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1. BRI © ARVt SORER] 1125002 36 ) 2 3 54% T (fhabig) ofF R,
450 mg %51 72.1% (3141/43 %) , 500 mg #%5-#F 88.6% (3111/35%1) , 900 mg #%
5#E85.3% (29%/34%1) Td D, 500mg ¥ & U900 mg & 55 Tk 80% LU E
BB ERL =,

2. MIBZARD R - P A THE (habiy) ORIKE (FESHEME) OWAFEIL, 450mg
Pe 5 92.2% (478K/S1HR) , 500 mg £ 51 94.7% (36 #k/38 k) , 900 mg ¢ 5-#F
91.7% (33#k/364Kk) TH D, KL SITEVIHREEIRL 72, S. pneumoniae 3.,
PRSP % &G ¢ R TORIHK L, S. pyogenes 5 KU M. catarrhalis & 3 X TIHR L
72o H. influenzae DIERFIL, R TILT78.6% Tdh - 724, 450mg & 54 76.9%,
500 mg ¢ 54 100%, 900 mg ¢ 54 66.7% & e 5HFH TN 5 Nz,

3. PK-PD##r : TBPM O I s A3l ¢ &, »DBKEO MIC % #lld U7z 1114
124D 7 — & & M5t f & U T PK-PD M &2 % fi L 72, AUCEH/MIC B & O
Coon/MIC & M= H D RSB 258D 5, 21 6 ORfRA2 5 AUCHMIC B LT
Coa/MIC D & =% MEIZZHEN10~20, BXV 4 LFE SN, 72, T>MIC
&R EN R & ORI ITIAE 5 BIfRIZEAD S h s 2 5 72,

4, TAME D BMEIERICBE T 2 RIfEF ORI EIL, 450mg %51 T 28.8% (211/73
i), 500 mg £ 54T 35.8% (24 H%1/6751) , 900 mg £ 58T 30.6% (22%1/725) <
»Hot, BRBRAEMERNEBHORELIE, 450mg % 58T 8.2% (6Hil/73 %) ,
500 mg % 58T 9.2% (6fl/65%1) , 900 mg & 5-HET9.9% (7Hl/714]) TH-7z, W
T LGB TER AL, HEERBERLEOMBIEWEDEE L 5hiz,
PlbE&y, FESHMEIC K 2 DR S NIRRT 254 T (FRIERE) ©

EEARIRIZ BT, 500 mg e 58FT85% LU EOEWERIENMG oM L, WTFho#k

BRI TE G TR (PIbry) OMIEFRIRIRIC N T, 90% &8/ 2 2 1HKHEL

ffohizZ&, REMCHLTEVThoRGREREE k2 HU3BO sk r» 57z

ZEM5, BN E SEIGERHE R RYE 12 351 B TBPM-PI O i FR 5 5% B vk F &0 1 1m)

250mg D 1 H2B%5.Th 5 & 2 5Nz,
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Fig. 2. Dosage schedules.
Treatment group Administration time
Morning Noon Evening
150 mg t.i.d | _]@Je) [ ]@) @O0
250 mg b.i.d @ e OO e e
300 mg t.i.d | ] J@ o0 000

® : TBPM-PI 100mg Tab. O : placebo 100mg Tab.
@ : TBPM-PI 150mg Tab. O : placebo 150mg Tab.
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TR, WASENE, FEAR, AL L7,

% 7z, WIFEEOL AT EERE MRS ORI
l, EREREIZZEA b B IRpIEREMIC DWW THIZE L
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(3) Bl BPE X Mt (BB ESED A)
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EFEML, MAT, JCRRFACEAE SR AT
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(PCR) 12 &k % 6 ifd (S. pneumoniae, H. in-
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MEEOR G 2 E & § 2 &5 2IER - BisiAs i
HBIL 728583 [Hae 0] &L, &k, &5
F T (FIERE) OERRRERAY [0 fR)] 72
3 THER) ] OREFIRRGFE T e (k) (ISP
DAMIZED 5 FROIEIE LG X 54513
[FHRH D] & L7z, FKEGUELS Tl it
FHEA G NG Aad [FIEreE] &L,

(3) MR =R AR

53 Hicd KOG TR (hibkp) 12k
ZIHNEOWRE [THE (EEFHK) ] &LL<
[{ifi] CTHREL 72,

PR THE (PIERR) 1I2BWT, #5 %M BUR
DA 2 FIE L7z,

8. PK-PDf&if

(1) PK-PD /35 % — 2 DFiH,

PK-PD /35 X — & 3L FIZ&K DR L 72,

AUCEHMIC : [ 2 > 232 JERE S5 TBPM Ji
& &0 FEH U 728524 % % T AUC % MIC
TR L 7=l

C,..fMIC : It & ¥ o327 JEREA R TBPM O
C e & MIC TER L 721l

T>MIC : M4 & v 732 JERE AT TBPM
PMIC % A T 3 O 24 FERNZ X3 2 HI A

sk, MEEH & 8o IEREAE () 13033 % H
W7z,

(2) 2 —7r v MEDFEH

PK-PD /%7 # — & & flIEFHIsh R & OB tR A2
5, AP C&E 2 PK-PD /ST A —F DX —
7y MEZMTO 280 0k ikl k0
$2) AHVCHELZ,

