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Table 1. Clinical and tympanic membrane scores for acute otitis media

(1) Clinical

Otalgia 0: None, 1: Slight, 2: Severe

Fever?

0: < 37.0C, 1: = 37.0-= 37.9C, 2: = 38.0C

Crying/irritation” 0: None, 1: Present

9Patient’s normal temperature (NT) exceeds 37.0C, 0: NT, 1: < NT + 1.0C, 2: = NT + 1.0C
bPatient unable to report otalgia, double the crying/irritation score.

(2) Tympanic membrane
No ear discharge

Bulei 0: None, 4: Slight (part of tympanic membrane),
ulgin
ging 8: Severe (bulging of total tympanic membrane)
Erythema/yellow 0: None, 2: Slight (part of tympanic membrane), 4: Severe (total tympanic membrane)

Ear discharge or middle ear effusion by myringotomy

Otorrhea

0: None, 4: Muco purulent, small amount (tympanic membrane observed),
8: Muco purulent, moderate or large amount (tympanic membrane not observed)

Erythema/yellow

0: None, 2: Slight (part of tympanic membrane), 4: Severe (total tympanic membrane)
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Consent obtained
high-dose
TBPM-PI CDTR-PI
112 104
Safety analysis Subjects excluded from safety analysis
high-dose high-dose
TBPM-PI CDTR-PI TBPM-PI CDTR-PI
111 101 Total 1 3
Reason for exclusion
+ Withdraw al without dosing
—Violation of exclusion criteria 1 0
—Withdrawal of consent 0 2
* Problem of compliance 0 1
Efficacy analysis Subjects excluded from efficacy analysis
high-dose high-dose
TBPM-PI CDTR-PI TBPM-PI CDTR-PI
110 94 Total 1 7
Reason for exclusion
- Disease not eligible 1 1
* Deviation from scheduled 0 3
observation
* Violation of exclusion criteria 0 2
+ Prohibited concomitant drug used 0 1

TBPM-PI: tebipenem pivoxil, CDTR-PI: cefditoren pivoxil

Fig. 3. Subjects analyzed.
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Table 2-1. Patient profiles
Number of cases (%)
Patient profiles high-dose Test?
TBPM-PI Total
CDTR-PI
Number of subjects analyzed 110 94 204
Gend. Male 50 ( 45.5) 47 (50.0) 97 (47.5) Fisher
ender
Female 60 ( 545) | 47 (50.0) 107 (525) | p = 05744
= 05-<3 35( 318) | 33(35.1) 68 (33.3) Fisher
=3-<6 53 ( 48.2) 49 (52.1) 102 (50.0) | p = 0.4158
Age (yr) =6 22 ( 20.0) 12 (12.8) 34 (16.7)
Mean 4.16 3.87 4.03 t
SD 2.15 2.02 2.09 p = 0.3238
>7-<10 12 ( 10.9) 10 (10.6) 22 (10.8) Fisher
> 10-< 14 32 ( 29.1) 32 (34.0) 64 (314) | p = 08607
_ > 14-< 20 51 ( 46.4) 42 (44.7) 93 (45.6)
Body weight (kg) > 90-< 28 15( 136) | 10 (10.6) 25 (12.3)
Mean 15.75 15.15 15.47 t
SD 4.80 4.32 4.59 p = 0.3494
< 80 11 ( 10.0) 10 (10.6) 21 (10.3) Fisher
= 80-< 100 42(382) | 45 (47.9) 87 (426) | p = 05198
. = 100-< 120 45 ( 409) | 31 (33.0) 76 (37.3)
Body height (cm) =120 12 ( 10.9) 8 ( 85) 20 ( 9.8)
Mean 99.02 97.45 98.30 t
SD 15.76 13.91 14.92 p = 0.4556
. . . Moderate 31 ( 28.2) 19 (20.2) 50 (24.5) Fisher
Severity of infection
Severe 79( 71.8) | 75 (79.8) 154 (755) | p = 0.1964
< 369 110 (100.0) 91 (96.8) 201 (98.5) Fisher
Normal body temperature
©) = 37.0-< 374 0( 0.0) 3( 32) 3(15) | p= 00961
=375 0( 0.0) 0( 0.0) 0( 0.0)
! , <2 82 ( 745) | 75 (79.8) 157 (77.0) Fisher
Time elapsed since
> 24-< 48 17 ( 15.5) 10 (10.6) 27 (132) | p = 0.6295
fever onset (hr)
=48 11 ( 10.0) 9( 9.6) 20 ( 9.8)
Single 58 ( 52.7) 55 (58.5) 113 (55.4) Fisher
Type of infection 1 Mixed 6( 55) 6(64) 12 ( 5.9) p = 06125
Unknown 46 ( 41.8) 33 (35.1) 79 (38.7)
Microbial 101 ( 91.8) 85 (90.4) 186 (91.2) Fisher
o Viral + Microbial 8( 7.3) 8 ( 8.5) 16(78) | p = 08989
Type of infection 2 . . .
Atypical + Microbial 1( 09) 1(11) 2 ( 1.0)
Atypical + Viral + Microbial 0( 0.0) 0( 0.0) 0( 0.0)

TBPM-PI: tebipenem pivoxil, CDTR-PI: cefditoren pivoxil
YFisher: Fisher's exact test, t: Student’s t-test
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Table 2-2. Patient profiles
Number of cases (%)
Patient profiles high-dose Test?
TBPM-PI Total
CDTR-PI
Number of subjects analyzed 110 94 204
o Yes 31 (28.2) 33 (35.1) 64 (31.4) Fisher
S. pneumoniae infection
No 79 (71.8) 61 (64.9) 140 (68.6) | p = 0.2944
Penicillin-resistant S. pneumoniae Yes 15 (13.6) 18 (19.1) 33 (16.2) Fisher
infection (CLSL: PCG)? No 95 (86.4) 76 (80.9) 171 (838) | p = 0.3416
Penicillin-resistant S. pneumoniae Yes 28 (25.5) 32 (34.0) 60 (29.4) Fisher
infection (PCR)®) No 82 (74.5) 62 (66.0) | 144 (70.6) | p = 02178
) o Yes 33 (30.0) 28 (29.8) 61 (29.9) Fisher
H. influenzae infection
No 77 (70.0) 66 (70.2) | 143 (701) | p = 1.0000
X . Yes 73 (66.4) 57 (60.6) 130 (63.7) Fisher
Medical history
No 37 (33.6) 37 (39.4) 74 (363) | p = 04654
Underlying disease Yes 93 (84.5) 76 (80.9) 169 (82.8) Fisher
and/or complication No 17 (15.5) 18 (19.1) 35 (17.2) p = 0.5770
, Yes 37 (33.6) 26 (27.7) 63 (30.9) Fisher
History of allergy
No 73 (66.4) 68 (72.3) 141 (69.1) | p = 0.3669
) L Yes 29 (26.4) 19 (20.2) 48 (23.5) Fisher
Previous antimicrobials®
No 81 (73.6) 75 (79.8) 156 (765) | p = 0.3247
Previous antimicrobials? Yes 7(64) 7(74) 14 ( 6.9) Fisher
for current episode No 103 (93.6) 87 (92.6) 190 (93.1) p = 0.7877
Yes 14 (12.7) 8 ( 8.5) 22 (10.8) Fisher
Recurrent case
No 96 (87.3) 86 (91.5) 182 (89.2) | p = 0.3727
Unresponsive to Yes 6 ( 5.5) 4(43) 10 (4.9) Fisher
previous antimicrobials? No 104 (94.5) 90 (95.7) 194 (95.1) p = 0.7556
Recurrent case and/or unresponsive Yes 20 (18.2) 10 (10.6) 30 (14.7) Fisher
to previous antimicrobials? No 90 (81.8) 84 (89.4) 174 (85.3) p = 0.1655
. Yes 64 (58.2) 54 (57.4) 118 (57.8) Fisher
Concomitant drugs
No 46 (41.8) 40 (42.6) 86 (422) | p = 1.0000
Prophylactic administration Yes 9(82) 13 (13.8) 22 (10.8) Fisher
of antiflatulent No 101 (91.8) 81 (86.2) 182 (89.2) p = 0.2579

