIE R Do 720 5 HEHE
HRBIZBWT, RELHRBHBROBETERVEER
BHEFERF GG SN2, BEIRRZ SRR
L7240 BMET, B5HBHOREHRICHEHA CE
1t) ZiRD7720F R LARE o7z BB IR
ELThli%k, APHEE LChicE, Mizeh, EBurmAe
EEH LT, [RE3HYEAMIERZ (B 2505
Nz <, FERITFRED 5 WIZEPHE ORI REOE
LICE b EEZ, GBI THE & HIBr L7225, 6
BB EOHLIZX Y Ik & % 5720 TEL IZHIERE F
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Table 13. Adverse events in body system and its severity possible related to telithromycin
Open study 7 days Open study 5 days
lyzed severity* lyzed severity ™
analyze y total analyze y total
cases I I cases I I
Bod; t
0Cy system 29 10 3 0o 13 119 35 6 0 41
Adverse event
Skin and appendages disorder 120 1 0 0 1
Rash 120 1 0 0 1
Central & peripheral nervous system disorder 32 1 0 0 1 120 3 0 0 3
Headache 120 2 0 0 2
Dull headache 32 1 0 0 1 120 1 0 0 1
Hearing and vestibular disoder 120 1 0 0 1
Tinnitus 120 1 0 0 1
Psychiatric disorder 120 1 0 0 1
Insomnia 120 1 0 0 1
Gastrointestinal system disorder 120 22 4 0 26
Tongue aphtha formation 120 1 0 0 1
Retching 120 0 1 0 1
Gagging 120 1 0 0 1
Vomiting 32 1 0 0 1 120 1 0 0 1
Angular stomotitis 120 1 0 0 1
Diarrhea 32 0 1 0 1 120 8 2 0 10
Stools loose 120 3 0 0 3
Cheilitis 120 1 0 0 1
Stomachache 32 0 1 0 1
Heavy stomach feeling 120 0 1 0 1
Glossitis 120 1 0 0 1
Tongue discoloration 120 1 0 0 1
Abdominal pain 120 1 0 0 1
Stomach discomfort 120 0 1 0 1
Epigastric pain 32 0 1 0 1
Constipation 32 1 0 0 1
Abdomen enlarged feeling 32 1 0 0 1 120 3 0 0 3
Increased serum amylase 28 1 0 0 1
Liver and biliary system disorder 120 9 1 0 10
Increased serum AST (GOT) 32 1 0 0 1 117 5 1 0 6
Increased serum ALT (GPT) 32 3 1 0 4 117 6 1 0 7
Increased y—GTP 115 5 1 0 6
Metabolic & nutritional disorder 120 4 1 0 5
Increased serum ALP 32 1 0 0 1 115 2 1 0 3
Increased serum LDH 27 1 0 0 1 115 1 0 0 1
Increased urates blood 115 1 0 0 1
Respiratory system disorder 120 0 1 0 1
Stridor 120 0 1 0 1
White cell and RES disorder 120 2 0 0 2
Neutropenia 31 2 0 0 2
Eosinophilia 31 1 0 0 1 115 1 0 0 1
Leucopenia 32 1 0 0 1
Lymphocytosis 115 1 0 0 1
Platelet, bleeding & clotting disorder
Increased platelets 26 1 0 0 1
Urinary system disorder 120 3 1 0 4
Haematuria microscopic 74 1 0 0 1
Increased urine WBC 74 1 0 0 1
Increased urea nitrogen 116 1 0 0 1
Increased urinary f3: microgloblin 1 0 1 0 1
Albuminuria 26 1 0 0 1
Body as a whole—general disorder 120 1 1 0 2
Fever 120 0 1 0 1
Hot flushes 120 1 0 0 1

*Severity I :mild, II: moderate, Il : severe
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TIZ1HE (BF600mg) x5Sz, HIERH, &
HWTEBLR T . 377y v (JR BMG)
A319,082 ug/L (FE#efli: ~230ug/L) I EH L7 C
EERERL, Totk, 59k 19 HEIEEE L 72,
F72, PIL2 HRICHME SN2 N=T7 ¥ F V—f-D-7
I I=F—F (NAG) B X OMOERBAMIZ TR
FIIRO LN LD o720
Im. = =