Jii1 D PK-PD /S5 X — & L BARHELE L LV
PR TR & OBR, 63K B Jidhe Lz, 20D
HETI, Zofili% ERIAUTH 80% DL LD A
ARSI, AT B35 50% LA AT
LB PK-PD/ST A —ADEAZ—7 v Ml L
7z

J5:2 ¢ Forrest 5 ¥ @ Range 12 A L 7=
PK-PD /37 X — & LI RFEOBIRA 5 3K¥ 2 75k
L L7z, ZOHETIE, WHREIH80% % 15
PK-PD/ST X — & D% &% — 7y Mak L7z,
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ISR BERBAERNC 30 B RIMERT, ERARB AL S5
DYESERE] D 2 5E I, T#E], [hEE],
[FE ] O3PS THIE L7z, B & o R
BIfRIE, [WISICBdH D |, [Z0BdEH D ],
(BEs 228 Lhawn], [BaL] LI
MIEARE] CTHIE L7z, [Bs L] Db &HE
ENTAFRRZAEN & LT o7,

10. fRETEEIR

NIRRT I & Ot FEUERE D K12 D0
T, 5B IcEd L, KRTO AT TV
DWTIIBHSERTIZPE U 7=,

AENECB S 2 FEEHHE E IOV TE, AR
PEFRAT T SREFNZ I\ THRIRFN R Y 5] £ 72
3 THEA] LRl X = ERIOBIA A AR L L
TG ISR L, Z095% S %Ko
7zo RAVECET 2 FERHMEHE IC OV TR, &
AT R SRR 3\ CRIMER 5 & O
ERFZFIONTRHEFEL O (HH) &%
DIREDORE ARG LIRS, BBLL 7%
KEf (F 72130080 OFEIG&2FEBIRE U TiEHE
TEIZEML, ZD 5% EHHX M A R 7=,
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1. GEBIERK

AR CTHM S N REBNZ KT 21241 (450
mg ¥ 58 (150mgx3ul/H) 736, 500mg %5
B (250 mgx2ml/H) 6761, 900 mg #% 5-#f
(300mgx31Mul/H) 7241) TH O, FTXTDOREH]
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ISR AR G X 7z, 212010 5 5 iRER Iz N
FHEEICE A U 7GR EMRHT 5 188 151 (450 mg
25 68151, 500 mg £ 54 5815, 900 mg % 55-
BE62151) % A VERAT X SRR (32 5 TR K
LIS & &) & L7z, & BICFEE S FE A
K &3 2GR Sz 11241 (450 mg $%5-
HE43 61, 500 mg #5356, 900 mg % 5-1 34
Bil) % F TS WRERGUERI & U T F 7= 5 H b
MixtRREBI & U, EBE ARG,

72, 4+ TBPM RE 2 HlE TE, A DJHIA
1# O MIC % #ll5E U 72 1115 124 # % PK-PD f# 4t
ﬂ%&c‘: L7,

12, BRERERHI R G & 2z A 212 45 &

ﬁi‘ﬁﬁ@$ﬁx¢%ﬁWJa L7z,

2. BEER

FFE S RARRGYER] 112 BN 1) 5 B 5 lX
T % Table 1IZ/R L7z, HERITIIOWThORES &
Wn% <, FHFETIX 40802, ARG - 4R
B TIEEFPNREETH > 72, EIUEZK4 T
R H %, BHRIEEREDSL < &5, B
JEREREIXIZ E AL %<, PERE LW LEREA
FhTh o7, WM TOHE ST DAL
(p<0.15) TR 5Nl - 7=,

25111 Ji R G 12 D TRERI AL O PNER % Table

212, HHRHRLOMNAR % Table 312R L7z, &

e TIE S, pneumoniae FRGEFIA I ® % <, R
T H. influenzae FEGFIT B > 725, IRAEGH %
GW B &S aureus, M. catarrhalis DAEE & & &
0, S. pneumoniae, S. aureus, H. influenzae, M.
catarrhalis DNIET & > 7z, —Ji, S. pyogenes D
HBHIE (3D 4 TEFEIC SR T2 5 72 2 5-RTR
(EBESHRE) OFEFIEAZ 1) A % Table 4
IR L7z, TBPM G E% 5 Wl 5 7 % 1% 5l
1258 12HF LT, MICy, T 0.016 ug/ml,
MIC,, T 0.25 pg/ml & B2 PERIE 12 U 7= fth D il

W, 7NN LR (Imipenem (IPM)), X

2R3 (Faropenem (FRPM)), 7 = & RIE (Cef-
dinir (CFDN), Cefditoren (CDTR)), ¥/ v ¥
## (Levofloxacin (LVFX), Gatifloxacin (GFLX)),
v u 74 NRHE (Clarithromycin (CAM)), X=
v ) v R¥E (Benzylpenicillin (PCG), Ampicillin
(ABPC), Amoxicillin (AMPC)) D\ $h kD &
NP &R L 7=,

3. BHHEOFE

(1) FEREIR

1) #5482 T (FhibiRg) ORERRZDR

TS FHREERGYEGNZ 3o B 58 T (Bl
) ORFRF % Table 512R L7, K%5HED
AR 450 mg $ 58 72.1% (31451743 ) ,
500 mg % 5-1¥ 88.6% (3111/35f51) , 900 mg #%5-
B 85.3% (29f51/34%1) TH v, 500mgI LT
900 mg % 58 T 80% L LOHRHETH - 72,