TBPM-PI: tebipenem pivoxil, CDTR-PI: cefditoren pivoxil

@Fisher: Fisher's exact test

YInfection with S, preumoniae, MIC to penicillin G = 0.125 ug/mL
9Infection with S. pneumoniae, genotype classified as gPISP or gPRSP

DWithin 7 days before treatment

LV 2 FEHMEEHE 20w T, Rt
SGENICB W CRWEHOME (EH) & ZoREOH
FEo A % P 58 & LR, BIVE 2 583 L 2R o #)
BRFEBIRE LTIRGHILICERL, 20 95% EHEKX
MxRDz, 72, HGHBORBFEOZ%E (TBPM-PI
5.8 — CDTR-PI @ H & 5-8) & €D 95% FHEX 1
ROz

FIRFHIIEE B L oo E B 120w TOMATIZ,
ZNENFEFME H 2 U CER L 72,

B, MELEMT A%6, FHE LT BKEEN
5%, EFREITTH 95%, FEHTERFE (A)1E-10%
L7

I & S
1. JEGIHERK
AR L OREM OB G EF ONRE X O

BrA 2R L7z (Fig. 3)o

) 5 % B L 72 216 Bl oo 9 i BR 2T b5 2l A L
T AT S 45 1% 204 61 (TBPM-PI $#%5-#F : 110
B, COTRPI BHEZGH - M4B) ThHote 72, &
SRR R RN 212 1 (TBPM-PIL #5-5 : 111 #1,
CDTR-PI mH&E$ S8 1 101 #1) Th o7z,

2. BEER

HARNVESRAT R S 204 IS B 5 BEE RN T2 5
L7z (Table2),

PEplix, TBPM-PI #%5-8 Tl 5% WA 455% (50,/110),
WA 54.5% (60/110) & R R LB A% H2 - 7275, CDTR-
PI @RS TIZOT ot 500% (47/94) TH -
720 SEWNIZ, TIIRGEEE D2 6 ARNA% {, TBPM-PI
B 58Tl 80.0% (88/110), CDTR-PI & H & 5-# Tl
87.2% (82/94) % 5 T\\72o F72, JEYE FIEFE I,
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Table 2-3. Patient profiles
Number of cases (%)
Pretherapy clinical signs and symptoms high-d. Test®
Py 8 yimp TBPM-PI \gh-cose Total
CDTR-PI
Number of subjects analyzed 110 94 204
< 37.0 40 (36.4) 26 (27.7) 66 (32.4) Fisher
= 37.0-= 379 45 (40.9) 40 (42.6) 85 (41.7) p = 0.3339
Body temperature (C) > 380 25 (22.7) 28 (29.8) 53 (26.0)
Mean 37.41 37.51 37.46 t
SD 0.85 0.86 0.85 p = 0.3760
0 10( 9.1) 7( 7.4) 17 ( 8.3) Fisher
i 1 66 (60.0) 59 (62.8) 125 (61.3) | p = 0.8754
Otalgia Score
2 25 (22.7) 24 (25.5) 49 (24.0)
Unknown 9( 8.2) 4(4.3) 13 ( 6.4)
0 52 (47.3) 37 (39.4) 89 (43.6) Fisher
Fever Score 1 (36 4) 41 (43.6) 81 (39.7) p = 0.4982
2 8 (16.4) 16 (17.0) 34 (16.7)
0 37 (33.6) 20 (21.3) 57 (27.9) Fisher
Crying/irritation Score 1 64 (58.2) 70 (74.5) 134 (65.7) | p = 0.0487
2 9(82) 4(43) 13 ( 6.4)
2 20.9 25 (26.6 48 (23.5 Fish
Erythema/yellow Score 23 (209) (26.6) (23.5) isher
4 87 (79.1) 69 (73.4) 156 (76.5) | p = 0.4082
0 8 (16.4) 13 (13.8) 31 (15.2) Fisher
Bulging Score 4 26 (23.6) 23 (24.5) 49 (24.0) | p = 09013
8 66 (60.0) 58 (61.7) 124 (60.8)
0 92 (83.6) 81 (86.2) 173 (84.8) Fisher
Otorrhea Score 4 1 (10.0) 4(43) 15 ( 7.4) p = 0.2429
8 7( 6.4) 9( 9.6) 16 ( 7.8)
4 33.6 27 (28.7 64 (31.4 Fish
Bulging + Otorrhea Score 87(33.6) (28.7) (3L4) fener
8 73 (66.4) 67 (71.3) 140 (68.6) | p = 0.5451
TBPM-PI: tebipenem pivoxil, CDTR-PI: cefditoren pivoxil
YFisher: Fisher’s exact test, t: Student’s t-test
ERED D 5 E G55, TBPM-PL#5-# Tl 71.8% Hotze B, BIZTRHFTIX, gPSSP:62% (4/

(79/110), CDTR-PI il t4%5-5 Tl 79.8% (75/94) T
o720 HEEBITH B BB £ 72 SRR B 5% Y
¥ % B, TBPM-PI# 5% T3 182% (20/110),
CDTR-PI & A & #% 5- 1 T 13 106% (10/94) TH b,
TBPM-PI %5828 VTR S ol B, BEIT
NTHREBETH 572,

BEOKHEMM 5% THREREMIIAHE 5RO 5N 7H
HIZ, BHAGHT O BARIER - A o[ W7 - Sk (Fisher
DOEFHEMER : p=0.0487) DA TH - 725, RIEH I,
H#T - RIEROBRIRA RSB 2 RITE 2T LD
AENT Wiz,

WHRBRICB T 5 EERE OB BB & Rk
1%, TBPM-PI $25-#:% 64 1 70 #, CDTR-PI S H 45
HA61 B 68 R TH Y, BHHEOWRIZ, S. pneumoniae
65 ¥k, H.influenzae 61 ¥k, M. catarrhalis 7 ¥k, S. pyogenes
ABEB XS, aureus 1 ¥R TdH - 72,

S. pneumoniae DMFIZ, PCG BEZMEIC X 208 TIEX S:
477% (31/65), I.231% (15/65) BL U R : 29.2% (19/
65) TH b, MR T+R) OEAEIX523% (34/65) T

65), gPISP : 554% (36/65) 3 & 0" gPRSP : 385% (25/
65) TH Y, MiFtEE (gPISP+ gPRSP) D4 i% 93.8%
(61/65) 12 HA TV,

—74, H. influenzae DWiRI%, ABPC BZ1EIZ & %570
TI1E S :492% (30/61), 1:23.0% (14/61) BLUR:
279% (17/61) TH Y, MR I+R) O#EE1E 50.8%
(B1/61) TdH o 720 e B, #Eix T B 45 F T,
gBLNAS : 42.6% (26/61), gLow-BLNAR : 6.6% (4/61),
gBLNAR : 475% (29/61), gBLPACR-I : 3.3% (2/61)
THo7,

