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PHr b 94 FRUEE telithromycin (TEL) (22T, B EEBERHEIRIC 313 5 JIERB AT & M
L7 72, BIREREEZNIFICAIE 600mg # 1 H 11 7 HEEOHESGICX 2 A0S L 0%4e
PEEMETL, 5l&kiE 1 H 105 HEFEOHRS 12X ) TEL OF RS X Rtk 2 BET L7z,

1. HYEpResER

AHE 600 mg HIRE OG- RO E R, SRR S X O OE R O SEYRE o FHEIX, Z£h
ZFN1.35ug/g, 1.68ug/gBLU262ug/g TH 7o FRHOMAERREEICHNT 2T, Fhe
N 2.36, 397 BLU7.81 Tho7z.

2. 7 HHj#&5 &5

A#600mg 1 H 17 HEKEOFKSKOREIERIINT 2BRMAEE, 76.5% (13/17) TH Y,
BIVERE 17 BIrR 3 B (17.6%) ICHI L7724, WINRIBETH -7,

3. 5 HH&G#HEr

A$600mg 1 H 15 HERORSREORRIERII$ 5ERMEZL, 85.4% (85/41) THo7z.
BGRIRER A= ) Ch EET M BRI (benzylpenicillin @ MIC: 0.12~1 ug/mL) & %\
<7874 P 4EKR (erythromycin @ MIC %% 1 ug/mL PLE) TH o 7z 8 IEFNI BT 5% 5-#%
TREOBERMRIITNDG [FHR] 720 TR Thorz. MEFEWRIRIL 84.0% (21/25) TH-
72 BEMIZBWTIE, BITEHD 41 BFF 8B (19.5%) \CFBD SN2, HEHELR D DT -7,

DLEo#R, TEL (& H SRR SISO BIT S B TH Y, 600mg 1 H 111 5 HEFEHS-

(&, B SR
B2 RRR A e Z R 2 EAVRIRE M7,
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Telithromycin (TEL) (&, 77X 7 4 A7 7 =<2
MLMRENOr F 74 FREOREETH 542, KREIX
77 AbEW, TR L 0 77 AERRE &
OMRIE VWP ARZ MV EA L TWh, 5§12, Strepto-
coccus pneumoniae % X L& T 575 LR IZEOPIRE
NeAL, EEMIMENCH =) ¥, 7874 Fd
HWIEF 1 VI PERGSEERB R L C b Ry R P s & R
0, F 72, BIEBRICB W Cd~ Y ZARINEE 7OV E
WTIREPR ROV TR L THY, 7 F LRI
& 2 EGTIIBENTZ in vivo FIRDHER S N2,

SR EAGE TIREAER= 2 ) Vit 2 i Lo e 32
ZHTH PN SR OIS o TETE DY, S. pneu-
moniae EGEDHRDPTRELFEH PRI N TV 5,

fEHE A F T O% T KRR T TEL D% 4 % iR

7
T

I LTR=VY) VitEd b3z~ 7 1 F A4 PSR & E R E & 3 206 % &6 T

95, FRIRFAER, ketolides

L 72151920 L 72 55 AR i GR AR oG 3L, AR DR
FHAHRIZ600mg 1 H 1 LRGeS iz, 4,
TEL600mg 1 H 1 M5 % T, H SRR 5E 812
B2 B SHOMMBITHE ARG T 5 & & I (RS
B, B IMHRBRTIIRS WM %2 7 HHE LCTEL OF
MR L OREEE FMIICHRE Lz (7 HREEG R
S5\, WA ORIBNESRE NG E L2HBRICBWT, 5 HMH
5L 10 HHE G- EREOmRMETH 722 » 5", 5
HE 50 & 2 S MAHAER (5 HR#S-R8) % EML7-0
THET 50

B, ARBIIZEEBRHOBRELAZEES (IRB) 0k
BrBor iz, EEFOBERBOEKOIE (GCP)
BT A2 ES]ICER 943 H 2T HREA B 4428 5) %
WA LCEML 72,

M R TREX BT 1-1-4
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1. HEBATEOMGET

) X %

199944 AN 12 AE T TEREKMEZ2 L1
B g8, BPER gL, B R, ERPER,
FPkR SIS D iE R & H I & U 22 RUEE A b7 7 52
BHE2BHZMNRE L, B, RBOERICS X722
b, B E R EE SN LGB BB X OH i,
FHIEN B30 E X etz Liconw Tl HE* F
L CTHAHMLA BT, BB WTHBERS
X 5 FE xR LHETIE L7

2)  RERIEH

TEL 200 mg (JJili) 7 4 V&3 — Mg% 3¢, 7 600
mg % 1EEGEE LTHERLA,

3) &5 HEB L OB, B:

A% 600 mg & HiREIH G- L, 5% 3~6 K12
kP X OILHE & FRELL 720 TEL B EEN @Ak,
ERGIE, BBk, RAPGHRR (TR B X O
(Hi B S0 R IR 1) & L, BRILL 72 i3l @ g £ ©
-20C LUF CHRAFE L 726

4) WEEEME

MRS = — 2 — NI BWT, Micrococ-
cus luteus ATCC 9341 Z#E W & L TH 272 bioassay
\2& D TEL BEE xR L7,

5) &M

HMRBATTEOME & & b2, RENOHEED O EH
ORFIEE >S5 PHED T TOHMEICOWTHESFSR
DB EITo 720 b, BN THURICBW T,
AR L OB BETE R VAEERS FEIEMH) 125w
TOARBMERNRLET LI L E LT,

2. RSRESII B BRI RES

) X %

AR 16 e DL B2, G AR A A A O R T LA
FIHROMIG & 70 2 BAVER BER T 721312 R S 5o
BYBEOBE 2 NG E L7z (7T HMES-REBETIE, 16
~T45%) o FERINEBRE I, 7 HHEG KB TIX
1999 4E 1 H725 1999 4£ 5 H £ TIZ 4 11 figk D H &
WHIERL % 255 U7z Fl e 2 % 18 #, 5 H M4 5- 3R
T3 2001 4E 4 H %5 2001 4E 7 H F CIl2 & E 15 Jifii%
O H BIRGEFRL %2 25 U 725l S 87 42 BT, 4pkER
HX DRI &2 CHEMIC X 2 MEZ2 IS L.