51T, FRESEMRIGEGIZ I 5, BIYE
2 T L ORGA TIRE (k) ORISR %
Table 6 1Z/8 L7z, SUERISIERIZ BT 5 &%
MOHRNFIL 450 mg #4514 68.0% (17 Hil/2541)
500 mg % 57 93.8% (15%il/16%1) , 900 mg % 5-
T 84.2% (16%1/19%1) TH >7z, 450 mg 5%
& 500 mg 5L OBERIFITIL25.8% DEN B
0, ARIEEDED 95% 5 FX HNIE 4.0%~47.5%
Th-o7z,

(2) MBI Rh R

1) #5& T (ki) OMIFERIZD R

Pemi R R (F%S W) 143 285545 T
W (ki) ORI % Table 7, 812/ L
7oo BEERETHRE (hablE) 12D\ TS, preumo-
niae & H. influenzae O 2 K % & 5 1285 T84
PR X 53 0F U7z S. pneumoniae 13, PRSP %
GUTRTORDBIERL, S. pyogenes 15 LU M.
catarrhalis & T X TOENHE L 72, HEX T
(ki) O K DI =R 13 500 mg 14 58 25 i
LEL, KT, 450mg 58 900 mg % 5-#F
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Table 1. Patient profiles.
. Number of subjects (%)
Patient profiles Test”
450mg 500mg 900mg Total
Number of subjects in analysis 43 35 34 112
Gender Male 8 (18.6) 13 (37.1) 8 (23.5) 29 (25.9) Fisher
Female 35814 | 22(629) | 26(76.5) 83 (74.1) p=0.1925
~29 10 (23.3) 7 (20.0) 8(23.5) 25(22.3)
30~39 17 (39.5) 10 (28.6) 13 (38.2) 40 (35.7)
40~49 7(16.3) 7 (20.0) 6 (17.6) 20 (17.9) x’
50~59 2(4.7) 3(8.6) 3(8.8) 8(7.1) p=0.9777
60~69 5(11.6) 5(14.3) 3(8.8) 13 (11.6)
70~ 2(4.7) 3(8.6) 12,9 6(5.4)
Age (1) ~64 38(88.4) | 29(829) |31(912) 98(87.5) | Fisher
65~ 5(11.6) 6(17.1) 3(8.8) 14 (12.5) p=0.5951
Mean 39.65 4334 39.35 40.71
SD 14.43 15.62 14.52 14.81 oneway-ANOVA
Minimum 22.00 22.00 21.00 21.00 p=0.4508
Maximum 74.00 74.00 79.00 79.00
~39 1(2.3) 2(5.7) 0(0.0) 32.7)
40~49 13 (30.2) 5(14.3) 7(20.6) 25(22.3)
50~59 15 (34.9) 14 (40.0) 13 (38.2) 42 (37.5) s
60~69 9(20.9) 10 (28.6) 6 (17.6) 25(22.3) x
70~79 4(9.3) 2(5.7) 5(14.7) 11(9.8) p=0.6184
Body weight (kg) 80~ 1(2.3) 2(5.7) 2(5.9) 5(4.5)
Unknown 0(0.0) 0(0.0) 12.9) 1(0.9)
Mean 55.23 58.12 60.25 57.63
SD 10.71 11.16 13.89 11.95 oneway-ANOVA
Minimum 38.60 37.00 45.00 37.00 p=0.1850
Maximum 92.00 87.00 103.00 103.00
Outpatient 43(100.0) | 35(100.0) | 34(100.0) | 112(100.0) | Fisher
Category .
Inpatient 0(0.0) 0 (0.0) 0(0.0) 0(0.0) -
Tonsillitis 4(9.3) 2(5.7) 0(0.0) 6(5.4)
Acute otitis media 6 (14.0) 9(25.7) 8(23.5) 23(20.5)
Chronic otitis media 4(9.3) 4(11.4) 5(14.7) 13 (11.6) )
Diagnosis Acute sinusitis 25(58.1) 16 (45.7) 19 (55.9) 60 (53.6) %:o 6731
Chronic sinusitis 2(4.7) 2(5.7) 0(0.0) 4(3.6) P
Pharyngo-laryngitis 2(4.7) 2(5.7) 2(5.9) 6(5.4)
(Pharyngitis)
Mild 12.3) 2(5.7) 0(0.0) 32.7) Fisher
Severity Moderate 21 (48.8) 17 (48.6) | 21(61.8) 59 (52.7) 10,5476
Severe 21 (48.8) 16 (45.7) 13 (38.2) 50 (44.6)
Type of infection Single 34(79.1) | 29(829) | 31(91.2) 94 (83.9) Fisher
(Causative organisms) Mixed 9 (20.9) 6(17.1) 3(8.8) 18 (16.1) p=0.3604
;Jnf;d/zlyi“g disease No 23(53.5) | 18(514) | 22(64.7) 63(563) | Fisher
complication Yes 20(46.5) | 17(48.6) | 12(35.3) 49(43.8) | p=0:3040
Previous antimicrobial No 39(90.7) 31 (88.6) 30 (88.2) 100 (89.3) Fisher
treatment Yes 4(9.3) 4(11.4) 4(11.8) 12 (10.7) p=0.9317
) No 27(62.8) | 23(65.7) | 20(58.8) 70 (62.5) Fisher
Concomitant drugs
Yes 16 (37.2) 12 (34.3) 14 (41.2) 42 (37.5) p=0.8291