JEH B2 %5 5 TBPM 3 & OF CDTR @ MIC o #i P
X, ZNE10002~1 pg/mL, 0008~8 ug/mL, MICs
flild & H1205ug/mL T& Y, TBPM it meropenem
(MEPM) & FFEEDOR D BWIEZMZ /R L7z (Table
3)o 72, S.pneumoniae \Zxt3 % TBPM & & UF CDTR
O MIC @ & P 1%, & 12 10.002~0.125 ug/mL,
0016~8 ug/mL TH Y, MICofliZZNZH 0063 ug/
mL BEO 1 ug/mL THh - 720—7, H. influenzae \Z3x+3
5 TBPM B & O"CDTRO MIC ® # P 13, T h T h
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Table 3. Causative-organism drug susceptibility
Tested | No. of MIC (ug/mL) Range MICso | MICoo
drug |strains|=< 0.001|0.002|0.004|0.008|0.016|0.031|0.063|0.125(0.25/0.5| 1 | 2 | 4 | 8 |16 |32 |64 |> 64| (ug/mL) |(ug/mL)|(ug/mL)
TBPM | 138 0 19| 16| 8| 10| 9] 33| 10 |12|14| 7| 0| 0| 0] 0] 0] 0] 0 [0.002-1 0.063 0.5
AZM | 138 0 o of of of of of 5| 3|18({17|19]15[10| 2| 3| 4| 42 [0125-64<| 4 > 64
FRPM | 138 0 o| of 7| 23| 8| 6| 3|19(32]| 9| 6[12]13] 0| 0| 0| 0 [0.008-8 0.5 4
CFDN | 138 0 o of| of 4| o 3| 7/(33|23| 3| 7[11|23[16| 7| 1| 0 001664 | 05 16
CDTR | 138 0 o| of 6| 22| 9| 5| 28|30|25/12| 0| 0] 1| 0| 0| 0 0 [0.008-8 0.125 0.5
CTX 138 0 o| ofl10| 19| 5| 6| 7 |22(19(43| 5/ 1] 0| 1| 0| 0| 0 [0008-16 | 025 1
CAM | 138 0 o of of of 1| 11| 5| 1| 0| 8| 4[17(29(18| 4| 1| 39 [0.031-64<| 8 > 64
PCG 138 0 o of of 5| 7| 23| 2| 7|18|15(21| 6| 6|14[13]| 0| 1 [0.016-64<| 1 32
ABPC | 138 0 o of| of 4| 7| 17| 10]|25]12(13|31| 7| 3| 7| 1| 0| 1 [0.016-64<| 05 4
AMPC | 138 0 o| of| of 3| 19| 14| 5| 7|31|20(10] 7| 5| 4| 9| 3| 1 [0016-64<| 05 16
MEPM | 138 0 3| 410|235 10| 20| 12|22/ 1| 0| 0| 0| 0|00 01/0002-1 0.063 0.5
PAPM | 138 0 702315 3| 13| 13| 2|10] 7| 9|20(11| 5| 0| 0] 0| 0O [0.002-8 0.063 4

TBPM: tebipenem, AZM: azithromycin, FRPM: faropenem, CFDN: cefdinir, CDTR: cefditoren, CTX: cefotaxime, CAM: clarithromycin,
PCG: penicillin G, ABPC: ampicillin, AMPC: amoxicillin, MEPM: meropenem, PAPM: panipenem

Table 4. Causative-organism susceptibility to tebipenem and cefditoren

Tested Treatment No. of MIC (ug/mL) Testd)
. es
drug group strains | < 0.001 |0.002 |0.004 | 0.008 | 0.016 | 0.031 |0.063|0.125|0.25 (05| 1 | 2 | 4 | 8 | > 8
TBPM-PI 70 0 7 10 4 6 4 13 8 6 913 ]0 ([0 |0 0 U
TBPM
high—dose CDTR-PI 68 0 12 6 4 4 5 20 2 6 51410010 0 p = 0.4234
TBPM-PI 70 0 0 0 4 11 4 4 14 18 951010 1 0 U
CDTR
high-dose CDTR-PI 68 0 0 0 2 11 5 1 14 12 |16 7 |0 |0 |0 0 p = 0.3339

TBPM-PI: tebipenem pivoxil, CDTR-PI: cefditoren pivoxil, TBPM: tebipenem, CDTR: cefditoren

¥U: Mann-Whitney's U-test

0.031~1 pg/mL, 0.008~1 ug/mL TdH Y, MICyfliZZ
NeEn1lug/mLBLU025ug/mL THo7zo

%3, TBPM B X ' CDTR 12§ A EZHICHB VT,
A EKREWH 5% THRGMEBICAHEITRD NG ho
7z (Table4),

3. ARMEDEH

1) ERRENHR

1) FZ5#T - RO ERRR R

BRI RERI BT B GKT - PIRRRORR
%R L7 (Tableb),

BE#T - PIEKEO AR, TBPM-PL#x 5 5%
98.2% (108/110), CDTR-PI M 4% 5-#75 92.6% (87/
94) TH Y, AREDFEILZ56% T -7z (Fisher D
% p=0.0836) . ARNEDZED 95% EHHEX X — 0.2~
115% TH Y, 2D 95% BIHX O T BRAEATEL R
i (A) ®-10% % Tl 5%V &5 5, TBPM-PI®
CDTR-PI BHEIZH T 2 IEHUEIRIESI N, BB,

TBPM-PI & 5-HE DA K513 982% & 100% 124 <, 7=
7 95% fEHEIX H O FERAEA-02% & 012E\w 2 &2

5, TBPM-PI $¢5-# (% CDTR-PI w4 G- LT
D LLRBZNUEOAMRTH L Z LRI N

72

(2) S. pneumoniae \= & % e A HERE S M7 FEHIC B
BT - Hk R ORRR )R

FRNVEREN SRR B B BRI OG- T -
LR DR R 2R L7z (Table 6)o

JEK W & L T S. pneumoniae 3 H Y & 72 B F1E,
TBPM-PI #5-# Tl 31 #l, CDTR-PI = H &3 58 Tl
BBITHoTe ZDH B, WHES. pneumoniae (I+R) 73
W S =m0, TBPM-PI #5458 it 151, CDTR-
Pl m R G TIX 18 HITH - 720

S. pneumoniae |2 X % [EHeHERE S N7EBNC BT 5
AiRhE1x, TBPM-PI#% 572 96.8% (30/31), CDTR-
PI &5 A% 5-HE A 84.8% (28/33) TH V), HMFEDEIE
119% Td o 720 %D 95% EHIX ML —18~256% T
HY, WEAHAWIZEGHER OS2 EN TR bR
Ghrolzb D@ TBPM-PLHE GO HFRFANZIT 100%
ThhbILrEET AL, TBPM-PI#:45-# 1k CDTR-PI
e H P G & i L C S, pneumoniae IEHBII 39 5
AR EMICH B L EZ SNz,

% 72, Wk S. prneumoniae |2 & % IEGeAHERE S N7 E B
2B 5 A%, TBPM-PI #5545 100% (15/15),
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Table 5. Clinical efficacy at end of treatment

Treatment Number of cases Efficacy® 95% C.LY Difference in | Difference in efficacy®
0 A
group Excellent | Good | Fair | Poor | Total (%) efficacy” (%) (%) 95% C.L»
TBPM-PI 38 70 2 0 110 98.2 93.6—99.8
5.6 -02 - 115
high-dose CDTR-PI 25 62 3 4 94 92.6 85.3-97.0