AKIE, 77 2BYHE, FEAEERB L0 7 LB
PR OB L CHEGEEZALTBY, 277 A
Bt s L TV 2 LT b, T2, £H)
k& 2o TWB =YY Vit %5k% (PRSP) &
Hwidw 7 a g4 FIFEMEERE IS LT, BEhd
BWheHALTWw5EY,

Lrlal, AIEDANRY PSR THEEN G E LT
SN DI EHEGHE IS LT, 5 MM ERs 20
DORE (7 HEPx5-8%, 5 &SR B X OHK
FIRRZ FEE L, AEOHRME, REMWB X OEYH)
i L7,

ISR G E B E 2 x4 & L72 TEL600mg 1 H 1 1]
Pe 502 X BRI FIE, 7 %S RBB & OlR SRR
REIZBWTENRZEN 23/25 (92.0%), 6/7 Tdh - 720
5 HRM#Z5REBIZHBWTIZ89/96 (92.7%) TH Y, 7
H 5 L IZIZFBRO R R oz, 72, 5H
3% G-3RI BT B ARIEB G T 1 O IcHEFAT E 83/97
(85.6%) & EWIEHKIE %1372,

MR ERR) R, 7 HEESRBB X 05 HEES5R
BRlizBWwTEhZ6/8, 37/43 (86.1%) Td - 72
57 7 AR 3 5 HKHIE 7 H #5505k
IZBWT2/2, 5 HME#HES R BTIX29/31 (98.5%) T
H Y, BT S. pneumoniae DIHKFIIFNZFN 1/1, 12/
13 (92.3%) T»H > 72, S. pneumoniae P ) H =
Y VIR R ERE B B \ix v 2 1 5 A4 R RERE A
JEIN B & Cf g S ER (10 SEBY) (23810 % BRRRD F
1 10/10 (100%) TH Y, {HEH D 10/10 (100%) T
Hotze TORRIZ, REDODLSLIRERKEHMTH S
W % & S. pneumoniae (233 AN HIH I %
BRRIIZFGEL 72 b D TH Y, L HIHENM 93K 2 ERIR
FEREZMBEE 2> T BBIRT CRIEFITH R R T
EEZobND, —J, HWEMT T AEEROWRFEILT
H 35 ABRICB VT 4/6, 5 HREERGREBRTIX 11/17
(64.7%) Td o720 FTEIEKE Td % H. influenzae
DOHEERIZZENEN3/5, 6/10 (60.0%) T - 7278
H. influenzae GBI X 3 % BRA A 1L, 7 HExE
RERB X5 HHERG-HABRICB W TENEN5/6, 9/10
(90.0%) L EVERREIR%Z /R L7zo H. influenzae &%
BBV 2 ERIRANR & W RSP R TRMET S48 & 74
572, THUFEGIREICB W T, REIIEIREICE
TUBREAI R 2RI L 72 b 00, FREGEBAICHAE L T

W3 EEZHLNS H. influenzae \ZxF LT, TH5w®ED
HRIDFENEL W2 DITEKRL, ThPRSBROREE
EBDITHER SN, DEESNIWRESERZONDL. B
Wi, REDH. influenzae @ virulence # % L { KT
&, mE (BF) (T 2REMZ RDELHR, &
FEIR 2 B GE X BURIC T 2882 R L2 D
LEZLND, TNHDOT &IE, 5 HIM#%S RO H.
influenzae IERBN B VT, HGRTHOBIRIR L
BG#T 7T HD S 14 HE OB GREERIIE) @
FARAT9/10 (90.0%) L LTHY, HEFER 5%
Poll by, BHHETREORKRIE L BHERO
TeMEOFIE L TRBY LRI EEZ OND,