2)  RERIEH

7 H ¥ 58Tk TEL 200 mg (Jifili) 7 1+ v 2oz
— MgEx 3¢, 5 HM#G R TIE 300 mg (1) 7
fIVAa— MER 288, Wb EF600 mg & 1 [l S-
me LML,

3) kLK

7 H# 458080, TEL600mg # 1 H 1 %I
KETHM, 5 HH#&S A RIZTEL600mg = 1 H 1

EEIEH#IC 5 HRRORS Lz,

4) H 1k

BHEAY T 7B SRBRSMoME OB L HH
B o 7Y, GEREAREERN, /W6 HH B Rl A3 3R 0 ke
HBRE ORRBERBICAFIREIC 2 2 L HIB L2 E, b
WIS EEANRIIEE AT L w2 & b L kRS
YT I LAV LR L LTAREYSTH 5
HEAEORLH 2 VAR Ik T A2 L L
B 2RI LI BT R BR ) IR H ISP E &
NTVBLHREZERL, Ik, kg, ks
X OB O BRARAER, MAHT 2 & % Ep R
WCREATHZ L E L7

5) PREHISEA] B L OALiE

ARBET, obEdE, RIEEEATaA VAL, y-
yua 7)) EF, au = — IR AN R R e
BEHZHEEZONLOTHMIZEILE Lz, 22751,
ISR AT a4 FEIZOWTIE, SERED-OIC
Dy 5 Wikd 2 W IZWAEEG-ShTBY), 7L =Y
O HET10mg/HULF THILUEHH T & L, Pidk
FEA, RESER A M 7 EARE O K 2 B A G
Z5HEFOEE, FRIE L CHIFLZEE LD, B
HOMBEYED 720 1B & Uize BIEEH], SAIEA
EOMPEEWISELBEINLHLDT, BT LHE
WZiE, MR L2WAEEET AL E L, K3
EOPERC X D E SR S B T REYE DY D B IR SE
(FNVT72FVY, TAFIV—=), YHTYF, EE
VR I REMEEZEL, fFHEZE L, ThbiTy
7054 FRIWEE OMEERA»TTICHiEshTn
BRI, PEERE L.
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X fAs (g s & O L3 1, 7 H %GR8
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TIr o 720 XML, XM OFTRIEE L7208
W, fiFHEB L LEEROBREOREIZX ) 4BRET
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X LIS (Ra7) #47-7

(3) MU ryRRA

MW AL, 7 HER SRRz 5-MiaH & 7
Hf%, 5 HMH$G AR TIIHGMEH & 5 HERICHEM T
b2 bl L7, RERGHIHRICHT 2L, Bikz >
— FFa—TIC AN, B (fhalatt =2
b= =) 1T L7z $e 58T Bt A%
KU AIERMI L LT v, MW % 17
bz bl L, EhRERETIE, WoolkksE -
F5E &4\, 2 BEvko TEL B X O S HHIH IS T 5
R/NFEE ML (MIC) % NCCLS #:12# U TR
AR & 0 E L7z,

(4)  FRRMA

BRRMA L, — B mE GRiskE, ~E70
C VR, A< by M, /M, PimEkE, i
Bk, Bk (AST (GOT), ALT (GPT),
y-GTP, LDH, ALP, SV LVE Y, Al A5 u—
v, BUN, 7V7 3, ME7 V7 F=r, REE, #
HE, TI9—¥, FVva—=z, Y URE), Rt b,
¥ Xy, ki) 12owWT, 7 HRERGREB T35 5
GHE 7 Hf%, 5 HREPGHABRTII&ESBGH & 5 Hi%
WCHERT 2 & & Lz, BRMAMEOREEE D 5
NSEICE, AERSE L UESEEIGEAT S &
LB, FOBROEBIZOVWT BT REEZTS
L& L7,

(56) HEFRS
HERFOBEMME, 7 HEKZSRBRTRFERE
H25 7 H# - ik <, 5 HRE&S- RT3 55
GH2 S5 HE - pIkEE E THBIZMME Lz, & B,
BIEHIHA T DB IS FEHLE RO SN AL, K
HEDMHPHBETE RV O EIEH) 2 e
T5IEE L7, AEHERIFARD SNIHEICE, €0
BORBIZOWTHHICBIRAEZITIZ L E L

7) EHiiT

(1D EERB)HR

BRI RO, FIRIERICBT IR SEORh T
EIRHEY 2B E I LT, AEELNIHRO HERERB L0
MEFT RO A a7 % b EIZUEE % R, BhFH e %[
B, THR], [RRA#] BLO R O 4ERET
ﬁ‘o f:o

(2) XM R oEERE

X TR oY #EE O EE, BISEERICBUT PR
O X A RHE IR 2 B E 1T LT, AERGHIRO X
MR OZ a7 %2 LIlCWBE2 [FWdE], [8eE],
(RS ] BLUO [AZ] 04 BBETHE L7,

(3) MU FHIRDR

RN R OF L, MEF AR R e % 2
ZIZLC, [k [—8HK], A% BXO THK
&) @ 4 BRETHIE L7z,

(4) HEFES

BRI (RELS) ORRBIUAERLD
HREREDFE L, HALF B FS PRI X 5168
SEBINZ BT 2 BIVEH, FRBRAAE S5 4] @ 2648 1912
WLUTT) T & L7, AELEORRMMRIZ, THLH
WCBED Y |, [725AMESY ], [BERLEDVR R
W] BXU TR L] o4 BRECHIE L7z,

I #& S

1. AT MmE

W GERBIZ 26 I TH Y, ERTOILFHEEER 1
Bz B < 25 Bl F 7 FH T 5 & Table 1 1Z/R L7z,
ANES T 17 B, P8 B, AFiid 17~73 ik (¥ 47.0
%), K 46.0~100.0kg (‘F#64.1kg) TdH b, X
G& L7 MRk B AR o B, R BRI 6 B, Ak
L 10BITH o720 o ds, PHANED 1 FHIBAEAE
) (FEERBEAAR) 7z DMBRINIRE & HRATE (R
R/ MAE TR O L), B X ORISR IERIE O 1611
FARERICE A Y] (I 0 BRI 1, & SRR A AR IR
MOWHZEDS£15 7UNE B Z %) O7-DMREBITE
DME I B ZNZENERA L 72