TBPM-PI: tebipenem pivoxil, CDTR-PI: cefditoren pivoxil

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

YC.L: confidence interval

9Difference in efficacy (%) = TBPM-PI group — high-dose CDTR-PI group

Table 6. Clinical efficacy classified by causative organism at end of treatment

. . Number of cases Efficacy® Difference in | Difference in efficacy”
Causative organism Treatment group 95% C.I» ) (0 b)
Excellent | Good | Fair | Poor | Total | (%) efficacy” (%) (%) 95% C.L
TBPM-PI 0 0 0 0 0 0/0
S. aureus
high-dose CDTR-PI 0 1 0 0 1 1/1 2.5—100.0
TBPM-PI 0 1 0 0 1 1/1 2.5—100.0
S. pyogenes
high-dose CDTR-PI 1 2 0 0 3 3/3 29.2-100.0
TBPM-PI 2 13 1 0 16 93.8 169.8—99.8
S 0.4 - 169 - 177
high-dose CDTR-PI 5 9 1 0 15 93.3 |68.1—99.8
TBPM-PI 5 2 0 0 7 100.0 |59.0—100.0
I 12.5 - 104 - 354
high-dose CDTR-PI 0 7 0 1 8 875 [47.3-99.7
S. pneumoniae® TBPM-PI 3 510100 8 | 1000 |63.1-100.0
R 30.0 16 — 584
(CLSL: PCG) high-dose CDTR-PI 2 50| 3 10 70.0 |34.8-93.3
TBPM-PI 8 7 0 0 15 100.0 |78.2—100.0
I+R 22.2 3.0 — 414
high-dose CDTR-PI 2 12 0 4 18 778 152.4—93.6
TBPM-PI 10 20 1 0 31 96.8 [83.3—99.9
Total 11.9 - 18 — 256
high-dose CDTR-PI 7 21 1 4 33 84.8 |68.1—94.9
TBPM-PI 2 3 0 0 5 5/5 47.8—100.0
M. catarrhalis
high-dose CDTR-PI 0 2 0 0 2 2/2 15.8-100.0
TBPM-PI 7 9 0 0 16 100.0 |79.4—-100.0
S
high-dose CDTR-PI 3 11 0 0 14 100.0 |76.8—100.0
TBPM-PI 4 5 0 0 9 100.0 |66.4—100.0
1
H. influenzae” high-dose CDTR-PI 1 4 1ol o 5 5/5 |47.8-100.0
(CLSI: ABPC) TBPM-PI 3 4 1] 0 8 875 |47.3-99.7
R — 125 — 354 - 104
high-dose CDTR-PI 4 0 0 9 100.0 |66.4—100.0
TBPM-PI 14 18 1 0 33 97.0 |84.2—99.9
Total - 3.0 -89 — 28
high-dose CDTR-PI 8 20 0 0 28 100.0 |87.7—100.0

TBPM-PI: tebipenem pivoxil, CDTR-PI: cefditoren pivoxil
¥Efficacy (%) = number of (Excellent + Good)/number of total X
YC.L: confidence interval

100

“Difference in efficacy (%) = TBPM-PI group — high-dose CDTR-PI group
dClassified by MIC to penicillin G: = 0.06 ug/mL as susceptible (S), 0.125 — 1 ug/mL as intermediate (I), = 2 ug/mL as resistant (R)
Classified by MIC to ampicillin: = 1 ug/mL as susceptible (S), 2 ug/mL as intermediate (I), = 4 ug/mL as resistant (R)

CDTR-PI S #5123 77.8% (14/18) TH V), H#YH
D7E1F222% TH o 720 722D 95% 15 B IX 1 1 3.0~
414% TH o722 & Hh 5, TBPM-PI B 5813 5: ST S.
preumoniae EHBINIxF L T, CDTR-PI m H w4 5-5F & 1o
B L TRVIRRRZR$ 2 LR Sz,

%8B, TBPM-PL&EGHT [RRAM] TH o721 B0
JEAKE Tdh % S. pneumoniae D PCG &2 & % 53 HHIZ

STHY, #MIZTRFIHTIE gPISP Th o 720 AIEH]
DG 2 HikdB L OG- TR O H k2 513 P. aerugi-
nosa MW SN/ &2 b, AR 2727201
TBPM-PI R L aho72dbDEEZ iz, —H,
CDTR-PI G H®EHGHET IR TH o 72 4 BIOIEH R
O PCG =M X 5258 B X OEETRBI5%8IL, 3

-

Ay

PSR B X U gPRSP, 14725138 X U gPISP T 1),
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Table 7. Bacteriological efficacy after 3 days of administration
. ' Number of strains Eradication® Diffe.ren?e in Diffe'ren?e ifx
Causative organism Treatment group . 95% C.I» | eradication® eradication®
Eradication | Persistence | Total (%) (%) (%) 95% C.I»
TBPM-PI 0 0 0 0/0
S. aureus
high-dose CDTR-PI 1 0 1 1/1 2.5—-100.0
TBPM-PI 0 0 0 0/0
S. pyogenes
high-dose CDTR-PI 3 0 3 3/3 29.2-100.0
TBPM-PI 13 0 13 100.0 75.3=100.0
S 33.3 95 — 572
high-dose CDTR-PI 10 5 15 66.7 38.4—88.2
TBPM-PI 6 0 6 100.0 54.1-100.0
1 50.0 154 — 84.6
S, pneumoniae® high-dose CDTR-PI 4 4 8 50.0 15.7-84.3
(CLSL: PCG) TBPM-PI 8 0 8 100.0 63.1-100.0
R 30.0 16 - 584
high-dose CDTR-PI 7 3 10 70.0 34.8-93.3
TBPM-PI 27 0 27 100.0 87.2-100.0
Subtotal 36.4 200 — 528
high-dose CDTR-PI 21 12 33 63.6 45.1-79.6
TBPM-PI 4 0 4 4/4 39.8-100.0
M. catarrhalis 50.0 - 193 — 100.0
high-dose CDTR-PI 1 1 2 1/2 1.3-98.7
TBPM-PI 11 0 11 100.0 71.5-100.0
S
high-dose CDTR-PI 13 0 13 100.0 75.3-100.0
TBPM-PI 7 0 7 100.0 59.0 —100.0
I
H. influenzae®) high-dose CDTR-PI 5 0 5 5/5 47.8-100.0
(CLSI: ABPC) TBPM-PI 6 1 7 85.7 42.1-99.6
R — 143 — 402 - 116
high-dose CDTR-PI 9 0 9 100.0 66.4=100.0
TBPM-PI 24 1 25 96.0 79.6—99.9
Subtotal - 4.0 =117 - 37
high-dose CDTR-PI 27 0 27 100.0 87.2-100.0
TBPM-PI 55 1 56 98.2 90.4-100.0
Total 17.9 77 — 281
high-dose CDTR-PI 53 13 66 80.3 68.7-89.1

TBPM-PI: tebipenem pivoxil, CDTR-PI: cefditoren pivoxil
®Eradication (%) = number of eradications/number of total X 100
YC.I: confidence interval

“Difference in eradication (%) = TBPM-PI group — high-dose CDTR-PI group
dClassified by MIC to penicillin G: = 0.06 ug/mL as susceptible (S), 0.125 — 1 ug/mL as intermediate (I), = 2 ug/mL as resistant (R)
“IClassified by MIC to ampicillin: = 1 ug/mL as susceptible (S), 2 ug/mL as intermediate (I), = 4 ug/mL as resistant (R)

(R AWM THo1BOBFEKE1IHKIE, SBLY
gPISP T& - 72

2) R FRR R

(1) 453 H & OMR %) H

BT R REFICB VT, %5 3 HEOME R
WR DAL ASTTHE TH - 72 109 61 122 ¥\ BT 2 M 5
BRI %R L7 (Table7)

R R B35 3 HBONERIE, TBPM-PI #%45-
#EA7982% (55/56), CDTR-PI i I 4% 5- % 47 80.3%
(53/66) TH V), HEED#1Z 179% ThH > 72,750 95%
EHEX ML 7.7~281% TH o722 &5, TBPM-PI#*
513 CDTR-PL & e 50 & i L CHEICH WIH
KRBTHBZ LR EIN (Fisher DEEMHER  p=
0.0016)

