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H OH

(+) —(3aS,4R,7R,9R,10R,11R,13R,15R,15aR)-4-ethyloctahydro-11-
methoxy-3a,7,9,11,13,15-hexamethyl-1-{4-[4-(3-pyridyl)imidazol-1-
yllbutyl}-10-{[3,4,6-trideoxy-3-(dimethylamino)- 3 -D-xylo-
hexopyranosylloxy}-2H-oxacyclotetradecino[4,3-d]oxazole-
2,6,8,14(1H,7H,9H)-tetrone

Fig. 1. Chemical structure of telithromycin.

BRI RO RS HEAL S N2 e 2 b > THEDO R Y%
L TR,

MR RER B X OAME T MR RBRORE R, 5 ARFEDOH
KRTOBFRESAIIRE S, ENG T HERRRBRDFE S
720 ElIN OEBE R A TRE#E 2 30 5 & L7 MR 18 5 (50,
100, 200, 400, 600, 800 £721%1,200mg) BLU1H1
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Table 1. Criteria for clinical dosage

Recommendation dose

Final recommendation dose

efficacy safety

800 mg
(any serious adverse event in 800
mg group)

800 mg 600 mg

800 mg 600 or 800 mg 800 mg

600 or 800 mg 600 mg 600 mg

600 or 800 mg 600 or 800 mg 600 or 800 mg
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HIC, AR X ReEtrsHER sy O HEE
b &1, Table 1128 L7z LH#E1C X ) feflny 2 HESTERIR
BHEHEEARET DL L L7,

II. #

1. REGIHERL

FEBIORERL B & K IHAT R G5 5 O BRHV B % Fig.
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Hr ot G 46 1 1 600 mg #: T Z 2N 50 B, 43 B, 42
Bl B X V800 mg #: T ZN 536, 48 B, 48 HIT
Ho7zs
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1) ERARADR

Jili & G AR O B R %D F % Table 4 1278 L7z2o HRIFEIX
600 mg T 92.9% (39/42) , 800 mg #T 95.8% (46/

600 mg 800 mg
50 54
|
Safety analysis set Exclusion
600 mg 800 mg 600 mg | 800 mg
50 53 total 0 1
Reason: Not treated with study 0 1
medication
|
Clinical efficacy analysis Exclusion
set
600 mg 800 mg 600 mg | 800 mg
43 48 total 7 5
Reason: Antibiotic administration 2 0
before trial
Wrong entry diagnosis 2 2
No data after study medi- 0 1
cation administration
Out of time window 0 1
Missing observation para- 2 0
meter(s) at end of treat-
ment
Prohibited concomitant 1 1
drug used
|
Bacterlologlgal efficacy Exclusion
analysis set
600mg | 800 mg 600 mg | 800 mg
42 | 48 total 1 0
Reason: Not performed at end of 1 0
treatment

Fig. 2.