BeBRH & L oI 4E T TEL i B % & OICHL & TEL
WP L BATH % Table 2 1278 L7z, KALEE O W (B
AME~TORE) X, RHEH KBTI 5% 3~5 K 15
5T 0.12~2.49 ug/g, Bl & FERB I 5% 3 W 10
53~6 i ¢ 1.39~2.31 ug/g, DERKITH G 1 3 0¥
i 40 45 ~5 IR 80 43T 0.24~6.25 ug/g TdH - 72, #l
BATHR O R RMEE, PH KB TIX 3.82, Hl 5 Al 5
Tl 6.36, MM TIL 16.86 TH - 72,

MR, MAER OIRYIRIE B X OCHIREBITE OB
X O fE o 95% 15 BHIX [ % Table 3 1278 L 72,
HRET, MAEPIRE R X OBATEOFHMHEIE, hE R
1t 1.35 ug/g, 0.53 ug/mL B X 1°2.36, Fl &R X
1.68 ug/g, 0.40 ug/mL B X O°3.97, ML 2.62
ug/g, 0.34ug/mLBLUT781ThHo7z

e 5AER 26 BB WVC, BIEMI 1 BICHhEED
MR 3 & OB EE D EAPIE AR D S 7z,

2. 7 HH¥&E- B

1 EBIRERL

P GIEBIEIL 18 BITH V), HiiHEHEIC L 5 AR
B 1B % bR &, BRIRED RGN S SHERNE 17 B TH -
720 BATERHAMI R G 1 T H AREDOMRIEN D - 72 18
BITdH o720

2) HBAERKET

AR D SR AT X GRE B 17 Bl oo BE I I T & LTI,
PERNE M 1161, &6 b, FiHid 22~66TH Y,
BEBINTUL, SRR ER 9 BB X OB MR e %
DAVWE S I TH»72 (Table 1),

3) A

(1) ERRBEB L OIS r%h £
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Table 1. Frequency distribution/descriptive statistics of demographics
7 days’ 5 days’
Pharmaco—
Study . treatment treatment
kinetic study
study study
Case no. for analysis 25 17 41
Sex male 17 ( 68.0) 11 ( 64.7) 10 ( 24.4)
female 8 (32.0) 6 (35.3) 31 ( 75.6)
Age (yr) 16~19 1 ( 4.0) 0 ( 0.0 1( 2.4)
20~29 5 (20.0) 3 (17.6) 7 (17.1)
30~39 1( 4.0) 7 (41.2) 20 ( 48.8)
40~49 5 (20.0) 2 (11.8) 3 ( 7.3)
50~59 8 (32.0) 2 (11.8) 4 ( 9.8)
60~64 1( 4.0 1( 5.9 1( 2.4
=65 4 (16.0) 2 (11.8) 5 (12.2)
mean+S.D. 47.0+17.0 42.0+14.4 39.9+15.3
minimum 17 22 19
median 50.0 38.0 35.0
maximum 73 66 82
Body weight (kg) <50 1( 4.0 2 (11.8) 10 ( 24.4)
=50—<70 18 ( 72.0) 12 ( 70.6) 28 ( 68.3)
=70 6 (24.0) 3 (17.6) 3 ( 7.9
mean+S.D. 64.1+12.1 59.4+9.13 55.6+9.5
minimum 46.0 44.0 45.0
median 65.0 60.0 53.0
maximum 100.0 75.0 95.0
In/outpatient in—patient 25 (100.0) — 0 ( 0.0
out—patient 0 ( 0.0 17 (100.0) 41 (100.0)
in—out patient 0 ( 0.0 — 0( 0.0
Diagnosis chronic otitis media 9 (36.0) — —
chronic sinusitis 6 (24.0) — —
chronic tonsillitis 7 (28.0) - -
palatine tonsil adenopathy 2 (8.0 — —
infections in the tonsils 1 ( 4.0) — —
acute sinusitis — 9 (52.9) 29 ( 70.7)
chronic sinusitis
. — 8 (47.1) 12 ( 29.3)
(acute exacerbation)
Severity mild 4 (16.0) 2 (11.8) 7 (17.1)
moderate 21 ( 84.0) 14 ( 82.4) 28 ( 68.3)
severe 0( 0.0 1( 5.9 6 (14.6)

BRRRN A 3 X OSHIA 2= 198 % Table 4 ([2/R$ . Rl
JE SRt B AHE 600 mg 7 H % G- o B R %) 13
76.5% (13/17) TH H, Sk &SR 8/9, 1B 1kH &
FEg DB MEMIE5/8 Th - 720 MIBHARIRIZ 73.3%
(11/15) TH -7z

(2) XM OYEE

PG THE (7T H#E) o X BT RoOKEH % Table 5
WRT o AFICL 2UFHEHIL31.3% (5/16) TH - 72,

4) Z&EM

R R B 18 Bl o> 9 & BRI A O iR 3
FUOMBHEHARTH - 72 1B11E, BEBAMEO BT
L Z AR E L, BMEERIIERTE Lz, Rk
TREMEREBEI RO SN o722 e, HEHSR
DOFBAF & LT o 720

HEHGI 1T HI 6 6 (35.3%) 18I L 7275,

TRTEETH-72 BEMIZSH (17.6%) [ZFhZ
NIGI OB L. ZONEREMEREYE vIre
ME A, RIRFETH 72 (Table6). %, LB
VCEELAEEFRIFD LN -7,

3. 5 HH¥&5-ibk

1) EBIRERL

BB GEMBIT 42 61TH Y, B OILEFREER O
ARG LB 2L, #TIRRERSRB I 14 Hi
i PR3l S D FRAT X RIEBNIZ 41 BIT D o 720 HEVEMRNT
SFRBNE 42 B TH o720 HIEFNIE 1 HIT, BIFER (B
- EA) ICX &G 3 HRICHILE o7z,