¥ 72, S pneumoniae \Zx§ B ¥ 3 HERDHIFIL,
TBPM-PI % 5-#7% 100% (27/27), CDTR-PI i &5

#EA363.6% (21/33) TH Y, HEEDHAF 364% ThH o
720 72D 95% BHEX 1% 200~528% TH o722 & »
5, TBPM-PI#5-#1% CDTR-PI & &= G- & Mg L
THBEICEWHEEETH S Z LWL S L7z (Fisher
DEIEMER : p=0.0003) o FFIZHE S. preumoniae (2§
453 A OW S &, TBPM-PI4%5-#2%100% (14/
14), CDTR-PI M &# 5547 61.1% (11/18) TH Y,
TBPM-PI ¢ 5-#E Dk S. pneumoniae 2553 % &5 Ml i
FHIR R S 720

B, $5- 3 HRI R L 72N 1X, TBPM-PI #¢5-
#ETl H. influenzae 1 (R CTH Y, ABPC BEZEIC & 545
BT R, BE TR SE TIX gBLNAR Th - 720 AKAEH]
DG T R OB AR TREAL ], BRARRD R X
(%] TdhHo720 —7, CDTR-PI HHEEGH T, S.
pneumoniae 12 ¥ 3 & O° M. catarrhalis 1 %R 2S£ #4¢ L, S.
pneumoniae @ PCG JESZMEIZ X 2 73 OWHUL, S« 5 #E,
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Table 8. Bacteriological efficacy at end of treatment

. . Number of strains Eradication® Diffe.ren?e in Diffe.ren(.:e in
Causative organism Treatment group % 95% C.I» | eradication® eradication®
Eradication | Persistence | Total (%) (%) (%) 95% C.L
TBPM-PI 0 0 0 0/0
S. aureus
high-dose CDTR-PI 1 0 1 1/1 2.5—-100.0
TBPM-PI 1 0 1 1/1 2.5—-100.0
S. pyogenes
high-dose CDTR-PI 3 0 3 3/3 29.2-100.0
TBPM-PI 16 0 16 100.0 79.4—100.0
S
high-dose CDTR-PI 14 0 14 100.0 76.8—100.0
TBPM-PI 7 0 7 100.0 59.0—100.0
I
S. pneumoniae® high-dose CDTR-PI 7 0 7 100.0 59.0—100.0
(CLSI: PCG) TBPM-PI 8 0 8 100.0 63.1—-100.0
R 10.0 - 86 — 286
high-dose CDTR-PI 9 1 10 90.0 55.5—99.7
TBPM-PI 31 0 31 100.0 88.8—100.0
Subtotal 32 -30 — 94
high-dose CDTR-PI 30 1 31 96.8 83.3—99.9
TBPM-PI 5 0 5 5/5 47.8—100.0
M. catarrhalis
high-dose CDTR-PI 2 0 2 2/2 15.8—100.0
TBPM-PI 16 0 16 100.0 79.4—100.0
S
high-dose CDTR-PI 14 0 14 100.0 76.8—100.0
TBPM-PI 9 0 9 100.0 66.4—100.0
I
H. influenzae® high-dose CDTR-PI 5 0 5 5/5 47.8—-100.0
(CLSI: ABPC) TBPM-PI 7 0 7 100.0 59.0~100.0
R
high-dose CDTR-PI 9 0 9 100.0 66.4—100.0
TBPM-PI 32 0 32 100.0 89.1-100.0
Subtotal
high-dose CDTR-PI 28 0 28 100.0 87.7-100.0
TBPM-PI 69 0 69 100.0 94.8—100.0
Total 1.5 - 15 — 45
high-dose CDTR-PI 64 1 65 98.5 91.7-100.0

TBPM-PI: tebipenem pivoxil, CDTR-PI: cefditoren pivoxil
®Eradication (%) = number of eradications/number of total X 100

Y)C.1.: confidence interval

9Difference in eradication (%) = TBPM-PI group — high-dose CDTR-PI group
dClassified by MIC to penicillin G: =0.06 ug/mL as susceptible (S), 0.125 — 1 ug/mL as intermediate (I), =2 ug/mL as resistant (R)
Classified by MIC to ampicillin: = 1 ug/mlL as susceptible (S), 2 #g/mL as intermediate (I), = 4 ug/mL as resistant (R)

I:4%, R:3%THDY, MR I+R) 57583% (7/12)
ZHOTW,

(2) AT - ol B M R R

B GHT - kR ORI IR R O AT BE T dH -
72121 B 134 RIS BT MR AR R 2 7R L7z (Table
8)o

JEH R 28547 - ik OERE#E L, TBPM-
PI 2 5-%45100% (69/69), CDTR-PI & H & £ -7 %
985% (64/65) TH Y, HEFEDZED 95% X ML
-15~45% TH - 720

72, S. pneumoniae \ZXF Y B PG T - HIEBFOTH K
(X, TBPM-PI $45-%75100% (31/31), CDTR-PI &
PRGN 96.8% (30/31) TH Y, HERDED 95% 5
HEIX H1E —30~94% THh - 720

INODOFERDPS, WHGHEE S ITHEGHET - Ikl
BV TEHWHIR AR R EZRT I LR Sz,

%3, CDTR-PI @3 G0 THR G- T - Hik R ICAE
e L7z R 1 /R S. pneumoniae Td Y, PCG &1k
WX B0 R, EIZF AR TIE gPRSP Th - 720
AIEBIOF GHT - LR ORI R TR THh o
7o

(3) MBIZEHIZ BT % BRYiE D 5

AR RER D 9 B, i BIg HICHIEHE %
FEhEL 72 183 BB 2 IEAHEDFFER Z R L7z (Ta-
ble 9).

RAUE O FFEFIE, TBPM-PI #5525 9.0% (9/100),
CDTR-PI w4 5543 72% (6/83) Tdh o 720 FHFER
DD 5% FEXEIX-61~97% TH Y, HIHEMT
HEWERD ON Loz,

BRPBOLNIEBOH H, #5HBHBIHE I,
TBPM-PI # 58 Tl3#&od 513, CDTR-PI &A=
T 6 Bl 3 BIC BT H. influenzae 3 FRASTED B
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Table 9. Infection recurrence within 7 to 14 days after treatment completion
Number of cases
Recurrence® Difference in Difference in recurrence®

Treatment group No 95% C.I»

Recurrenc Total (%) recurrence® (%) (%) 95% C.L»
recurrence

TBPM-PI 91 9 100 9.0 42-164
1.8 -61 — 97

high-dose CDTR-PI 77 6 83 7.2 2.7-15.1

TBPM-PI: tebipenem pivoxil, CDTR-PI: cefditoren pivoxil
#Recurrence (%) = number of recurrences/number of total X 100
P)C.I: confidence interval

“Difference in recurrence (%) = TBPM-PI group — high-dose CDTR-PI group

Table 10. Organisms detected in recurrence

Number of strains
Organism Treatment group
New infection Repeat infection

S. pneumoniae® ; TBPM-PI 0 1
(CLSI: PCG) high-dose CDTR-PI 0 0
s TBPM-PI 0 0
high-dose CDTR-PI 1 2
H. influenzae® TBPM-PI 0 1