Subject disposition and accounting.
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Table 2. Background of patients
No. of subjects (%) 1) o test
Ttem 600 mg 800 mg 2) Wilcoxon test
43 48
S male 27 (62.8) 28 (58.3) 1) p=0.826
ex
female 16 (37.2) 20 (41.7) DF=1
<65 25 (58.1) 32 (66.7) 1) p=0.534
Age (yr) _
=65 18 (41.9) 16 (33.3) DF=1
<50 5 (11.6) 15 (31.3) 1) p=0.153
Body weight =50-<170 26 (60.5) 21 (43.8) DF=3
(kg) =70 5 (11.6) 5 (10.4) 2) p=0.069
unknown 7 (16.3) 7 (14.6)
Previous history yes 17 (89.5) 19 (39.6) 1) p=1.000
no 26 (60.5) 29 (60.4) DF=1
Complication yes 24 (55.8) 28 (58.3) 1) p=0.976
disease no 19 (44.2) 20 (41.7) DF=1
Antibiotic administration yes 7 (16.3) 8 (16.7) 1) p=1.000
before trial no 36 (83.7) 40 (83.3) DF=1
Concomitant yes 35 (81.4) 35 (72.9) 1) p=0.478
drug no 8 (18.6) 13 (27.1) DF=1
. in—patient 16 (37.2) 15 (31.3) 1) p=0.818
In-patient/ .
; out—patient 25 (58.1) 31 (64.6) DF=2
out—patient . .
in—out patient 2 (4.7 2 (4.2)
DF': degree of freedom
Table 3. Diagnosis of pneumonia
Hrom No. of subjects (%) 1) o test
600 mg 800 mg 2) Wilcoxon test
per protocol 43 48
Bacterial pneumonia 27  (62.8) 33 (68.8) 1) p=0.416
Atypical pneumonia 4 (9.3) 4 (8.3 DF=7
Mycoplasma pneumonia 2 (4.7) 1 @
Diagnosis of  Chlamydia pneumonia 7 (16.3) 2 (4.2
pneumonia Legionella pneumonia 1 (2.3) 1 (2.1
Chlamydia P.* + Legionella P.* 0 (0.0) 1 (2.1
Mycoplasma P.* + Chlamydia P.* 0 (0.0) 2 4.2
Bacterial P.* + Chlamydia P.* 2 (4.7) 4 (8.3
_ mild 13 (30.2) 22 (45.8) 1) p=0.190
Severity of
) i moderate 30 (69.8) 26 (54.2) DF=1
infection
severe 0 (0.0) 0 (0.0 2) p=0.130
. mild 9 (20.9) 16 (33.3) 1) p=0.277
Severity of
) moderate 34 (79.1) 32 (66.7) DF=1
subject
severe 0 (0.0) 0 (0.0 2) p=0.190
present 2 (4.8) 5 (10.4) 1) p=0.545
Staphylococcus aureus
absent 40 (95.2) 43 (89.6) DF=1
Strept . present 7  (16.7) 10 (20.8) 1) p=0.815
reptococcus pneumoniae
P P absent 35 (83.3) 38 (79.2) DF=1
Causative .. present 0 (0.0) 1 (2.1 1) p=1.000
Streptococcus mitis
pathogen absent 42 (100.0) 47 (97.9) DF=1
H hilus infl present 6 (14.3) 9 (18.8) 1) p=0.777
laemophilus influenzae
P absent 36 (85.7) 39 (81.3) DF=1
t 2 4.8 2 4.2 1 =1.000
Moraxella (Branhamella) catarrhalis presen “.8) “.2) )P
absent 40 (95.2) 46 (95.8) DF=1

*P.: abbreviation of pneumonia
DF: degree of freedom
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Table 4. Clinical efficacy by group (daily dose)
Clinical Difference of clinical efficacy rate
Not
Dose Effective 0_ Total Indeterminate efficacy (800 mg group-600 mg group)
effective .
rate difference 90% C.1L.
600 39 3 42 1 92.9%
m,
g (39/42)
3.0 (-7.3,13.3)
800 46 2 48 0 95.8%
m,
& (46/48)
*Clinical efficacy rate = “effective”/no. of subjects in the population — “indeterminate”
C.I.: confidence interval
Table 5. Clinical efficacy by infection
Clinical efficacy rate* (%)
Item
600 mg 800 mg
Bacterial pneumonia 24/27  (88.9) 32/33 (97.0)
Atypical pneumonia 4/4 3/4
Mycoplasma pneumonia 2/2 1/1
Diagnosis Chlamydia pneumonia 6/6 2/2
of
pneumonia Legionella pneumonia 1/1 1/1
Chlamydia pneumonia + Legionella pneumonia — 1/1
Mycoplasma pneumonia + Chlamydia pneumonia — 2/2
Bacterial pneumonia + Chlamydia pneumonia 2/2 4/4
. mild 13/13 (100.0) 21/22  (95.5)
Severity
of moderate 26/29  (89.7) 25/26  (96.2)
infection
severe — —
. mild 9/9 15/16  (93.8)
Severity
of moderate 30/33  (90.9) 31/32 (96.9)
subject
severe — —

*Clinical efficacy rate = “effective”/no. of subjects in the population — “indeterminate”

48) T, WEEDOHFEDE L ZOWH 90% 15 HEIX [ 1%
3.0% (—17.3, 133) TH Y, AMRIFEEETDH 5 720

F 7o, WERWREE ARG LA ISEET 5 L BD
NZHEELBEFERRT OO L, AHEIFED bk
i & ORYE TR BE 12D W TSI 2 1T > 720 KR
BLUOBYHEREE O ZhZh % R L L T Mantel
—Haenszel 2 X 2 B O = & FOMWH 90% 15 4#A
X &M LR RE, ThE2n3.9% (-5.1, 13.0),
3.7% (—4.4, 11.8) THH, MELIT-> THLMEMIC
EIIADLENL o T,