a) Fisher; Fisher’s exact test
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Table 2. Causative organisms before administration (patients).
Number of subjects (%)
Item
450mg 500mg 900mg Total
Number of subjects in analysis 43 35 34 112
H. influenzae 11 (25.6) 4(11.4) 8(23.5) 23 (20.5)
M. catarrhalis 6(14.0) 5(14.3) 2(5.9) 13 (11.6)
Single S. aureus 5(11.6) 6(17.1) 9(26.5) 20 (17.9)
S. pneumoniae 9(20.9) 12 (34.3) 9(26.5) 30 (26.8)
S. pyogenes 3(7.0) 2(5.7) 3(8.8) 8(7.1)
H. influenzae + M. catarrhalis 0(0.0) 1(2.9) 0(0.0) 1(0.9)
M. catarrhalis + others? 1(2.3) 0(0.0) 0(0.0) 1(0.9)
S. aureus + H. influenzae 1(2.3) 0(0.0) 0(0.0) 1(0.9)
S. aureus + M. catarrhalis 2(4.7) 0(0.0) 0(0.0) 2(1.8)
Mixed S. aureus + S. pneumoniae 2(4.7) 1(2.9) 0(0.0) 3(2.7)
S. aureus + others® 0(0.0) 1(2.9) 0(0.0) 1(0.9)
S. aureus + other? 0(0.0) 2(5.7) 1(2.9) 327
S. pneumoniae + H. influenzae 1(2.3) 1(2.9) 1(2.9) 3(2.7)
S. pneumoniae + M. catarrhalis 2(4.7) 0(0.0) 1(2.9) 3(2.7)
a) without major 5 strains
Table 3. Causative organisms before administration (strain).
Number of strains (%)
Item
450mg 500mg 900mg Total
Number of strains in analysis 55 42 37 134
S. aureus 10 (18.2) 10 (23.8) 10 (27.0) 30 (22.4)
S. constellatus 0(0.0) 0(0.0) 1(2.7) 1(0.7)
Gram (+) S. pyogenes 3(5.5) 2(4.8) 3(8.1) 8(6.0)
S. pneumoniae 14 (25.5) 14 (33.3) 11 (29.7) 39 (29.1)
Subtotal 27 (49.1) 26 (61.9) 25 (67.6) 78 (58.2)
M. catarrhalis 11 (20.0) 6(14.3) 3(8.1) 20 (14.9)
Gram (—) H. influenzae 13 (23.6) 6(14.3) 9(24.3) 28 (20.9)
Subtotal 24 (43.6) 12 (28.6) 12 (32.4) 48 (35.8)
P. asaccharolyticus 0(0.0) 1(2.4) 0(0.0) 1(0.7)
P. magnus 0(0.0) 1(24) 0(0.0) 1(0.7)
P. micros 1(1.8) 1(24) 0(0.0) 2(1.5)
. . Anaerobic GPR 1(1.8) 0(0.0) 0(0.0) 1(0.7)
anaerobic bacteria .
Anaerobic GNR 1(1.8) 0(0.0) 0(0.0) 1(0.7)
Prevotella sp. 0(0.0) 1(24) 0(0.0) 1(0.7)
Pigmented Prevotella/Porphyromonas 1(1.8) 0(0.0) 0(0.0) 1(0.7)
Subtotal 4(7.3) 4(9.5) 0(0.0) 8(6.0)
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Table 5. Clinical efficacy at end of administration (at discontinuation) (5 major bacterial species).
(patients)

Number of subjects (%) Efficacy

Item 00 95% C.1.7
Excellent Good Fair Poor Total rate ¥ (%)

450mg 15 (34.9) 16 (37.2) 9 (20.9) 3(7.0) 43 72.1 56.3~84.7

500mg 17 (48.6) 14 (40.0) 4(11.4) 0(0.0) 35 88.6 73.3~96.8

pose 900mg 14 (41.2) 15 (44.1) 4(11.8) 1(2.9) 34 85.3 68.9~95.0

Total 46 (41.1) 45 (40.2) 17 (15.2) 4(3.6) 112 81.3 72.8~88.0

a) Efficacy rate (%) = (number of (Excellent + Good) / number of total) X 100

b) C.I.; confidence interval

Table 6. Clinical efficacy at end of administration (at discontinuation) by diagnosis (5 major bacter-

ial species).

Efficacy rate ¥ (%)

450mg 500mg 900mg Total
Tonsillitis 3/4 2/2 — 5/6 (83.3)
Acute otitis media 6/6 (100.0) 9/9 (100.0) 8/8 (100.0) 23/23 (100.0)
Chronic otitis media 2/4 2/4 3/5 7/13 (53.8)
Acute sinusitis 17/25 (68.0) 15/16 (93.8) 16/19 (84.2) 48/60 (80.0)
Chronic sinusitis 1/2 1/2 — 2/4
Pharyngo-laryngitis (Pharyngitis) 2/2 2/2 2/2 6/6 (100.0)

a) Efficacy rate (%) = (number of (Excellent + Good) / number of total) X 100

Table 7. Bacteriological efficacy at end of administration (at discontinuation) (5 major bacterial
species).
Number of strains (%) Eradication
Item 20 95% C.I."
Eradication | Persistence Total rate ¥ (%)
450mg 47 (92.2) 4(7.8) 51 922 81.1~97.8
500mg 36 (94.7) 2(5.3) 38 94.7 82.3~99.4
Dose
900mg 33(91.7) 3(8.3) 36 91.7 77.5~98.2
Total 116 (92.8) 9(7.2) 125 92.8 86.8~96.7

a) Eradication rate (%) = (number of Eradication / number of total) X 100

b) C.I.; confidence interval
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Table 8. Bacteriological efficacy at end of administration (at discontinuation) by bacterium (5 major
bacterial species).