I
(CLSI: ABPC) high-dose CDTR-PI 1 0
TBPM-PI 0 1

R
high-dose CDTR-PI 1 0
TBPM-PI 0 3

Total

high-dose CDTR-PI 3 2

TBPM-PI: tebipenem pivoxil, CDTR-PI: cefditoren pivoxil

dClassified by MIC to penicillin G:=0.06 1#g/mL as susceptible (S), 0.125—1 ug/
mL as intermediate (I), = 2 ug/mL as resistant (R)

bClassified by MIC to ampicillin: = 1 ug/mL as susceptible (S), 2 ug/mL as interme-

diate (I), = 4 pg/mlL as resistant (R)

720 72, FEREYeHI1Z, TBPM-PI#%5-# T3 96id 3
BIZ BT S. pneumoniae 1 ¥ & O H. influenzae 2 ¥k 73
B b, CDTR-PI = HERGHETIE 6 #H 2 FlIZB W
C H. influenzae 2 ¥k A58 L7z (Table 10)

4. REMEOFHM

LAEVERNT N SR RN B 2 4 EFR IV E OB
L7z (Table11). F72, HEHLH T L ORBUHE
#m L7 (Table12),

HAERERIC B3 2 A5 91513, TBPM-PI & 58 Tl
43 %158 £, CDTR-PI & =% 5- B Tl 43 51 55 142572
o, 209 BLEIVERIX, TBPM-PI #5808 17 ) 22
f, CDTR-PI B ESEGHA 4B 141 TH > 720

Bl RE R (B9 2 BIE S 33 1L, TBPM-PT $¢5- 7
7315.3% (17/111), CDTR-PI & H &3 58625 13.9% (14/
101) TdHh - 720 FIERFEBLIE DD 95% 15 X 1 &
-80~110% TH Y, HGHEMTEVIIED ONL D
720 F70, AEFELEIRIIBVTS, TBPM-PI 5.5
7% 38.7% (43/111), CDTR-PI & H % 58625 42.6% (43/
101) TH Y, HGHBTEVIZEDON R -7,

FEZEERIL, wWIhoRSGHIZBWTHRRES X
ORI CH > 720 FHI - HRAE ORBRE, JRRfE, &

Fowkfi) D EIVE B IZ, TBPM-PI #%5-5£4%9.9% (11/
111), CDTR-PI &H&EF5-HA3109% (11/101) TH-
720

¥ 72, TBPM-PI#58® 36% (4/111) I2B VT, &
HOBERDERD SNz, WIRLBRETHY, &5
BIGH 2585 6 Hit £ COMMIC 1 MO AZED SNz
DT, ABRSER 5REBLIC X A I A o 7

BT IC B3 5 A7 E 35 450%, TBPM-PI 5.8 T3 3
B3 £, CDTR-PI & H mP G- 8 TiE 7 61 8 A7 &
N, TBPM-PI #5812 35 1F BB ER /0384 o> 1 %1 1
HrabrE, TXTHEIWER & B Sz,

B BA A (2 B9 % RIS B3 1E, TBPM-PT $¢5-7
A3 1.8% (2/109), CDTR-PI @M &4 58605 74% (7/94)
Tholzo BIEHEBERDAED 95% EHEX HIE - 11.5~
03% ThH, HEHHTEVZIRZD NG ol 77,
HEFHEHEBRIZBWTYH, TBPM-PI #5855 2.8% (3/
109), CDTR-PI BHEHGHEAT74% (7/94) TH Y, #
HEEE TEWIZED S e d o 72,

RABTIE, EELAHERZLL LT, CDTR-PI HH &
PGBV THRE 161 1 25320 Hzz2s, B3I
HRL-AELMBONNIIEL Z 2 b0, R
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Table 11. Adverse event overview
No. of Diffi i
. L 0. ° No. of |No. of | Incidence® Difference in . 1. erence in
Adverse event Relationship” | Treatment group |subjects 95% C.LY) | incidence? (%)
events | cases (%) incidence? (%) )
analyzed 95% C.L9
TBPM-PI 111 58 43 38.7 29.6—48.5
All causality - 38 - 171 - 94
Subjective symptoms/ high-dose CDTR-PI| 101 55 | 43 426 [32.8-528
Objective findings TBPM-PI 111 2 | 17 15.3 9.2-234
Drug-related 1.5 - 80 - 110
high-dose CDTR-PI 101 14 14 13.9 7.8—222
TBPM-PI 109 3 3 2.8 0.6—-7.8
All causality - 47 - 108 - 14
Abnormal changes in high-dose CDTR-PI 94 8 7 74 3.0-14.7
laboratory data TBPM-PI 109 2 2 1.8 0.2-6.5
Drug-related - 5.6 - 115 - 03
high-dose CDTR-PI 94 8 7 7.4 3.0—14.7
TBPM-PI 111 0 0 0.0
All causality
Serious adverse high-dose CDTR-PI 101 1 1 1.0
events TBPM-PI 111 0 0 0.0
Drug-related
high-dose CDTR-PI 101 0 0 0.0
TBPM-PI 111 1 1 0.9
All causality
high-dose CDTR-PI 101 0 0 0.0
Severe adverse events
TBPM-PI 111 0 0 0.0
Drug-related
high-dose CDTR-PI 101 0 0 0.0
TBPM-PI 111 1 1 0.9
All causality
Dropout due to high-dose CDTR-PI| 101 2 2 2.0
adverse events TBPM-PI 111 1 1 0.9
Drug-related
high-dose CDTR-PI 101 1 1 1.0

TBPM-PI: tebipenem pivoxil, CDTR-PI: cefditoren pivoxil

YAl causality: Certain, Probable, Possible, Unrelated, Drug-related: Certain, Probable, Possible

YIncidence (%) = number of incidences/number of subjects analyzed X 100

9C.L: confidence interval

dDifference in incidence (%) = TBPM-PI group — high-dose CDTR-PI group

L ORPERITEE SN

BG-OH IRV 5 7oA EHERGLIE, TBPM-PL 58T
(ZKAEAE 16 1 2k, CDTR-PI & H &3 5.8 TIXERS 1
BIIHEBIOCY A VAREEZ 11 THD, 20
L, BIVEHISKBESE, SERRZETH o720 MILOFHE 72 o
AERES B X OREMIE, REBEER G R #ICTRT
W AHERR S 7z,

5. JEWEhTE

MAE R SRYPRE DS E S N8B X ORIMK A >~ b
¥, TBPM-PI#5-#ETid 56111 K4~ +, CDTR-PI
EHERGETRTH I ALY FTHD, WTR L &K
HXH2~3F4 ¥ MRILE N7, TBPM B & O° CDTR
DIEYBRE/SS X —F Z R L7z (Table 13)o

T 72, HHE O MIC ¥ — % 2V B & 1L 72 TBPM-PI
5D 261 2 #3B X O CDTR-PL & #3580 4 41
4HRICDO W T, IMAEE A IER A% (TBPM : 33.0%,
CDTR : 85%) #%EL72PKPD 85 A —% 28 L
720

TBPM-PI ¢ 5:-% 2 112 B1F % PK-PD /85 X — ¥ (3,
AUCE/MIC : 73 X 18853, Couf/MIC : 23 X UF 325,
T>MIC : 12% BL U 47% TH Y, WTFNR LG T -

ORI OMR AIRIRE TR L], BRZIRIE (3%
BIU [A®] ThHo7s

CDTR-PI B &4 58 4 B2 BT 5 PK-PD 785 A —
7 O#PAIZX, AUCE/MIC : 5~24, Cu.f/MIC : 0.5~2,
T>MIC : 0~42% TH D, WTFNdHEHEHT - HiLFED
I 2R A B, BRI R I H R TH - 72,