2) BABERNERRR R

JRYRE ST 2 B, HORE BRI 35 & OV A R B R R %D
H % Table 5 1278 L7zo MITPENG 212 317 2 A &) =1%
600 mg T 88.9% (24/27) , 800 mg #T 97.0% (32/
33) THH, MEMIIAERLRZEZIRDOLNLE > 7.
T/, EEENE X OCREEEENRADRICIBNTY
KEBREFBD SNL D72,

BEETENERR R % Table 6 I27R L7,

PR, AEkG, RE, BAREOARE, SHEOHEE, b
BRIEPe 5T O PR SEHRE O A B XL AR - ARBI O
BERFEIIBWTHOMBEMTRELZEIRDON Lo 72,

3) it DRI A ) R AR A SR

JE R T Bl D ERR RN A % Table 7 (2R L7z,

MHMEOEELRFEKNE THS S. pneumoniae B &
W' H. influenzae OFRZFIE, T EN 600 mg ## T 6/
738 £ 176/6, 800 mg #: T 100% (10/10) B X 179/9
THY, EFHIEL 600mg HED 1HI7ZFTTH -7,

4. FEE - ERG

JEEREE (Pe5-BRiG 14~28 HR) ICHA L 72 - ¥
B DA DOWT Table 8 (IR L7z, EZET L7z
HE B 1, 600 mg BT 40 fl, 800 mg#ET47HITH -
720 PR - HIES O 2o 2B G GEHER - JEFIRYE)
X, 600 mg #t T 100% (40/40), 800 mg #f T 91.5%
(43/47) Th o720 T/, HREHR G TRIMOH
R SN h o 7HEBI T DI - JEfRGeRIE,
600 mg T 85.0% (34/40) , 800 mg #T 85.1% (40/
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Table 6. Clinical efficacy according to the background Table 7. Clinical efficacy by causative pathogens
factors of the patients Efficacy rate* (%)
. Clinical efficacy rate” (%) Organism 600 mg 500 mg
600 mg 80meg S. aureus 2/2 5/5

o male 24/27  (88.9) 28/28 (100.0) S. pnewmoniae 6/7 10/10 (100.0)

female 15/15 (100.0) 18/20  (90.0) S, mitis 1
Age (52) <65 22/24 (91.7) 31/32 (96.9) H. influenzac 6/6 9/9

=65 17/18  (94.4) 15/16  (93.8) M. (B.) catarrhalis 1/2 9/9

<50 44 18715 (86.7 *Clinical efficacy rate =“effective’/no. of subjects in the
Body weight ~ =50-<70  24/26  (92.3) 21/21 (100.0) population — “indeterminate”
(kg) =70 4/5  (80.0) 5/5

unknown /7 G TH Y, WiEERIC BT Fisher O HRHERME (F %
Previous yes 15/17 (88.2) 18/19 (94.7) KIEF I 5%) THEAIZBO SN Ah o7 (p=0.620).
history no 24/25  (96.0) 28/29  (96.6) I, BEREHNOR O K% Table 10 (28 L7z, 4
Complication  ¥eS 23/24  (95.8) 28/28 (100.0) RORWIH KR, 600 mg #ET 94.1% (16/17), 800 mg
disease 1o 16/18  (88.9) 18/20  (90.0) #T96.3% (26/27) ThY, FEEOWHELETH -
Antibiotic yes 7/7 /8 7o EEZENEOWHEEFIZ, S. pneumoniae |25
administration W T, 600 mg # T 7/7, 800 mg#: T 100% (10/10)
before trial  no 32/35 (91.4) 38/40  (95.0) THY, TEE IS N ERT TANY g L7,

in—patient  15/16  (93.8) 14/15 (93.3) % 72, H. influenzae ®H 4 %% 1%, 600 mg T 5/6,
In—patient/ out-patient 22/24  (91.7) 30/31 (96.8) 800mg#HETY9I9THY, HFHlLADIZ600mgHED 1
out-patient . out oo v BIDOHATEH > 72, %72, Fisher O EHEMERKE (F

patient KPR 5%) 12 B CIIRERNIC A T2 13380 &Rk A

*Clinical efficacy rate=‘effective”’/no. of subjects in the -7z (p=1.000),

population — “indeterminate”

47) LABRETH 572,

5. M FIIRDR

1) AEFERR)R

RERIER G H R R AT S Ay, JE B 09 =T
AENz 3761 (600 mg B 14 B, 800 mg ¥ 23 ) I
DV T OMB AR % Table 9 1R L7z [HEF 7
EEEEg] & THRZRRBIG] 2 & bE 72l RE1E, 600
mg #T 92.9% (13/14), 800 mg #T 95.7% (22/23)

Table 8.