2) BAERNET

BEIR A RIRATH SHEPNIC BT A2 E 2 BBETRERNT %
Table 1 |28 3, BHEERKFORRE LTiE, B
B 10 81 (24.4%), 3141 (75.6%) & LA
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Table 2. Concentration of telithromycin in middle ear, paranasal sinuses, tonsil and plasma
Age Body- Time after Tissue Time after Plasma Concentration
Region Sex weight | administration administration ratio to plasma
(yr) (kg) (h: m) (ug/g) (h: m) (ug/mL)
female 59 51.0 3:00 1.28 3:00 0.486 2.634
female 68 57.0 4:00 1.30 4:00 0.913 1.424
male 73 61.6 4:05 1.72 4:05 0.450 3.822
Mucous membrane of | female 57 46.0 4:25 1.11 4:25 0.494 2.247
middle ear male 57 52.0 4:30 0.119 4:30 0.256 0. 465
(n=9) male 53 69.5 4:30 1.05 4:20 0.473 2.220
male 57 70.0 5:00 1.76 5:00 0.478 3.682
male 41 80.0 5:15 2.49 5:15 1.030 2.417
female 65 65.0 5:40 — 5:40 0.229 —
male 59 56.0 3:10 1.44 3:10 0.563 2.558
female 72 67.0 3:55 1.74 4:00 0.363 4.793
Mucous membrane of
. male 56 65.0 4:30 1.43 4:30 0.225 6.356
paranasal sinuses
(n=6) male 50 53.3 4:51 2.31 4:51 0.486 4.753
male 47 58.0 4:57 1.79 4:57 0.559 3.202
male 24 59.0 6:00 1.39 5:30 0.193 —
male 23 100.0 3:40 1.15 3:40 0.135 8.519
male 21 66. 4 4:00 6.25 4:00 1.210 5.165
female 21 50.0 4:05 1.43 4:05 0.240 5.958
male 40 58.0 4:10 2.56 4:10 0.247 10. 364
Tonsil male 39 70.0 4:25 4.45 4:25 0.264 16. 856
(n=10) female 61 55.0 4:30 3.72 4:30 0.354 10.508
female 17 75.0 4:40 0.241 4:40 0.035 6.808
male 43 85.2 5:17 3.87 5:17 0.460 8.413
male 27 65.0 5:20 1.27 5:20 0.231 5.498
male 44 67.0 5:30 1.24 5:30 0.178 6.966
Table 3. Penetration of telithromycin into tissues % <, AF#ik 30 Ll L 40 AR A 20 B (48.8%) &
Middle ear | Paranasal sinuses Tonsil P2 ED T, RKEIX 70 kg Kl A3 38 Bl (92.7
(=9 =6 (=10 %) ERESE DT PRH T TIREHE T
'{iss/“‘j level : 1.35" N 1.68 E 2.62 J HY, TEEHTIIPFEN28HLH oL H%< (683
pe/g 0.78,1.93 1.81,2.05 1.26,3.97
%), BB 661 (14.6%) &EhTwiz,
Plasma level 0.53 0.40 0.34 3) ﬁiﬁ‘li
(ug/mL) [0.33,0.74] [0.23,0.57] [0.10,0.57] e . . " N
o e, e (1) BH5H# TS LU 14 HROIRAR
T iti t : : : = B e 17 % LA & 33 N 4y RS
ranstionrate | 11 64,3.271 | [2.71,6.52] | [5.57,15.69] il BRI SRS B B a% TS & OY 14 H SR O BRIRR

% Table 7, 812K T,

Upper: mean value, lower: 95% confidence interval [lower limit,
upper limit]
¥:n=8,”: n=5

BEAR T ORRERH 1% 85.4% (85/41) Th -7,
14 HEORFEMSIE 80.5% (33/41) Th -7,

Table 4. Clinical efficacy at 7 days after treatment initiation —7 days’ treatment study—
Disease Clinical efficacy rate” (%) Eradication rate” (%)

Sinusitis 13/17  (76.5) 11/15  (73.3)

Acute sinusitis 8/9 7/8

Chronic sinusitis (acute exacerbation) 5/8 4/7
“Clinical efficacy rate: (excellent + good) / (analytical population —indeterminate)
YEradication rate: eradication / (analytical population — indeterminate)

Table 5. Improvement rate in X-ray test findings —7 days’ treatment study—
Improvement
Marked Improved Mild No change Indeterminate Total P ‘
rate” (%)
5 0 7 4 0 16 31.3

“Improvement rate: (marked +improved) / (total — indeterminate)
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Table 6. Subjects with adverse events of which causal relationship with telithromycin could not be denied —7 days’ treatment study—

C 1
Sex Treatment . Treatment for N aus? .
. Adverse event Severity Day of onset relationship with
Age (yr) duration adverse event K X
telithromycin
1
rr;ale 7 urine sugar positive mild 7 no possibly related
male
31 7 bilirubin increased mild 7 no possibly related
female .
35 7 mushy stool mild 2 no probably related
Table 7. Clinical efficacy rate at end of treatment —5 days’ treatment study—
Clinical efficacy judgments at end of treatment Efficacy rate”
oint confidence
excellent good fair poor indeterminate total . pot R ! "
estimate (%) interval
10 25 5 1 0 41 85.4 [73.3,97.4]
“Efficacy rate: (excellent + good)/ (total — indeterminate)
YTwo-sided 95% confidence interval found by normal approximation
Table 8. Clinical efficacy at 14 days after treatment initiation —5 days’ treatment study—
Clinical efficacy judgment at 14 days after treatment initiation Efficacy rateroc *
oint confidence
excellent good fair poor indeterminate total . pot R ! "
estimate (%) interval
23 10 0 8<8> 0 41 80.5 [67.1,93.8]

< >:Number of cases who received additional anti—-microbial to treat primary disease up to final observation day
“Efficacy rateroc: (excellent +good) in cases who did not receive any additional anti—microbial after completing study medication / (total —
indeterminate)