FRPRSEPERER T, R VEI R o e R &
XHIZ TEL OWEZEIRIE A 7 H BRI 12058 LG
L7zo ZDOFR, TEL DR FEEHE ROt 8.45
ug/mL T o O, MW &g e o T 2K B (S
pneumoniae, H. influenzae, M. (B.) catarrhalis,
Mycoplasma pneumoniae, Chlamydia pneumoniae,
Legionella spp.) " 1Zx9 %A% D MICy (0.00097~
3.13ug/mL) ZMZ 5 BIFaBITR2R L7, 72, &
LB hOBILEH Z oWEgEPEER, ik cE L,
BEGHBPREL 251X ONTERSE L LIRS
A DTz L5, ARIIIFEREIROTEFE % &G
WHIC B RBIT2 R T EERZONS, LX), TEL
DO - HEE LTiZ600mg 1 H 1%L THYTDH
BT EARBEENT,

TAEVEICE L TIE, 7 HMRG BT E2EER &
L Tl ALT (GPT) L5t7°4/32 (12.5%) (238 5
N7zo 5 HERGRABRICBWCEEZEEH L LRy
BMG O LA-»#iE SNz, Thid, KEOHKLHITH
HLTwa7:0, AERL L ORHYMHBEELS RS Sh
7oo AEEFGUIASE 600 mg % 1 BRI ICTHH (B
1t) o7z L, BHITHEDOIZHE N L 72 RH
BMG 7S Efliz R L 7= FBITH %0 HlE~OREIZOW
TiX, HIE2 HRIZER L7z NAG PIEH Th-o722 &,
F7:, MOMBMEPEFE ThHo72ZLE2EETL L, &
BB EIHFESATuRWEEZ bR, TELH%Y
I OMABMEIIAHATH 5720 &d, HEEMIZEDHET
HHMEEOMG-bHL Tnb, 72, 5 0L
BCiZ ELREIEN & L THALE R E 2 120 6 26 61
(21.7%), WFH - PHAE R B 7% 120 #1061 (8.3%)
Ro bz, 7 HMEG BB L5 HHRS5HEBRICE
WTHEB LZEER IS b BE~ SO TH
D, &RELTHRHICMELEZEZONE DI R o7,
DO S, TEL (K2R &G 0 T 55 K
(5 o WX AT I A Rl -3 SONONEY S Ry o2 ol N S B 1/
PHEYYEICH LC600mg 1 H 16 5 HMH%S 4%
FRRAIRHIFCE 2 MAE L EZ BNz, 51T, Bl
15, BROBTRERMEIIZR > TWAER=ZDY Vit
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Mi%ERE D 5 Vid~ 2 v 54 Rt sRERE <0 L,
AEIEN - BRAEL L B EOREZAET L L
EHOIORBTLHREIEO N2 e s, REIZFHR
FRGUE N LCIERICHERZER L 2AH) EFEZ N
720

@O

AR, P93 A 27 HICHEST & L7z H GCP ©
PINTEA SNAPRIETH > 7212d b b, Fid
DFEAFITIE, O THEIIMIZE  DIESE2 THRE L
TW 2 EECEH L ET.

E V. FRERATE AR BN AR, T R A
BENEE: KB, AR A wBE N - N EE: IR
i, BERAR T TR Mg R BT, AR
TR =T FEFT B I8 55 e - 23 B S 1T 78 43 9. L2,