2) R KT SR s

S N7z S. pneumoniae B X U H. influenzae D3
Fl&Z M % Table 11 \Z/R L7z S. pneumoniae ® TEL
X9 % &= E, MICw T 0.12~0.25 ug/mL TH V),
erythromycin (EM) , clarithromycin (CAM), cefdinir
(CFDN), levofloxacin (LVFX) X U benzylpenicillin
(PCG) LIt LCHEIIIE 8 L Eilid o 72 B S
N7z S. pneumoniae 16 ¥® 9 B, penicillin—resistant
S. pneumoniae (PRSP)[PCG ® MIC: 2 ug/mL Ll L]
% 3 &, penicillin-intermediate resistant S. pneumo-

Relapse/reinfection and subsequent antimicrobial drugs (after completing administration of study medication)

Number of subjects (%)

600 mg group 800 mg group
(n=43) (n=48)
Investigation of relapse/reinfection not investigated 3(7.0) 1(2.1)
investigated 40(93.0) 47(97.9)
Relapsed/Reinfected yes 0 4
(Among investigated subjects) no 40 43
Non-relapse/Non-reinfection rate* 100. 0(40/40) 91.5(43/47)
Subsequent antimicrobial drugs used 6 3
(Among not relapsed/not reinfected subjects) not used 34 40

Non-relapse/Non-reinfection rate*

85.0(34/40) 85.1(40/47)

—«

*Non-relapse/Non-reinfection rate = “not relapsed/not reinfected”/no.

of relapse/reinfection investigation in the population
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Table 9. Bacteriological effectiveness
Eradication or Decrease . . Disappearance
K Microbial .
Dose presumed or partial o Total Indeterminate rate®
— .. substitution
eradication eradication (%)
600 11 1 14 28 92.9
m
g (13/14)
800 21 1 23 25 95.7
m
g (22/23)

*Bacteriological efficacy rate=“eradication or presumed eradication”+“microbial substitution”/no. of subjects in the population—

“indeterminate”

Table 10. Bacteriological eradication of causative pathogen

No. of Eradicati
Organism Dose 0. " Eradicated lfa 1on
subjects rate* (%)
600 mg 2 2
< | S aureus
s 800 mg 5 4
2
2ls _ |600mg| 7 7
. pneumoniae
2™ 800mg | 10 10 100
e 5
<z . 600 mg
a | S. mitis
£ 800 mg 1 1
&
& 600mg| 9
total
800mg | 16 15 93.8
=
b 600 6 5
4?-'3 H. influenzae mg
3 800 mg 9 9
29
£z |M.(B) 600 mg 2 2
B
j:-’ & | catarrhalis | 800 mg 2 9
[}
=
: 600
E total mg
& 800mg | 11 11 100
600 mg 17 16 94.1
Total
o 800 mg 27 26 96.3

*Bacteriological efficacy rate = “eradication”/no. of subjects in the

population — “indeterminate”

niae (PISP)[PCG ®» MIC: 0.12 ug/mL P\ I 2 ug/mL
Kl 6 %k TH o720 F72, EM-resistant S. pneumo-
niae [EM @ MIC: 1ug/mL U E] 108 TH - 725
H. influenzae ® TEL 2%} § % &5 ¥ 1%, MICy» T4
ug/mL T®» Y EM, CAM B X U' CFDN & [[%: DL EC
Ho7z0

6. S. pneumoniae X3 HEYHR

NV Vi E 2 E~ 2 a5 A P R R
T B ERRRNR, WHKEB X OFEHR - FEFIRGD 2 H
S 72REBI D 9 B OEBHE G# TR IBOPLE A H »
LN o 7EFI OE S % Table 12 1278 L7z, 600 mg
BB XU 800mg HEOWVTNIZBWTD, HEGRTHEIC
BWTEBITHIREIRD [HR] Tho7z,

7. katk

BRIz 104B0H b, BEELZ1BTORMAL,
e RER L -7 103l OFEHERB L O
BB L ORBHRPBETE WA ERS EHIEH)
DFBF % Table 13 128 L7z, HEFHRLORIRIL,

600 mg T 41.83% (19/46) , 800 mg #T 57.4% (27/
47) TH Y, BMED 16.1% (W 90% FHEX 1 (- 2.8,
35.1)) T, IR EIILMETH HH» LoHE L7
16% % 2 7279, HIKHZE L L T600mg % EIRT
LRERE o7 F2, BMEHOFREIEIZ, 600 mg
T 34.8% (16/46), 800 mg # T 50.0% (23/46) TH
D, BEMIZEE 15.2% (WM 90% fEHEIX (- 3.7, 34.1))
Tho72