YTwo-sided 95% confidence interval found by normal approximation

Table 9. Clinical efficacy startified by target disease, by severity —5 days’ treatment study—

Clinical efficacy at end of ~ Clinical efficacy at 14 days after

treatment initiation of treatment
efficacy rate” (%) efficacy rateroc” (%)
Diagnosis sinusitis (total) 35/41  (85.4) 33/41  (80.5)
acute sinusitis 24/29  (82.8) 22/29  (75.9)
chromic sinusitis (acute exacerbation) 11/12 (91.7) 11/12  (91.7)
Severity mild 5/7 6/7
moderate 24/28  (85.7) 21/28  (75.0)
severe 6/6 6/6

“Clinical efficacy rate: (excellent +good)/ (analytical population — indeterminate)
YClinical efficacy rateroc: (excellent+good) in cases who did not receive any additional anti—microbial after completing
study medication/analytical population —indeterminate)

(2) BB - A R ER R R R THo72

BENORE G TR (5 Hig /i) B X O5-H (8) e Lmiir it IR v ) B R A 2R
(705 14 HEORRR) R % Table 9 127”7, e 5-HE K 19 % BRR AR %2 Table 10 1I27R 3

PN BT B 5T IO ERRNFRAL, S FELIFERNW TH 5% S. pneumoniae B & U Haemo-
4T 82.8% (24/29), BRI SIERO VM TI1.T  philus influenzae \ZB1) 5 54 TREERRRI X, 100
% (11/12) TH -7z, 14 HBEOBKR R, 2%EH % (10/10) BX193.8% (15/16) THH, 14 HED
BESRT75.9% (22/29), BURISEXZOZMEMET  BRMBIZBVTD, 90.0% (9/10) B X 1*87.5% (14/
91.7% (11/12) THh o7z, G R TROFREEIEHK  16) Tho7,
AL, BEAE5/7, WA E 85.7% (24/28), HE 6/6 (4) XTI X e



VOL.51 S-1 HSRHABUC B % TEL O 81 - BRI 285
Table 10. Clinical efficacy stratified by causative pathogen —5 days’ treatment study—
linical effi 14 fter initiati
Clinical efficacy at end of treatment Clinical efficacy at 14 days after initiation
Organism of treatment
efficacy rate” (%) efficacy rateroc” (%)

S. aureus 1/2 1/2

S. pneumoniae 10/10 (100.0) 9/10  (90.0)
S. pyogenes 0/1 0/1

H. influenzae 15/16 (93.8) 14/16 (87.5)
M. (B) catarrhalis 2/2 2/2

“Clinical efficacy rate: (excellent + good) / (analytical population — indeterminate)
"'Clinical efficacy rateroc: (excellent+ good) in cases who did not receive any additional anti-microbial after completing study
medication/ (analytical population —indeterminate)

Table 11. Improvement rates stratified by X-ray test findings at 14 days after treatment initiation —5 days’ treatment study—

Improvement rate”
Marked Improved Mild No change Indeterminate Total point confidence
estimate interval”
28<4> 2<1> 7<2> 3<1> 1 41 62.5 [46.2, 78. 8]

< >:Number of cases who received additional anti—microbial to treat primary disease up to final observation day
“Improvement rate: (marked +improved) in cases who did not receive any additional anti—microbial after completing study medication/
(total —indeterminate)

YTwo—sided 95% confidence interval found by normal approximation

Table 12. Eradication rates stratified by isolated strain —5 days’ treatment study—

Bacteriological efficacy
Species Species Eradication Confidence
no. pattern eradication pa.rtla.l no change InlCI.'Obli.il indeterminate rate” (%) interval”
eradication substitution
S. aureus 0 0 1 0 0 0/1
S. pneumoniae 7 0 0 0 0 7/7 (100.0) [92.9, 100. 0]
1
S. pyogenes 1 0 0 0 0 1/1
H. influenzae 9 0 3 0 0 9/12 (75.0) [46. 3, 100. 0]
S. pneumoniae +
1 0 0 0 0 1/1
H. influenzae
2
H. influenzae +
1 0 0 0 0 1/1
M. (B) catarrhalis
S. aureus +
S. pneumoniae + 1 0 0 0 0 1/1
H. influenzae
3
S. pneumoniae +
H. influenzae + 1 0 0 0 0 1/1
M. (B) catarrhalis
Total 21 0 4 0 0 21/25 (84.0) [67.6,100.0]

“Eradication rate: eradication / (total —indeterminate)
"Two-sided 95% confidence interval found by normal approximation

B5 BG5S 14 H o XM o s g %
Table 11 1277 ¥ 14 HRIZ TFEWIeE] d LXK
# | LHESNIIER O ) HIBMPLEIEN D - 7ER %
B -2 3R1E 62.5% (25/40) THh - 72,

(5) M F IR R

(i) HE=

SrEETZRERINY S % Table 12 1I2/R§ o 5% THD

THRHIL 84.0% (21/25) T o 720 MBFEIIRRA [
%] Td o 72 1Bl @ Staphylococcus aureus i MRSA
THho7zo BERKEHNE, 2 BB L O3 FHilo &Y
BENZN2E[ D - 7225, wIFhd [THE] THo
72

(i) Z3HET AR e

51 J5L IR TR Bl R 25 38 & Table 18 1IR3 4Bt
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Table 13.

Eradication rates by causative pathogen —5 days’ treatment study—

Organism Case no. Eradication Eradication rate” (%) Confidence interval”
Aerobic gram—positive bacteria
S. aureus 2 1
S. pneumoniae 10 10 100.0 [95.0, 100. 0]
S. pyogenes 1 1
total 13 12 92.3 [74.0, 100. 0]
Aerobic gram—negative bacteria
H. influenzae 16 13 81.3 [59.0, 100. 0]
M. (B.) catarrhalis 2 2
total 18 15 83.3 [63. 3, 100. 0]
Total 31 27 87.1 [78.7,100.0]
“Eradication rate: eradication/case no.
YTwo-sided 95% confidence interval found by normal approximation
MHEHERROAENE 87.1% (27/31) Thoze BHHE  JEBITREO HNIHH - WASTHETH o 72D TR E,
AT, SHBEDE D> 72 S. pneumoniae B X U H. ZNPE TR IEETH - 72, 4B, CPKIZOW