F 72, SEWEEEZERR L 7 TBPM-PL#% 580 1 i
BT, BRE1THOREMERFEBL L 72435, KA #)
B ZEWEENT X — 51, Cu 303 ug/mL,
AUCoom : 836 g * hr/mL, Tu : 061 hr, ti2: 065 hr
L, FHEERELSTEEEL2WETH ), SEWRE LR
TEH & OBEMEIEIH S 2% 5 o 72,

m. £ 3

NRIEBI 28N HEOERFEKNE TH 5 S. pneu-
moniae 3 X O H. influenzae &, JTAETHE R O B s[4
Er o TWABYY, 2007 HFIIZEN S 725 4 o B S
B E BB AHE R 2 R Y — XA 5 Y AV OHEIC
£ %L, S pneumoniae 1%, I ZEAEMPEIGIZERIED DD
2o TWwWhbH DD, penicillin intermediately resistant
S. pneumoniae (PISP) 3 X ¥ penicillin resistant S. pneu-
moniae (PRSP) DEIEH3461% TH O, FRIZ5EUTD
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Table 12-1. Adverse events (subjective symptoms/objective findings)
Treatment group TBPM-PI high-dose CDTR-PI
Number of subjects analyzed 111 101
Relationship® All causality Drug-related All causality Drug-related
System organ class and preferred term (MeDRA/J V.10.0) No. of cases (%) | No. of cases (%) | No. of cases (%) | No. of cases (%)
Ear h hi X . 1( 1L 0 (0.
Ear and labyrinth disorders ar e.morr age 0 (0.0) 0 (0.0) ( 1.0) (00)
Ear pain 0 (0.0) 0 (0.0) 2 ( 2.0) 0 (0.0)
Eye disorders Conjunctivitis 0 (0.0) 0 (0.0) 1( 1.0) 0 (0.0)
Abdominal pain 2 (1.8) 2 (1.8) 0( 0.0) 0 (0.0)
Mushy stool 6 (5.4) 5 (4.5) 9( 8.9) 9 (8.9)
. . . Loose bowel 6 (5.4) 5 (4.5) 3( 3.0) 2 (2.0)
Gastrointestinal disorders
Stool watery 3(2.7) 1(0.9) 1( 1.0) 0 (0.0)
Nausea 0 (0.0) 0 (0.0) 1( 1.0) 1 (1.0)
Vomiting 6 (5.4) 4(3.6) 5( 5.0) 0 (0.0)
General disorders and ad- Malaise 1(0.9) 1(0.9) 0( 0.0) 0 (0.0)
ministration site conditions Pyrexia 1(0.9) 1(0.9) 1( 1.0) 0 (0.0)
Adenoviral conjunctivitis 1(0.9) 0 (0.0) 0( 0.0) 0 (0.0)
Bronchitis 0 (0.0) 0 (0.0) 1( 1.0) 0 (0.0)
Infectious erythema 1(0.9) 0 (0.0) 1( 1.0) 0 (0.0)
Gastroenteritis 1(0.9) 0 (0.0) 1( 1.0) 0 (0.0)
Viral Gastroenteritis 1(0.9) 0 (0.0) 2 ( 2.0) 0 (0.0)
Genital candidiasis 0 (0.0) 0 (0.0) 1( 1.0) 0 (0.0)
Influenza 2 (1.8) 0 (0.0) 0( 0.0) 0 (0.0)
. . . Nasal vestibulitis 0 (0.0) 0 (0.0) 1( 1.0) 0 (0.0)
Infection and infestation .
Nasopharyngitis 8(7.2) 0 (0.0) 13 (12.9) 0 (0.0)
Acute otitis media 3(2.7) 0 (0.0) 2( 2.0) 0 (0.0)
Pharyngitis 0 (0.0) 0 (0.0) 1( 10) 0 (0.0)
Rhinitis 0 (0.0) 0 (0.0) 1( 10) 0 (0.0)
Rhinosinusitis 1(0.9) 0 (0.0) 0( 0.0) 0 (0.0)
Vaginal candidiasis 0 (0.0) 0 (0.0) 1( 1.0) 0 (0.0)
Varicella 1(0.9) 0 (0.0) 0 ( 0.0) 0 (0.0)
External viral otitis 0 (0.0) 0 (0.0) 1( 1.0) 0 (0.0)
Injury, poisoning, and pro-
fury, poisontig, and pro Contusion 1(0.9) 0 (0.0) 1( 1.0) 0 (0.0)
cedural complications
] Headache 0 (0.0) 0 (0.0) 1( 1.0) 0 (0.0)
Nervous system disorders
Somnolence 0 (0.0) 0 (0.0) 1( 1.0) 1 (1.0)
, ) Asthma 0 (0.0) 0 (0.0) 1( 1.0) 0 (0.0)
Respiratory, thoracic, and
SR Cough 3(2.7) 1(0.9) 0( 0.0) 0 (0.0)
mediastinal disorders X .
Epistaxis 3(2.7) 1(0.9) 0( 0.0) 0 (0.0)
Dermatitis 1(0.9) 0 (0.0) 0 ( 0.0) 0 (0.0)
Dyshidrosis 1(0.9) 0 (0.0) 0 ( 0.0) 0 (0.0)
Skin and subcutaneous tis- Eczema 1(0.9) 0 (0.0) 0( 0.0) 0 (0.0)
sue disorders Rash 1(0.9) 1(0.9) 0( 0.0) 0 (0.0)
Swelling face 1(0.9) 0 (0.0) 0( 0.0) 0 (0.0)
Urticaria 0 (0.0) 0 (0.0) 1( 1.0) 1 (1.0)

TBPM-PI: tebipenem pivoxil, CDTR-PI: cefditoren pivoxil

#All causality: Certain, Probable, Possible, Unrelated, Drug-related: Certain, Probable, Possible

AR TIX 720% & RFEE HO Tz, 72, H influen-
zae Dt LIX, 2HICHEA TE Y, B-lactamase nega-
tive ampicillin resistant (BLNAR) ®IZiEH3 5 &, 5
BT Tl 54.3%, 6L ETIZ471% %2 5% F T2
ML Cwiee Zo X9 IR ML TwaHKE
KWL, NEOSMERE LKL, BIEOROKIETIIR
L VIBIER D B\ TSR 7 & OBERFIATEIN L T
ETBY, ARTOERBD L VIZIETORESHIURE
BIZLZEBEHDALNTWDLOPEETH B>,

DX HIZ, WAL L 72 S. pneumoniae, H. influenzae
DIEHB D% < % & /WL O BISE IR L TREF D&
CHREETIIRR L Z 2 SN HHE, FERGHR~DOEIR
IR T & 5 TBPM-PI OHIEIZEH & VR 5o KRikER
T, WS E LT, BFo/NEHBEOMEED 22T,
S. pneumoniae 3 & O° H. influenzae \Z %+ L T b B 7%
PR ZAL, [NEBERHRSHRTA P74 ¥ It
FAHERFEDO—DTH S CDTRPIDO S H=E % AW,
TBPM-PI D/NRERHEIE AR TH % 111 4 mg/kg
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Table 12-2. Adverse events (abnormal laboratory data changes)
Treatment group TBPM-PI high-dose CDTR-PI
Number of subjects analyzed 109 94

Relationship® All causality

Drug-related All causality Drug-related

Preferred term (MeDRA/J V.10.0) No. of cases (%)

No. of cases (%) No. of cases (%) No. of cases (%)

Alanine aminotransferase increased 0 (0.0)
Blood urea increased 2 (1.8)
White blood cell count increased 0 (0.0)
Platelet count increased 0 (0.0)
Eosinophil percentage increased 1(0.9)

0 (0.0) 1(1.1) 1(1.1)
2 (1.8) 1(1.1) 1(1.1)
0 (0.0) 2 (2.1) 2 (2.1)
0 (0.0) 3(3.2) 3(3.2)
0 (0.0) 1(1L1) 1(1.1)