PE SN ORVER % Table 14 1278 L72o #4543
W THRBBEOE - 72 5L EFRH) FBIER, W
b % B % T 600 mg F © 12.0% (6/50), 800 mg % ™
24.5% (13/53) B X U - JHAE R EEE T 600 mg A
® 12.0% (6/50), 800 mg # ? 15.1% (8/53) TH -
oo F72, FHRPCTHRBEPEDI S - 72 G AL EZRHR)
RIfEf X, 600 mg # o AST (GOT) L5 6.1% (3/49),
ALT (GPT) k35 10.2% (5/49) , Wflgxkie% (i) 6.3
% (3/48) B X 1°800 mg #f @ ¥ JE 5.7% (3/53), T
i 11.3% (6/53), ALT (GPT) L 5 14.0% (7/50),
y-GTP -5 6.1% (3/49) TH -7z,

WINORIEHIC BT O MEERICA B2 (A Rk
Wil 10%, p<0.10) FRDOSNLh-72b 0D, HIL
FREEIZO W T, 800mg #f 24.5% (13/53) 7% 600
mg ¥ 12.0% (6/50) ICHE L T2/ Lo BBEET
Hole T72, 800mg FEIZ B VT, 600 mg A THi
HINGho 7o - RS REE, HIERE, I
- HNERE 5 3 X O DM R IE S R E O fifE R E O 5%
BB 5Nz Bd, KERICBWTREB L VEE
AHERROBBRIIAD LNT, BHRAESTE Rho
o2 bR E, FEBLL Z-RIVE GBI F 72 3 R EE 2
LIZEHE L7z,

Im. = =

4ol TEL O EN O @R R 2 RET 2 HYT,
HoMiskZa%H e LCT600mgl H1EE XU 800mg
1H1EEHNC 2 HEROAEMEL L Owetts — &
AR, MEFEZAL, SRATEER, FEHVEICEBGRAER A FH L 72,

S RBEBIIARBEO HH S, =707 4 FRIUWNSE
OEABEEDE <, BAE RSB 2 5 28
LHEIEDMig L Lz,

RIBEROKER, FHRGREERIRR AR L, 600 mg #E T



<S. pneumoniae >

Table 11. MIC distributions of clinically isolated Streptococcus pneumoniae and Haemophilus influenzae

MIC (ug/mL) Range MICs,  MICs
Dose  Drug
<0.001 0.002 0.004 0.008 0.015 0.03 0.06 0.12 0.25 0.5 16 32 64  64<  (ug/mL) (ug/mL) (ug/mL)
TEL 4 1 1 0.015-0.12 0.015  0.12
EM 2 1 1 1 0.06-64< 4 64<
Group CAM 3 1 1 0.06-32 2 32
600 mg CFDN 2 2 0.06-2 0.12 2
LVFX 1 0.5-2 1 2
PCG 3 1 0.03-2 0.25 2
TEL 2 3 1 1 2 1 0.008-0.25 0.03  0.25
EM 1 2 3 0.03-64< 8 64<
Group CAM 3 3 0.06-64< 2 64<
800 mg CFDN 2 1 2 1 0.06-16 1 16
LVFX 1 0.5-2 1 2
PCG 1 3 3 1 0.015-4 0.12 4
<H. influenzae >
MIC (ug/mL) Range  MICs  MICy
Dose  Drug
<0.001 0.002 0.004 0.008 0.015 0.03 0.06 0.12 0.25 0.5 16 32 64 64<  (ug/mL) (ug/mL) (ug/mL)
TEL 2.4 2 4
EM 1 4-16 8 16
G
TOUP oAM 1 4-16 8 16
600 mg
CFDN 2 0.5-8 1 8
LVFX 1 4 1 0.015-0.12 0.03  0.12
TEL 1-4 2 4
EM 2 4-16 8 16
G
TOUP - cAm 3 4-16 8 16
800 mg
CFDN 3 0.5-8 2 8
LVFX 1 1 6 0.008-0.03 0.03  0.03

TEL: telithromycin, EM: erythromycin, CAM: clarithromycin, CFDN: cefdinir, LVFX: levofloxacin, PCG: benzylpenicillin
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Table 12.