influenzae MHIHEIHIX, NN 100.0% (10/10) B
£ U°81.3% (13/16) TH -7

(i) Dt BRI TR 1) 8 ) J s 1k

B G-RC 5 EE S N7z S. pneumoniae B XU H. influ-
enzae \ZXF 3 % TEL B £ 02 OO Hi W 3 0 3 A &2
DK R % Table 14 (27" $ o S. pneumoniae 10 FRIZK
3 % TEL O 3 HK &% 1%, MICs 2% 0.12 ug/mL T 5
D, —7, 27074 FRILEIETH % erythromycin
(EM) 3 X U clarithromycin (CAM) @ MICy, i\ 5"
b 64 ug/mL UL EEWMERAL & o7z, 72, H
influenzae 16 ¥RIZX 9 % TEL O &5 1x, MICs 2% 4
ug/mLTHY, EMB XU CAM ® MICy £ O K\
fEZ/R L7 %72, cefdinir (CFDN) ® MICs (& 16 g/
mL T - 72,

(6) W PENG SR IR 2 A w0

BS5ai ER WA R = 20) o SF EET A BRI
(benzylpenicillin (PCG) ® MIC: 0.12~1ug/mL) &
V=717 4 FitHEifERE (EM o MIC 45 1ug/
mL ML) THo7z SIEBDRRKRRIE, MEFWRRE
Table 15 /89, S5 HEES N7 S. pneumoniae ® 9
B, X)) Y SEEREERE XK, v ou T
A PR RRE CTH 72 DX THRTH 5720 R=
VU VHRSERErOY s BT A FitETH o2 b DI
AR TH o720 TNODIHENRIKE IZ T R TARER S
BITHRL, 5 TRERAIRIE T XTOIEFT [FH
Ml DLETH o7,

4) Z&EM

RIERFEBIE1Z 19.5% (8/41) TH o 7= FHEH®
WiRds & BRI A 5 AL ) — 55 2 Table 16, 17 12
Yo BIEOWNERIE, CPK L&, #®E, ©F v,
Wi, Iy LDH L5, g7 I 7 —+€ Ly, R WBC
B, 1iF ALT (GPT) L34 1B X 08 2 4T
HY, IR REEZR  BE L7z, HEAERR TIE-—

TR O LEMEE H Tl 2o 72285, #5950k
Bl & O R IEHE Z L 5 B Z R L CTWERTH
572, B LUVHEELAEFR L S PICZOMONRR
FTREFEHRIDD SN h 572,
Im. = =

TEL @ K SRR EIS I B 2 Axbik, etk Bk
AL EDIC, MEPRES L OB IRELEIE L,
MR ATEZ W 522 L7ze TEL 05 J58:1%,
A T O I SR YR & P R AR5 5 MIC 20 5
He® S N7 BEIHHFEHE 600 mg 2 1 BRI S L7z,
AR L MR oI LT, X0 XH R
8 T MHERRRBOEEZSE 1C L7z, T4bH 600 mg
BAEH G- BRI 3\ T TEL 5 BE 1342 55 2 R
F 203 6 MR AR I E L, Mm% 5 < i 4
WEPED T D25 TH o722 LY, EHIZCAM D
WEHEREAT & Mt d 5 BR TUE, IR IR O T A1
BERIEEED Tow £ D 1~3 KR BER T WA E XD,
FANIZ & 2 HFEIRI I L OFRILIRE [ 258 5- 1% 3~6 RE [
ERBEIRETAHIEE L, T2, BIBERIIHT
% TEL600mg 1 H 1 H3%512 X 2 5B & 04t
ORES % 7 HEPS5IC X ) PIcHE L (7 H &S
B, DlEHeE 5 HR# 512X 2 B IMAHRE (5 H I
PG RBR) &9 L7z B SIEER I Y T O
&7 ZERIE, FRFERE S X ORPHLIEE N O A3 L
13 5-1% 3~6 KEZ B0 2 MR ATIE %2 Bat L 72285 41,
TEL O HMIRBATR OB X O Wil 95% 13 B X [H]
CFRE, BB &, T H A5 T 2.836 (1.64, 3.27), Hl
Sk T 8.97 (2,71, 6.52) B FLIERM T 7.81
(5.57, 15.69) & MKEMNIEEEASMAE iR % Ll > CTH
D, TEL (Z&HMICBIFICBIT LTS Z LA HRE
7z,

=77, WE R, ERERE S X O3 R AR
TEL BEOFHMEB L WM 95% FEXE (TR, -



Table 14. MIC distributions of clinically isolated Streptococcus pneumoniae and Haemophilus influenzae —5 days’ treatment study—

S. pneumoniae (N=10)

MIC (pg/mL)

Drug Range MICso MICyo
=0.004 0.008 0.015 0.03 0.06 0.12 0.25 0.5 1 2 4 16 32 64 >64
TEL 3 2 2 1 2 0.008-0.12 0.03 0.12
EM 1 2 2 5 0.03->64 >64 >64
CAM 1 2 2 1 1 3 0.03->64 32 >64
CFDN 1 3 1 3 2 0.12-4 2 4
LVFX 1 9 0.5-1 1 1
PCG 1 4 1 2 2 0.03-1 0.12 1
H. influenzae (N=16)
MIC (ug/mL)
Drug Range MICs, MICyo
=0.004 0.008 0.015 0.03 0.06 0.12 0.25 0.5 1 2 4 16 32 64 >64
TEL 4 10 2 14 2 4
EM 4 9 1 2-16 4 8
CAM 4 9 1 2-16 4 8
CFDN 1 4 3 3 2 2 0.25-16 2 16
LVFX 3 13 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 15.