Item Eradication | Persistence Total Eradl;atlon
rate ' (%)
450mg 9 1 10 90.0
S aureus 500mg 8 2 10 80.0
' ' 900mg 10 0 10 100.0
Total 27 3 30 90.0
450mg 3 0 3 3/3
s ) 500mg 2 0 2 2/2
 Pyogenes 900mg 3 0 3 3/3
Total 8 0 8 100.0
450mg 2 0 2 2/2
500mg 4 0 4 4/4
gPSSP 900mg 2 0 2 212
Total 8 0 8 100.0
450mg 5 0 5 5/5
gPISP 500mg 6 0 6 100.0
(2x) 900mg 3 0 3 3/3
Total 14 0 14 100.0
4
Gram (+) 450mg 0 0 0 —
gPISP 500mg 1 0 1 1/1
(la+2x) 900mg 1 0 1 1/1
S. pneumoniae Total 2 0 2 22
450mg 3 0 3 3/3
gPISP 500mg 1 0 1 1/1
(2x+2b) 900mg 1 0 1 1/1
Total 5 0 5 5/5
450mg 4 0 4 4/4
500mg 2 0 2 2/2
gPRSP 900mg 4 0 4 4/4
Total 10 0 10 100.0
450mg 14 0 14 100.0
500mg 14 0 14 100.0
Total 900mg 11 0 11 100.0
Total 39 0 39 100.0
450mg 11 0 11 100.0
. 500mg 6 0 6 100.0
M. catarrhalis 900mg 3 0 3 3
Total 20 0 20 100.0
450mg 3 0 3 3/3
500mg 2 0 2 2/2
gBLNAS 900mg 2 0 2 22
Total 7 0 7 100.0
450mg 1 0 1 1/1
500mg 1 0 1 1/1
glLow-BLNAR 900me 0 0 0 —
Total 2 0 2 2/2
Gram (=) 450mg 6 2 8 750
. N 500mg 3 0 3 3/3
H. influenzae gBLNAR 900me 4 3 - 571
Total 13 5 18 72.2
450mg 0 1 1 0/1
500mg 0 0 0 —
gBLPACR-II 900mg 0 0 0 —
Total 0 1 1 0/1
450mg 10 3 13 76.9
500mg 6 0 6 100.0
Total
o 900mg 6 3 9 66.7
Total 22 6 28 78.6

a) Eradication rate (%) = (number of Eradication / number of total) X 100
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Table 9. Recurrence of infection within 7 days after treatment.
(patients)
Not Recurrence
Item Recurrence Unjudged Total 95% C.1.»
recurrence rate” (%)

450mg 30 (73.2) 9 (22.0) 2(4.9) 41 23.1 11.1~39.3

500mg 27 (77.1) 6 (17.1) 2(5.7) 35 18.2 7.0~35.5

pose 900mg 26 (76.5) 7(20.6) 1(2.9) 34 212 9.0~38.9

Total 83(75.5) | 22(20.0) 5(4.5) 110 21.0 13.6~30.0

a) Recurrence rate (%) = (Number of recurrence / (Number of recurrence + Number of not recurrence)) X 100

b) C.I; confidence interval

Table 10. Recurrence of infection within 7 days after treatment in patients of excellent and good in

clinical efficacy.

(patients)
Not Recurrence
Item Recurrence Unjudged Total 95% C.L.Y
recurrence rate” (%)
450mg 21(72.4) 6(20.7) 2(6.9) 29 222 8.6~42.3
500mg 25 (80.6) 4(12.9) 2(6.5) 31 13.8 3.9~31.7
Dose
900mg 25(86.2) 3(10.3) 1(3.4) 29 10.7 2.3~282
Total 71 (79.8) 13 (14.6) 5(5.6) 89 15.5 8.5~25.0

a) Recurrence rate (%) = (Number of recurrence / (Number of recurrence + Number of not recurrence)) X 100

b) C.L; confidence interval
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Table 11. Relation between the target value of PK-PD parameters and the bacteriological efficacy.
PK-PD . el Bacteriological efficacy, (strains)
parameter | 2 9°t Value Eradication Persistence Total of
proportion proportion strains
=10 94% (113) 6% (7) (120)
AUCT/MIC
<10 50% (2) 50% (2) (4)
24 97% (111 3% (4 115
Co fIMIC o (111) o (4) (115)
<4 44% (4) 56% (5) 9)
(210) 94% (113) 6% (7) (120)
T>MIC
0) 50% (2) 50% (2) (4)
Total 93% (115) 7% (9) (124)
Fig. 3. Relation between AUC{/MIC and the bacteriological efficacy in patients.
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Fig. 4. Relation between C,, f/MIC and the bacteriological efficacy in patients.
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Fig. 5. Relation between MIC and AUC, ,,,,, with the bacteriological efficacy in patients.
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Fig. 6. Relation between MIC and C, . f with the bacteriological efficacy in patients.
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Table 12. Overview of adverse reactions (Subjective symptom/Objective finding).