Efficacy in subjects with Streptococcus pneumoniae isolates resistant to benzylpenicillin and/or erythromycin

Non-relapse/non—reinfection

Efficacy rate” Eradication rate” Y
Causative pathogen rate
600 mg 800 mg 600 mg 800 mg 600 mg 800 mg
PRSP 1/1 2/2 1/1 1/2 1/1 2/2
ERSP 3/3 7/7 3/3 6/7 3/3 6/6
PRSP and ERSP 1/1 2/2 1/1 2/2 1/1 2/2
PRSP or ERSP 3/3 7/7 3/3 7/7 2/3 6/6

PRSP =MIC of benzylpenicillin=2 pg/mL; ERSP = MIC of erythromycin=1 ug/mL.

—«

“Clinical efficacy rate = “effective”/no. of subjects in the population — “indeterminate”

—«

Y Bacteriological efficacy rate = “eradication”/no. of subjects in the population — “indeterminate”

“Non-relapse/Non-reinfection rate=‘“not relapsed/not reinfected” in addition, not prescribed subsequent antimicrobial drugs after

completing study medication/Number of relapse/reinfection investigation in the population

Table 13.

Incidence of adverse events

Difference of occurrence rate

. . No. of .
Relatlons'hlp .tO Dose subjects in safety Occurrence rate Unknown (800 mg group—600 mg group)
study medication (mg) . (%)

analysis set difference 90% C. 1.
Includes adverse events not 600 50 19/46 (41.3) 4 16.1 (-2.8 35.1)

related to study medication 800 53 27/47 (57.4) 6 ’ A
Excludes adverse events not 600 50 16/46 (34.8) 4 15.9 (-3.7 34.1)

related to study medication 800 53 23/46 (50.0) 7 ’ e

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

subjects whose occurrence of adverse events was unknown)
**one sided, o.=0. 05

C.I.: confidence interval

92.9% (39/42), 800 mg #f T 95.8% (46/48) TH 1,
BRI RO #1E 15% K TH Y, WEEIAH M Lo
ZERRO NG Do 2, WO %I T 5
R&h 1% CAM, azithromycin (AZM), LVFX 3 Xk Of
CFDN ¢t A& F 2 E U LELOBETH - 7272, &
HIC, MMoOMKWNEORG WA T~14 HHTH 2 DI
L) TEL OS5 MEA7HEUANTH S Z Lid
TEL OEN7ZAMEZ RIET 2R REHEZ BN D,

MU s (%) &, 600 mg # T 92.9% (13/
14), 800 mg # T 95.7% (22/23) TdH o 720 M
KW T 5 S. pneumoniae DIHFKHIE, MAE L H 100
%THY, H influenzae IZB\WTdH, 600mg#ET 5/6,
800 mg T 100% (9/9) L HWVWRHHLFETH - 72,
—RIIZT 7 a7 4 FRIEERE, 77 2BERTH 5
H. influenzae (233 APLW T HEGV & Vbt Tw 5 73,
TEL 3MEfFO~Y 7074 FRUEFE LD b mAR%E
PR CE ZPIRTETEZ A § A L E 2 bz,

A, "=V rHirwidvr a4 Fitiigkek
WIS L THmOPEEEEZALTBY, s ol
Jili 2Bk 120 L C 600 mg B X O 800 mg DV LD
THHRAE, BHEEIZ100% THotze 72, T
HIiRICBWTH oL L NSNS S. preumoniae
(23.0%) IZRWTEHHE THRIM S L5 H. influenzae
(7.4%)1xF LCH 2 =B CRERZD A, Wi LI
BREAZIALNT, WINOH=ED EHVERRRR & Wi

KR THo7zo ZOMPT, TPHRICBVTERERRNER
W43 39.0%, FEERIHERN A 10.4% TH5H 2 & L™
*EETHE, TELIZTHIEDL S 2 A N—-F52
ETELLDEEZ BN,

ML O 9 D RRIRFEAR 7 0 & Z IR L 72, BB
B G T R OBIMPIEIED R WIEFS - FFFEGER T,
600 mg T 85.0% (34/40) , 800 mg #T 85.1% (40/
47) EEWHER CTHEMICEEEIRO NS, TH
B (BGARTHE - k) B X O - TS O
R KGR T7THRDLE) Oowihokrllsn T
b MR DR R IZTIZRBETDH - 72