Efficacy in subjects with Streptococcus pneumoniae isolates resistant to benzylpenicillin and/or erythromycin —5 days’ treatment study—

Sex Diagnosis Antimicrobial usage Causative pathogen ..
K Treatment . Clinical efficacy
upper: prior . . Clinical efficacy . .
. . . duration MIC of S. pneumoniae Bacteriological efficacy at 14 to 28 days
Age Severity of infections treatment (ug/mL) at end of t end of treat ¢ frer initiati ¢
m at end of treatmen after initiation o
(yr) lower: after (days) HE other pathogen treatment treatment
treatment ays source EM PCG TEL reatmen
female acute sinusitis nasal
36 ute stiusit — 5 o 2 1 0.12 good eradication good
mucus
mild —
male acute sinusitis nasal L
35 — 5 mucus” >64 0.5 0.12 excellent eradication excellent
moderate —
female acute sinusitis nasal o
39 — 5 mucus” >64 0.06 0.03 excellent eradication excellent
mild —
male acute sinusitis nasal poor due to
32 — 5 mucus” >64 0.03 0.03 good eradication additional
antimicrobial use
moderate Bestron®
Augmentin®
female chronic sinusitis ® nasal . L
30 (acut bation) Kefral® 5 b >64 0.06 0.015 H. influenzae good eradication good
acute exacerbation mucus
moderate —
female acute sinusitis nasal o
34 — 5 mucns” 0.03 0.12 0.008 good eradication excellent
moderate -
female chronic sinusitis nasal H. influenzae
16 St 1,1 — 5 X >64 1 0.015 fl good eradication excellent
30 (acute exacerbation) mucus” S. aureus
severe —
female chronic sinusitis nasal H. influenzae L
i — 5 b 2 0.5 0.06 . good eradication excellent
31 (acute exacerbation) mucus M. (B.) catarrhalis

severe

EM: erythromycin, PCG: benzylpenicillin, TEL: telithromycin

“isolated at local laboratory, "isolated at central laboratory
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Table 16. Subjects with adverse events of which causal relationship with telithromycin could not be denied —5 days’ treatment study—
S Treat: t
X Treatment . reatmen Causal relationship with
Age K Adverse event Severity Day of onset for adverse A A
duration telithromycin
(yr) event
1
n:;e 5 CPK t mild 4 no possibly related
female . .
82 5 soft stool mild 1 no possibly related
female 5 headache mild 2 no possibly related
50 dizziness mild 2 no possibly related
female 3 headache moderate 0 yes probably related
28 nausea moderate 0 no probably related
1
m;;e 5 serum LDH 1 mild 5 no possibly related
female . .
39 5 serum amylase ! mild 5 no possibly related
femal di t WBC
emate 5 ?e m}en f mild 5 no possibly related
30 in urine
female . .
34 5 serum ALT (GPT) t mild 5 no possibly related
Table 17. Abnormal changes in laboratory test values of which causal relationship with telithromycin could not be denied
—5 days’ treatment study—
S Day after the Causal
ex
Test item initiation of Value Normal or abnormal relationship with
Age (yr) . .
treatment telithromycin
0 351 abnormal
4 432 abnormal
# 138 606 abnormal
male .
68 CPK (IU/L) # 15 529 abnormal possibly related
# 20 400 abnormal
# 27 422 abnormal
# 43 481 abnormal
0 402 normal
male .
29 LDH (IU/L) 5 569 abnormal possibly related
# 21 376 normal
0 106 1
female Amylase norma :
39 (TU/L) 5 240 abnormal possibly related
# 14 125 normal
0 - normal
female Sediment 5 + abnormal ibly related
30 WBC # 14 + abnormal possibly relate
# 21 - normal
41 1
female ALT (GPT) 0 norma )
5 54 abnormal possibly related
34 (IU/L)
# 14 38 normal

#: follow—up data

R) X, #h#h1.3500.78, 1.93), 1.68(1.31, 2.05)
BL1262(1.26, 3.97)TH -7z, 1999 45 X UF 2000
EDRRR B 2 Fl V72 TEL A 2 I EE 7 B
¥ 5 FillES 4 (PROTEKT) O #I2 X % &, TEL
DLW 2 HHEZE (MICs/MICw) 1, 7Y
7 Wi Tt S. pneumoniae (0.06/0.5 ug/mL), Strepto-

coccus pyogenes (0.015/0.25 ug/mL) , S. aureus (0.06
/>382 ug/mL), H. influenzae (1/2ug/mL) B X O
Moraxella (Branhamella) catarrhalis (0.06/0.25 ug
/mL) TH5EHMEINTVWEY, RABRIZBIT 544
&  TEL i B 0PI o Wil 95% A5 B IX W%, H 5
MW MEREHIRICB T2 EEHLZFERETH 58
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pneumoniae, S.pyogenes BX U M. (B.) catarrhalis
12 L Tid MICs % L 2% /R L, H. influenzae |2
DV TP H R T MICs, % L8 5 2 TdH - 72 H%H
BHERIE S X OO WA TId MICy, %8 2 5 fili % /R L
725

U EofiRs 5, TEL 34% 5 # 600 mg T H H K,
Bl sk 3 X OTRARALKR | 35 W C B SRR S e i e
FEICBU 2 EE 2 FINE O MIC % L0l % #AkP i %
AL, M SN2 FEERH® 600 mg T4 7% BARRD
RGO N2 RIFRARBITEZ R T b0 E X bhi,

KIZTEL 600 mg #5512 & 2 A5t B L O et
SEDB & OEPER] S BT X ) #RET L 72. TEL 600
mg 1H 1087 HEPSC X 2 ERAF, SrEm s
%:8/9, YRR RIEROSMNE 5/8, ElRNERERT
76.5% (13/17) TH o7z MOEH DR % A 5
L, vru54 FRIEED CAM TiZ, SMEEIRER
87.5% (14/16), 1ELkFEI &% OB IEE 40.0% (4/10),
ZfRT69.2% (18/26) OWEIHH Y, Tz, XE A
SRPUH I D ritipenem acoxil Tld, BMEISHIERE L O
BRI R R E SR e L2k T 84.3% (43/51) &3kt
KN T WD, TEL TORFIZ D EBITORETIE
HED, INLOMIELHBEOEHMELETLIIDOL
g shiz,