Not
Incidence Incidence rate ®
Item incidence Total 95% C.I.»
(%) (%)
(%)
450mg 52(71.2) 21(28.8) 73 28.8 18.8~40.6
500mg 43 (64.2) 24 (35.8) 67 35.8 24.5~48.5
Dose
900mg 50 (69.4) 22 (30.6) 72 30.6 20.2~42.5
Total 145 (68.4) 67 (31.6) 212 31.6 25.4~38.3

a) Incidence rate (%)=(number of Incidence / number of total) X 100

b) C.I.; confidence interval

Table 13. Overview of adverse reactions (Abnormal change in laboratory value).

Not
Incidence Incidence rate ®
Item incidence Total % 95% C.I.»
(%) )
(%)
450mg 67 (91.8) 6(8.2) 73 8.2 3.1~17.0
500mg 59 (90.8) 6(9.2) 65 9.2 3.5~19.0
Dose
900mg 64 (90.1) 79.9) 71 9.9 4.1~19.3
Total 190 (90.9) 19 9.1) 209 9.1 5.6-13.8

a) Incidence rate (%)=(number of Incidence / number of total) X 100

b) C.I.; confidence interval
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Table 14. Adverse reactions (Subjective symptom/Objective finding).

Number of patients (%)

. 450mg 500mg 900mg Total
System organ Adverse reaction
(N=73) (N=67) (N=72) (N=212)
. Pruritus genital 0(0.0) 1(1.5) 0(0.0) 1(0.5)
Skin and appendages .
. Itching 0(0.0) 0(0.0) 1(1.4) 1(0.5)
disorders
Rash 1(1.4) 0(0.0) 0(0.0) 1(0.5)
Musculo-skeletal system .
. Lumbar pain 0(0.0) 0(0.0) 1(1.4) 1(0.5)
disorders
Central & peripheral nervous Lo
. Dizziness 0(0.0) 1(1.5) 0(0.0) 1(0.5)
system disorders
Psychiatric disorders Sleepiness 0(0.0) 0(0.0) 1(1.4) 1(0.5)
Nausea 0(0.0) 1(1.5) 2(2.8) 3(1.4)
Retching 0(0.0) 1(1.5) 0(0.0) 1(0.5)
Vomiting 0(0.0) 0(0.0) 3(42) 3(1.4)
Diarrhoea 0(0.0) 4 (6.0) 4 (5.6) 8(3.8)
Stools watery 3(4.1) 2(3.0) 1(1.4) 6(2.8)
Gastro-intestinal system Stools loose 10 (13.7) 12 (17.9) 8 (11.1) 30 (14.2)
disorders Mushy stool 3(4.1) 5(7.5) 6(8.3) 14 (6.6)
Stomach feeling heavy 0(0.0) 1(1.5) 0(0.0) 1(0.5)
Stomach discomfort 1(1.4) 0(0.0) 2(2.8) 3(1.4)
Stomachache 1(1.4) 0(0.0) 0(0.0) 1(0.5)
Abdomen enlarged feeling of 1(1.4) 0(0.0) 0(0.0) 1(0.5)
Epigastric pain 0(0.0) 0(0.0) 1(1.4) 1(0.5)
Respiratory system disorders Coughing 1(1.4) 0(0.0) 0(0.0) 1(0.5)
Face oedema 1(1.4) 0(0.0) 0(0.0) 1(0.5)
Body as a whole-general Headache 0(0.0) 0(0.0) 2(2.8) 2(0.9)
disorders Fever 0(0.0) 0(0.0) 1(1.4) 1(0.5)
Fatigability generalized 1(1.4) 0(0.0) 0(0.0) 1(0.5)
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PR AN 2B AR BL U 7= s & O D #)
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EERM AT R A O E Z & ORB ¥k &
URBHE (MFE/H8) % Table 1512/ L7z, %
PR REAGH TOFBIRAS 1% LI 0 b 2 fi
WAL, GOT (AST) b5-2.9% (615209 fF) ,
GPT (ALT) E5-2.9% (61F/209F), #frhEkikd
2.5% (51F2041F), Vv SsEkEZ (GE) 1.5%
(3 #1204 1F) , hFEEEREEZ (GE) 1.0% (211204
) Tho7m,
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Table 15. Adverse reactions (Abnormal change in laboratory value).
450mg 500mg 900mg Total
Adverse reaction No. of No. of No. of No. of
cases (%) cases (%) cases (%) cases (%)
Leucopenia 0(0.0) 1(1.6) 0(0.0) 1(0.5)
Leukocytosis 0(0.0) 0(0.0) 1(1.4) 1(0.5)
Eosinophilia 2(2.8) 0(0.0) 0(0.0) 2 (1.0)
Neutropenia 2(2.8) 3(4.8) 0(0.0) 5(2.5)
Lymphocytosis 1(1.4) 23.2) 0(0.0) 3(1.5)
GOT increased 1(1.4) 2@3.1) 3(4.2) 6(2.9)
GPT increased 2(2.7) 1(1.5) 3(4.2) 6(2.9)
Gamma-GT increased 0(0.0) 0(0.0) 1(1.4) 1(0.5)
ALP increased 1(1.4) 0(0.0) 0(0.0) 1(0.5)
Serum bilirubin increased 0(0.0) 0(0.0) 1(1.4) 1(0.5)
LDH decreased 0(0.0) 1(1.6) 0(0.0) 1(0.5)
Urinary protein increased 0(0.0) 0(0.0) 1(1.4) 1(0.5)
Urine sugar positive 0(0.0) 0(0.0) 1(1.4) 1(0.5)