—7Ji, BREWMOT 1 55HEHE TH o o EFRB L
CEMMERH OB ERICBWTIE, 2R 800 mg #T
57.4% (27/47) B & 1°50.0% (23/46), 600 mg & T
41.3% (19/46) B X 1734.8% (16/46) TH V), FEH
ZMN15% L ERD, 600mg %2 ZHT AHFERTH -
7eo 2D 15% DREFRIL, KGR THRFFS N ER L X
DIRRINERZ Lo THEOEVEZBRRSNL#EE LT
RELZDDTH L, tBEFHMNIZ600mgHEL D D
800 mg - T% I L ZEBMEHIE, FITHALZR O]
ERTH Y, HEETRIASNDL RN SHBHL,
Wi, WEH:Z: &13 800 mg #HEDAIZA LN, LA L
600 mg #f £ 800 mg # T L N7z RIVEH % EAEE TA
HE, WIThOBELBEDD DA 80% Ll E% 5T
BY, BEDODDIEIASNLR D572, S RIOERRERC
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Table 14. Side effect
Side effect (%)
Body system Terms
600 mg 800 mg Fisher’s exact test
Skin & appendages eruption 1/50 (2.0) 0/53  (0.0) p=0.485
Central and total 0/50 (0.0) 4/53 (7.5) p=0.118
peripheral nervous headache 0/50  (0.0) 3/563 (5.7) p=0.243
system dizziness 0/50  (0.0) 1/53 (1.9) p=1.000
Visual disorders visual disturbance 0/50  (0.0) 2/53 (3.8) p=0.496
Special senses taste perversion 0/50  (0.0) 2/53 (3.8) p=0.496
total 6/50 (12.0) 13/53 (24.5) p=0.130
nausea 0/50 (0.0) 1/53 (1.9) p=1.000
vomiting 0/50  (0.0) 1/53  (1.9) p=1.000
diarrhea 2/50 (4.0) 6/53 (11.3) p=0.271
loose stool 0/50 (0.0) 1/53 (1.9) p=1.000
stomatitis 0/50 (0.0) 1/53 (1.9) p=1.000
L dyspepsia 0/50  (0.0) 1/53  (1.9) p=1.000
Digestive system .
anorexia 1/50 (2.0) 1/53 (1.9) p=1.000
tongue ulceration 1/50 (2.0) 0/53 (0.0) p=0.485
abdominal pain 1/50 (2.0) 0/53 (0.0) p=0.485
uncomfortable sensation in epigastralgia 0/50  (0.0) 1/53  (1.9) p=1.000
constipation 0/50  (0.0) 1/53 (1.9) p=1.000
amylase increased 2/47  (4.3) 1/48 (2.1) p=0.617
gastrointestinal disorder 0/50 (0.0) 1/53 (1.9) p=1.000
total 6/50 (12.0) 8/53 (15.1) p=0.776
Hepatic & biliary increased AST (GOT) 3/49 (6.1) 2/50 (4.0) p=0.678
system increased ALT (GPT) 5/49 (10.2) 7/50 (14.0) p=0.760
y-GTP increased 1/48 (2.1) 3/49 (6.1) p=0.617
Metabolic& increased LDH 1/49 (2.0 0/50  (0.0) p=0.495
nutritional disorders
Respiratory system  bronchial asthma 1/50 (2.0) 0/53  (0.0) p=0.485
Hemic & lvmphatic total 3/50 (6.0) 1/53 (1.9) p=0.353
1
yrp neutropenia 0/49 (0.0) 1/49 (2.0) p=1.000
system . o1
eosinophilia 3/48 (6.3) 0/49 (0.0) p=0.117
Urologenital system  increased BUN 1/49  (0.0) 1/51  (2.0) p=1.000
Body as a whole malaise 0/50  (0.0) 1/53  (1.9) p=1.000

BWT, FEFHRB X UEEH ORBEZIL 600 mg 7,
800mg HE L BIZEVWDDTH 570 THITFIK 94 3
H 27 H X0 RaAT S Mtz [R5 5 o iR 3R oD 92 it D J&
# (GCP) Ik Y, VTR FE#ELEE & OFERIC
LR S N7HERDOEALZ G TR COH EFR % IEF ]
EEICEBR L2k e Bbh, MobiEsE s bk
L CHEWIHETH 2 0 E00, 45 IAHE R RER © 5 i
ENp T EERERBRICTHRIETE S L Z 2L 5N 5,
ek, WHMC TN S M7z 5 AR R RBR o BV 531
1% 30.8% (1,005/3,265) TdH H, KiGE O @IEH
BB LR TDH - 720

VEEy, FEFRLORENOAS L TEL OFES
BUIHRINCKERMEE 25 DTIEVWEEZ SN
A0, ZHIMED S. pneumoniae 12 b EN 2R E %R
L, 2O AE O F ZEF P 2 M85 L T 58810
PR L LTAHBI ) v 7 BEICTIRIL L fibh b