7 H G- RO T 4, W7 Cla@ ik go
RIEGe, BIRNERB X Ok - ISR Z 5 L L7z
BABRIZ B\ C TEL 5 H B2 5. CHudE & 555 O B R %D
ErEohTB 2, /2, AlRELEENRE L2R
§#C TEL 5 HRH$YS & 10 H% 5 3% TH 5 LAt
RENZZE LYY, X5IZTEL600mg1H 1M 5H
WP 512 X 2 A%MEB X O atk 2 MET L7z,

TEL 600mg 1 H 1 [ 5 H #5128 5558 T K
DERRF RSB L OMEERIRITZNEN 85.4% (35/
41), 84.0% (21/25) TH Y, 7T HME G TOEIKRE)
R 176.5% (13/17), MW ¥ M%) R 73.3% (11/15) &
L EoREI SN, 5 HESICBWTb o4k
AIEARENT2e 72, 14 H B OFMIEE S F TI28
IMPURSE ST & S NHEBI DS EBIRRD B 7z b O D
IR H 1L 80.5% (33/41) = AEFELCTHBY, [FHHh] &
HE S NRERS RIFICH ML Twa Z &2 5, TEL
X5 HMEG CHRIRMICEIML IR TE 2L EZD
N5,

72, 5 HEHGRERIC BT 255K T X T R
DY HERIL, 14 HEDOHE T 62.5% (25/40) TH 1,
7 HHBG- BRI BT 3548 TR OWE=R 31.3% (5/
16) ZRKEL LHAKRE R ST TDZ LI, 5
MTERIHE L 7 HH$ SRR E R 2, 5 HE#
BB Cldfx 54 T2 5 10 HELL LR L 72812052
L7222, XMOUEFEEDIEL KBS /-4 FE
ThHbEEZLN5,

PROTEKT D #5202 & 5 &, W3 i ge i © B %
LIRHWE TH 5 S. pneumoniae 1%, FFIZT I TIZHBW
THZEZWEAZIERLTBY, =YY Vit
(PRSP) 1% 53.4%, EMiit1x 79.6% £ 3 hTHD,
Fo7vtud) o Vi BOOLNTETWE, 4
o, 5 H W5 58Tl 5 rE 283 10 61 X ) #3255
JHIRE & LTS. pneumoniae 58S, #DHH 8
HEF D HIER= ) YHPSFERYE PISP) 5 Wi~
7054 FiifEsRARED SMize T o D508 S E
B2 BT 5 TEL OG54 T BEER R D R 13 4615 [H %)
UETHY, HEHERBEIZOWTH TTHEGHBIH
FlL7ze SOEHIZ, TELHFR=V ) Vigtke X O~
7074 R BRI 20 LT b BRI IS8 7 45
EHTAHIEDMRINT,

ZEWICE LT, BIEHZS7 HR# 5 BB L5
HE#ESRBEIZBWT, 17.6% (3/17) B X 1U19.5%
(8/41) IZRROHNT=DS, WINSBEEF 7213 ERET
HY, WCEBIUVEELAERR L LI TREH
FERBEIROOLNTBL T, FICLEMETHEE 252
ridvwborEzoND,

Pk, TEL OM#EBATHE, AL X 0Zaetzm
LRSS, TEL600mg 1 H 105 HRERORS-E,
BlRIERICH L TR=) VigEd 2 vwid~v 7 ua I 4 K
i PR 2SR T 2 IR TR & 3 B HEB1 b & TH RO R4
WA TERbDLEZ LN,

ow

RRBROFERIZEZL, B 7272072Fid 24 ik D
FeEHICE# 2 L E T,

B K 4 K 2% 5 2= B B D N R, A 15 o B S MR i 1181
BB, MR KA B 2 0 B D i 2 s ot SRR 22 7
—HB, R AR RS AS B E S R} B S e
AZ ERh U, [ 0 102 N A [T 2% S MR 1% I S MR
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Tissue distribution of telithromycin in otorhinolaryngological field
and its efficacy and safety in patients with sinusitis

Shunkichi Baba", Gin—ichiro Ichikawa®”and Koji Yajin”

YDepartment of Otorhinolaryngology, Nagoya City University Medical School, 1-1-4
Hiyori—cho, Chikusa—ku, Nagoya, Japan

?Department of Otorhinolaryngology, School of Medicine, Juntendo University

¥Department of Otorhinolaryngology, School of Medicine, Hiroshima University

The transferability into tissues of telithromycin (TEL), a novel ketolide antibiotic, in the otorhi-
nolaryngological field was investigated. And, the efficacy and safety of TEL 600 mg once daily for 7 days
against patients suffered from sinusitis were investigated. Subsequently, the efficacy and safety of TEL
were also investigated by the oral treatment once daily for 5 days.

1. Pharmacokinetic study: The mean drug concentration value after the single oral treatment of TEL
600 mg in the middle ear mucosa, sinus mucosa and palatine tensile was 1.35 ug/g, 1.68 ug/g and 2.62 ug/
g, respectively. The ratio against simultaneous plasma concentration was 2.36, 3.97 and 7.81, respectively.

2. 7 days’ treatment study: The clinical efficacy by the oral treatment of TEL 600 mg once daily for 7
days against sinusitis was 76.5% (13/17), and the side effects occurred in 3 cases out of 17 cases (17.6%)
though all mild.

3. 5 days’ treatment study: The clinical efficacy by the oral treatment of TEL 600 mg once daily for 5
days against sinusitis was 85.4% (35/41). The clinical efficacy at treatment termination time in 8 cases
whose causative bacteria before treatment was penicillin-moderately resistant—Streptococcus pneumoniae
(MIC in benzylpenicillin: 0.12-1 ug/mL) or macrolide-resistant S. pneumonice (MIC in erythromycin:
=1ug/mL) was either “excellent” or “good”. The bacteriological efficacy was 84.0% (21/25). As for the
safety, the side effects were observed in 8 cases out of 41 cases (19.5%), but there were no serious cases.

In conclusion, based on the above results, it was suggested that TEL was well transferred into tissues in
the otorhinolaryngological field and the oral treatment of TEL 600 mg once daily for 5days against
sinusitis including patients whose causative bacteria was penicillin—resistant or macrolide-resistant S.
pneumoniae exhibited an excellent clinical usefulness.