W R NEE AN B IE AR BN R bz - AR5,

PRHIR AR B A TR M IR e 2 — I BE: =3l i, 1B RS2
SF TR M I s e o — R MR, R LR B AR BE Y
Fh: B, &7 fiwbe R KW, LR
PITHE AR e R BRI, B RS R S R 2 R M I i B
BBk BAEIRAE, SRS BRRR S BE S — MR
AIERE, FEAISARKIEEE AR IRESER, R
KRR AW B eI & - IRAGENFE: Set, A%
Rl bE M H R S RL & e 7 LV F — PR ERRh: B0
Z, FERAH B FEHHLE G Sw a i e = 1 e e d
Fh: vhogReebe, 0 UL A A R o P A e o e P R
B, ARG BRE IR L > & — WPk
Mo ECHR],  BEUUTT RN e R B VE)INERE, <V T
¥ F R R ARV 0 BRI g R R, B
ERF AR R BE A R TR, P I aL
R R A ST Sl 2 L R TR S R T e ST EE N
TBENEL: TGRS, PO AL E S i i
W ANEFY, BRI R e AL SIS S,
PR BB RS2 BE 2R I i B 55 Bk T-H i, Bk
ZH IR g v 7 — MEELR, AR R E
T e S R N < R ARA G L ] L R
VAP e Sl S S B N L VA RE R R AR R S R
AN, @R R R B B M B A B o — L AR
Betly, WEESIEAR Y vy — AR R, A
AT S P RO BRI g R DAY AR, H AR
AN SR > & — IR LT, IR EE R
FH IR BERE A AR RSN, G R AR LY [
WEARBEP R AR RR, I R N AR o F BE
ARG - B, BT N RS A — M Be A
RS, BEBEENIE ENRHEEBENRL: BRI, [E R
FERT R R LB TR - 2, AR EEENF
AEFY, RANBHEBEANF: ZAE, FRBSGZ ) =
v 7 WEk SPRAE, AR ORBRIA i B Be e g Bt =
L, < SRS~ Y 5 B B S -
T VIVF—Fh GREE B, S UL T S B AR B

SORBARRE, #AWRBEES TR EENR: PAEZ, =8
AP EFE: IS, ERAH B IEHLAE S
KHNRIRBENFL: BT SE, ARRRFEBE S — WA
TIA, BEEEANER S S WRBENRE SARZESR, TN
REFPR AR MR R BE 5 — PRk B R, R o B
WEE: FAR—R, PR AW BN FE: LA ER,
HEPRRBE R EEF UM, R DR N SRR R B
MR R EE, EENRIARE EEFY, KOERK
SRR B IR BENEL S kT2, Ko AL LA
SRR B SEEE, SRR R v B 55 R
FHEPFI S, R LT RORBE R R R, WEAR
ERBETBERBE N B, BRERREE R M s B
NPk FIRE, #AF /MR EE: RILZE—
X L7y
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The efficacy, safety and pharmacokinetics of telithromycin (TEL), a new ketolide antibiotic, were
evaluated by three clinical studies in patients with respiratory infections. The efficacy and safety in 7 days
treatment duration with 600 mg once daily were assessed in the Phase II open label study (open study of 7
days). In the Phase II open label clinical pharmacology study (PK study), sputum concentrations of TEL
in 7 days treatment duration with 600 mg once daily were determined periodically for 7 days and the
propriety of TEL 600 mg treatment was primarily investigated. Furthermore, in the Phase III open label
study (open study of 5 days) the treatment method was the same as in 7 days treatment but treatment
duration period was shortened to 5 days, and the efficacy, safety and newly additional final assessment
were investigated.

1. Clinical efficacy/final assessment

The efficacy rates in 7 days—open study, pharmacology study and 5 days—open study were respectively
92.0% (23/25) , 6/7 and 92.7% (89/96). The final assessment in 5 days treatment study (treatment cure
rate) was 85.6% (83/97). The clinical efficacy in 10 cases whose causative organism was judged as
penicillin— or macrolide-resistant Streptococcus pneumoniae in 3 studies was every “effective”.

2. Bacteriological efficacy

The eradication rates in 7 days—open study, pharmacology study and 5 days—open study were respec-
tively 75.0% (6/8), 1/3 and 86.0% (87/43).

3. Pharmacokinetics (PK)

The maximum concentrations (mean values) of TEL in the spectrum and plasma were respectively 8.45
ug/mL and 1.78 ug/mL, and the mean transfer rate into sputum (the maximum sputum concentration/the
maximum plasma concentration) was 4.75.

4. Safety

The incidence rates of side effects in 7 days and 5 days open studies were respectively 44.8% (13/29) and
34.5% (41/119). In the pharmacology study, there were no side effects. Side effects with relatively higher
incidence rates were gastro—intestinal tract disturbances and hepato—biliary tract related disturbances.
They were all mild to moderate and recovered or improved without any sequela. In there 3 studies, TEL
was recognized to be highly effective against respiratory tract infections and to be well transferred into
sputum. From above findings, it was suggested that TEL could exhibit sufficient usefulness with 600 mg
once daily treatment for 5 days against respiratory tract infections.