R AZ BT 5 L, ARMELS T THEFR ORI
EOMV 600 mg #BIRT AT LIIH B EEZ SN,
B, SHOMFIIBWTIE, v27a54 FRITEIEIC
AN B EERFINEN Td 5 MBI K 5% HES 72 Bt
4 (AST (GOT) %7213 ALT (GPT) %k Jk#efli b
MR 12 f5LL 1) OFBIEED SN o 72729, 600
mg Kl OF 55 T OB O LER IR E I ND L
2z 5o

SRt e LT, KGBROAMME & ZatomE
KR SEMNICB S TEL OHESEHRF R 1 H 1 [
600 mg NEYUTH L LEZ b,

i
RIBEFROFRIZER L, B 727272 F il 63 fisk
EBREARER O A 5 IR 72 L E 3,

ALMREERL R 27 B 27 SR M s e 55 = N I 2=, 34
ATFRRFA SRS RE: R RE, A E SRR
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S G A S R S B BT, &E — R FRE
FE DR B I 28 G AL IBEAL PR B AR BE N AL & RN X 73
&, AR IR 295 B 22 R AR Z, i 1) Bryskier A: New research macrolides and ketolides
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Frn b FIR R SWREE 7 LV X — W ZR L 1E 5 pafrati.ve antimicrobial act.ivity an.d 1.{i11—c.urve inve-
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Dose-finding study on telithromycin in bacterial pneumonia

Yoshihito Niki”, Akira Watanabe”, Nobuki Aoki”
and Shigeru Kohno”

YDivision of Respiratory Diseases, Department of Medicine, Kawasaki Medical School, 577
Matsushima, Kurashiki, Okayama, Japan

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

¥Department of Internal Medicine, Shinrakuen Hospital

YSecond Department of Internal Medicine, Nagasaki University, School of Medicine

In an attempt to confirm the appropriateness of the expected clinical dose of telithromycin (TEL), a
ketolide antibiotic, in Japan, the clinical efficacy and safety of TEL 600 mg once daily (600 mg group) and
TEL 800 mg once daily (800 mg group) against community—acquired pneumonia were investigated in a
double-blind, randomized, two—arm parallel-group, non—inferiority, comparative study. Obtained results
were as follows,

1. Clinical efficacy

The number of subjects in population for analysis was 91 cases. The efficacy rate excluding 1
indeterminate case was respectively 92.9% (39/42) in 600 mg group and 95.8% (46/48) in 800 mg group,
and there was no significant difference between groups. The ratio of “not-relapsed/not reinfected” who did
not receive a subsequent antibiotic after completion of study drug treatment to 87 cases who did undergo
“relapse/infection” investigation was respectively 85.0% (34/40) in 600 mg group and 85.1% (40/47) in
800 mg group, and no significant difference was observed between groups.

2. Bacteriological efficacy

The number of subjects in population for analysis of bacteriological efficacy was 90 cases. The eradication
rate excluding 53 indeterminate cases was 92.9% (13/14) in 600 mg group and 95.7% (22/23) in 800 mg
group. Streptococcus pneumoniae including penicillin— or erythromycin-resistant strains were all
eradicated in either treatment group.

3. Safety

The number of subjects in population for safety analysis was 103 cases. The incidence rate of adverse
events (including abnormal changes in clinical laboratory variables) was 41.8% (19/46) in 600 mg group
and 57.4% (27/47) in 800 mg group. The incidence for which a causal relationship to study medication
could not be ruled out (excluding indeterminate 10 cases) was 34.8% (16/46) in 600 mg group and 50.0
% (23/46) in 800 mg group.

The clinical and bacteriological efficacy in pneumonia was nearly comparable between both groups and
no significant difference was not observed between groups. In the “non—relapse/non-reinfection” rate after
the confirmation of final cure assessment, no significant difference was observed between groups. On the
other hand, the incidence rate of adverse events (including abnormal change of clinical laboratory
variables) was 41.3% (19/46) in 600 mg group and 57.4% (27/47) in 800 mg group, and there was no
significant difference between groups. However, the incidence rate of side effects in 800 mg group was
higher than that of 600 mg group by 15% or more, and so 600 mg was to be recommended from the aspect
of safety. In conclusion, based on the efficacy and safety results, it was suggested that the appropriate
recommended optimum clinical dose of TEL in Japan was 600 mg once daily.