zE

Sl BN H EIAIGERHERZ 35 1) % ERRHESE
EHEOREI ZHME LT, B hH B X UR
PRI S E 5% 2 D TREBI A 6 U, /NS H i
FHEBEISE TS £ < 7t S h 2 FESHEIC &
2 YRR AL > 7P 588 THE (WP IERE) DERIR
G/ 1 [ R B S A O e e o R = A= 1 L 4
ABRIZ X D BRET L 72,

TBPM (& % 5 H A 5 7 5 & 5-mi K14 125
BRIZXE LT, MIC,, Ti%0.016 ug/ml, MIC,y, Tl
0.25 ug/ml &, BULE, H GG R e R %
ICHO SN T B MOROPEIETH 5 X% 457
PUREE, 7 = 2RPUFEEE, F /0 v RIKE,
voru74 FRAEE, =) VRIE
SO AR TP EME 2R L7z,

51, HEHREOFREIZY 725 TPK-PD %
ZEL, FEF @ Breakpoint MIC{f &
TBPM O#RYENHEH 5, PK-PD /ST X — & % f{iH
Ui D & o a¥hEmd 2 Ll

fFEha5RE LTI HESE450mg L EEd%
L2 licky, FEGEHEEE & U2 FHS5 W
TS & 2 G TR X N IERINC 36 1 B 584 T
B (PIkEE) ORISR BT, WTIhoikh
FClnW AR Moz, LaL, 450
mg G TIET72.1% (95% 5 X :
56.3%~84.7%) , 500 mg % 5-#f T13 88.6% (95%
X ¢ 73.3%~96.8%) * & U900 mg %54
TIE85.3% (95% fEHAX M © 68.9%~95.0%) &,
EIFE T 1 HE SO 2055 #1575 TH % 500mg
BE5#IZ, 355 EIRSTH B 450 mg R 5HEIZ I
RTCENEN @I o722 en6, 1H5RELE
SMEICBI U CERE AR A DR LB L 5 hi,
72, 500mg 58 L 900 mg 5 TIE VW TThHh
% 85% LI EDIFIFE LWAIENE bR,

EGYEZIT A TIE, SR HRICBW T,
PRSP 23 [KIF T & - 72IEH % G0 SREfl 2 [H
Wl U ETHh o7z, 72, BMEIEEERIZB T
1, 500 mg H5-BEA 450 mg F G BEIZ N, AR
LRENMEASRD Sz, &k, 500mg %58



Apr. 2009

THE JAPANESE JOURNAL OF ANTIBIOTICS

62—2 173 (103)

&£ 900 mg G HEDHAMNRIZFITFEL 572, W
A F6 K OBk 12DV T &, FEFIBIE A 20
EDD, 80% U EOHNEBHR SN,

AR COMEFERIRRENE, P62 6 DRGFERIC
KBHMEDRIEIZIM A, RAEAT RAIZBI$ 2 Mg,
PCREIZ & % HEA B IA T % & 8 7 WO MR
AL, WER & % < 7 HE S D H SIAEGERE
BETYEIC B T 2 HRFE 2 RE T 28 %2 L5
TREMA =,

MR ZOR R OWARE, BH&TE (hik
) (23T oGS 90% ##82 Cuniz, R
12 S. pneumoniae (PRSP % &r), S. pyogenes,
M. catarrhalis 133 CTORRMHA (100%) L, JE
WE R B TR X L7z TBPM DR R I S A
SN7z, &k, H influenzae DIERHIL, &K T
1378.6% (22828 %K) Td - 72743, 450 mg#%5-
#76.9% (108K/13¥k) , 500 mg £ 5-#F 100% (6
FR/6#K) , 900 mg ¥ 5-1F 66.7% (6 #k/9#) T,
900 mg % 5-FEOTFREHNE T & H =TI LT
B0, BREATIRIZ BT ARSI &
N> 7z, TBPM O WHIE P & PK-PD /¥
T A= 2 EEEREE LG REEN IS Dy
HIFFR RIS HFG LD LB L BNz,

142 H TBPM IR 23l T %, 2D F O
MIC % #ll7E U 7= PK-PD f##i 5§ 512 D> T PK-PD
fRNT 47 5 7245, AUCHMIC % 7213 C,,, f/MIC
AR & OBIRAE 5, Eh HIRET
EHIEELTHMTHSPK-PD/ST A —4D
&=y M & LT, AUCE/MIC I 10~20,
Cox/MICIZ 4 L FET 2 Z LN TE 2, P
ODEMMWIZEHEST 5 PK-PD /YT £ — &
(AUCMIC, C,, /MIC, T>MIC) &, il oD
27 20X ERY ) RZIEAED AN
XA LRPIHEIEE G B-T 7 4 LR PIEFEOMH
TR, T>MIC Lk & B b 5 & &
N3 28 KREBRORER, -7 7 4 4R PUA
I X B TBPM-PIIZ T, AUCHMIC

% 7213 C,, [IMIC & M2 RN R & DB R A 5
A=y MEASFE W22 &k, TBPM Ol
MIREA AN Z L IZHTA , post-antibiotic effect
& %3 post-antibiotic sub-MIC effect 23 LRI
WEWIRHERRM I -7 EZ N, £
72, & MZF 5 TBPM OFiIEK 1 R D T
H5H, 1H2[ES I\ T+ a0t E
ENFIHO DL LT, ok BEET 3
PK-PD /%5 X — & 7 AUCHMIC Th 5 Z & 73375
LTWAIEEEAE Z 57z, 512, PK-PDIR
Mr DA FUIAGRER TRl L 2= R O 24 M %
T 5 LT REARGHRTHLEEL LN
720

FAE 5B O AMVERIZB 5 BIfER O R BI%E
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FIZBIL T, 500 mg 25813 450 mg 2 5 &
V900 mg BEHG-RER D @A R L 724y, £ D%
BhXWwgnrEzoN-, 72, [HE] 7~
W TEE] CRHl < N zBIERNIE R h 5 72, BRR
MeA A B ORBR I IBEHICH VT
8% 258 10% T, WINEEGHFHTHEIER LS,
MR ERBRLOMHBIEEVWEDEEZ -, [H
JE| &7203 [HE] LAl & h 7z BRRR AT S5
NI o 7o, AR & ORIRBIfRIZ S E &
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B REREIRICB T 28ER DS 5, Eh$HER
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212%1) , 14.2% (30f51/21241) Td > 7z, T
1SR 250 mg DL EIC 7 B EFBIE D L5
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726
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TR S NITEBN o 1 B 5 THE (fkiE) o
BEIR S RIZ I T, 500 mg £% 58 T 85% L Lo
FBOWASIREMEO N2, WThORS5RICE
WCH G T (ki) OMIEERRIZE
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Clinical efficacy, safety and PK-PD analysis of tebipenem pivoxil
on a phase II clinical trial in otolaryngological infections
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Wakayama Medical University

Kenn Suzuki
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Department of Infectious Diseases, Tokyo Women’s Medical University

We conducted a double-blind intergroup comparative study investigating the efficacy, safety and PK-
PD analysis of the new oral carbapenem antibacterial drug tebipenem pivoxil (TBPM-PI) for the treat-
ment of otolaryngological infections in adults to establish the recommended clinical dosage.

The primary endpoint was the clinical effect of a 7-day oral administration of TBPM-PI to subjects
with confirmed cases of infection by any of the 5 major bacterial species causative for otolaryngological
infections (Staphylococcus aureus, Streptococcus pneumoniae, Streptococcus pyogenes, Moraxella
catarrhalis, and Haemophilus influenzae) assigned to three groups set according to the TBPM-PI dosage,
namely, a 450 mg group (150 mg t.i.d), a 500 mg group (250 mg b.i.d), and a 900 mg group (300 mg t.i.d).

1. Clinical efficacy : At the end of administration or at discontinuation, the efficacy rate for the
112 subjects in the efficacy analysis set was 72.1% (31/43 subjects) in the 450 mg group, 88.6% (31/35
subjects) in the 500 mg group, and 85.3% (29/34 subjects) in the 900 mg group. Both the 500 mg and 900
mg groups showed a high efficacy rate of over 80%.

2. Bacteriological efficacy : The disappearance rate of the pre-administration causative bacteria
(5 major bacterial species) at the end of administration (at discontinuation), it was 92.2% (47/51 strains)
in the 450 mg group, 94.7% (36/38 strains) in the 500 mg group, and 91.7% (33/36 strains) in the 900 mg
group. All the groups showed a high disappearance rate, with no large differences among them. All
strains of S. pneumoniae, including PRSP, as well as those of S. pyogenes and M. catarrhalis disap-
peared. The overall disappearance rate of H. influenzae was 78.6%, namely, 76.9% in the 450 mg group,
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100% in the 500 mg group, and 66.7% in the 900 mg group, showing differences among the groups.

3. PK-PD : The PK-PD analysis was executed in 124 strains isolated from 111 subjects in which
the plasma TBPM concentration and the MIC of causative organism were measured. The target value of
the PK-PD parameter was examined from the relation between PK-PD parameter and bacteriological effi-
cacy. The presumed target value of AUCH/MIC was 10-20, C_,,.f/MIC was 4. On the other hand, a clear
relation was not found between T>MIC and the bacteriological efficacy.

4. Safety : The incidence of adverse reactions related to symptoms and signs was 28.8% (21/73
subjects) in the 450 mg group, 35.8% (24/67 subjects) in the 500 mg group, and 30.6% (22/72 subjects)
in the 900 mg group. The incidence of abnormal changes in laboratory test values was 8.2% (6/73 sub-
jects) in the 450 mg group, 9.2% (6/65 subjects) in the 500 mg group, and 9.9% (7/71 subjects) in the 900
mg group. There were no differences in either of these categories among the groups, and the incidence
was considered not to be correlated with dose.

Based on the above, we considered that TBPM-PI at doses of 250 mg b.i.d (500 mg/day) promises
high clinical usefulness for the treatment of otolaryngological infections in adults.
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