TBPM-PI: tebipenem pivoxil, CDTR-PI: cefditoren pivoxil

YAl causality: Certain, Probable, Possible, Unrelated, Drug-related: Certain, Probable, Possible

Table 13. Pharmacokinetic parameters

Treatment group sfl?j .e((:is Age (yr) Trmax (hr) Cnax (4g/mL) ti/2 (hr) ( ;;UCQT;IEL)
TBPM-PI 5 49 £ 29 0.83 + 0.37 2.97 * 0.59 0.88 + 0.27 10.16 * 1.08
high-dose CDTR-PI 7 37 £ 15 150 + 0.84 2.57 £ 057 1.90 + 0.18 31.66 £ 2.39
TBPM-PI: tebipenem pivoxil, CDTR-PI: cefditoren pivoxil
Each value represents mean * SD.
D1 H 20 CBT 2 HMESL X RetkzEZBMC BEXMIZ-02%~115% &£ T REL0 W

FHli A Z & & B E L7 25 E M b i & St
L7z

AHRBRIC BT, FIRBEIE W55 T 138 #Rasi i &
M., S. pneumoniae %% 47.1% (65/138), H. influenzae 75§
442% (61/138) & &tk 90% LAEAZ NS 2 WiffIZ
HEGETHY, NMNRICTBT 8NP HEROEKE! ~E§T
% ZNETOREPOLATIFT—F L T 7z, S. pneumo-
niae (2B LT, PCG BEZMEIC X 208U BT B iR D
FAE, 2007 SEDOH—RA T AL D L 5T
BEITBVTT720% L sh Tl ), KEBRICEBIT2
T PER O A% 52.3% (34/65) &R n7ze LA L
BHH, EERINCAZHER OB S, £H6 P HUE
3R 72.0% (18/25), 3 kLA L 6 A : 484% (15/
3D, 65 E1/9THY, HRAEENZ ETRERE OREH
WRATHDZ L RARBBRICBOWTOIHLITH o7 F
7z, B TRBHHIC BT 5 gPISP B L U gPRSP 4]
A1 938% (61/65) TH o7z bhs, RFEERTHIM &
7z S. pneumoniae D EILTF L NV T O LRI IR
WZE o f: <‘: W2 5o—7, H. influenzae 2 LT, ABPC
&S SEICBT AR OB G, REABTIX
50.8% (31/61) ThY, MF—~4F L 2ATHREINT
WA SR TOEBEHEIZBITS ABPCIHEREOH A TH
% 609% &HRTRELENI LD o7,

FEFMIEE TH 254 7T - IO HRFIX
TBPM-PI #% 5-75 98.2% (108/110), CDTR-PI # i 4%
5. #E2392.6% (87/94) TdH H, TBPM-PI ®» CDTR-PI
FHEISTT 2 IFEEESMEEE L7z, & 512, TBPM-PI
BHBHOFMFIZIZITI00% THY, HREOED 95%

& H 5, TBPM-PI OfE#)513 CDTR-PI mﬂi 3 k HES
LI ENUETHE I EPHRINT, FHOD
TBPM-PI # 58D ARIHIL, /N4 TIT AH— i B o 3B
B2 1 4mg/kg ® 1 H 2 M58 o H &It
THERNEIRO% LM L7HDTH o7 CDTR-PI
EHERSEICOWTIE, T TIIRRE L F—nH)
ERETHF SN LRI 2VWb o0, HHE 1[3
mg/kg ® 1 H 3 EFE) &, 725~100% DHRHT
HHEREINTBY™, SRIOFKREMELVEEZ
57z,

F 7o, BGHRT - LRI BT, [#5))]
Cd [EZRERD P G-BMGEH %2 0 H & LCRta# 1 H D
WIZHE & 2 giafe e (8t 37C &) 2L, 3 HLL
WICIFEAEHE LA L ek, BERAEIR - i
ROREEEFEOIRIE L E 2 5N b, [FER]EHESNL
iE B O # A1k, TBPM-PL$% 5 # 27345% (38/110),
CDTR-PI & EH 54 26.6% (25/94) TH ), TBPM-
PI %5 H I BT ESHANMER 2D 5 7z, TBPM-
PI #5-# CiX CDTR-PI B 58 L 0 %5 3 Hik
R TORREOHEREIEREIIE L, TOI EXMHR
FEIR - B ROt & R LT 5 e AVRIE
Iz,

TBPM-PL i, ZhF COMKREBOMERIZIBNT, S.
X d B BAF & BOR RN R B X O S 1 %)
RBRBDOLNT VDL Z Ens, KRBT, FI12 S. pneu-
moniae W23 T ARFIZOVWTEH CDTRPI HHEE DI
WARE %475 720
R ATHREIE, BT - PIRRET

pneumoniae

S. pneumoniae
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TBPM-PI O/NRHE 812503 5 55 11T AH H AR 183

B SHEMOBENIRD LN o200, 53 H
%D £1TIE TBPM-PL #5543 100% (27/27), CDTR-
PL s R4 5 HEA763.6% (21/33) Tho72Z &hb,
TBPM-PI #% 5-# 12 CDTR-PI 5 H B2 5-HE L XTH
HoOMBE AR RIS BN TENR T W2, 72, S. pneumo-
nige EHBNI BT 55T - HIEROFFIZB W
T, ZEHBMOEBNZIRD SN o72b 00, FxH
B $ % &, TBPM-PL# 5 7 2532.3% (10/31),
CDTR-PI & H &4 5843 21.2% (7/33) T ), TBPM-
PIHESGHEICBWTHESRWHAPEO LN, 25
\Z, S. pneumoniae GBI D H 1 D 51.6% (33/64) % i
LIHYE S. pneumoniae &R BT, TBPM-PI #5-%f
FEFIBERL EOHETH ), CDTR-PI & H =K G5-#
WZHARTHREZT 1 S. preumoniae (253 5 A ZVEENR
TW5b I EFMERI NI,

—77. H. influenzae |23 9 H{HKFRIL, &5 3 HE T
TBPM-PI £ 5-5£75 96.0% (24/25), CDTR-PI i &% 5-
TEAT100% (27/27) THY, HHHT - HIEEE TRV
NOPELHEIZBWTH100% (TBPM-PL# 5 : 32/
32, CDTR-PI B =55 @ 28/28) TH o 7z JEIHH &
L CTH &7z H. influenzae D9 %, TPER (I+R) Ol
£13508% (31/61) THolzZ hs, MKEGHEDIC
i PET 2 & & H. influenzae (2% U TN Z-M TR 10 % %
BN 2 LML S N7z, TBPM-PI #5-#128 W T, H
influenzae (ABPC &ZMEIZ & 2508 1 R, #EAZF R4
#: gBLNAR) #ERE &L 55 1HIA [RRER)] &H
EEINTzo L LMD, H. influenzae BRI BT 5 4%
AT - kRO A R)EEIL, TBPM-PI $#%5-5 25 97.0%
(32/33), CDTR-PI BH&EIG-H25100% (28/28) &l
BHAEE BITEC, FREEIZ, TBPM-PI & 5-#E5% 424%
(14/33), CDTR-PI i M &t #% 5 1 % 286% (8/28) &
TBPM-PI #% 5-F 12 B\ COEDSH W E A A55ED 5 7z
Z &h 5, TBPM-PI#:45.% 13 CDTR-P1 B &% 5-# 1
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Double-blind comparative study of tebipenem pivoxil and high-dose cefditoren pivoxil
in children with acute otitis media (Phase III)

Kenji Suzuki”, Shunkichi Baba”, Kyoichi Totsuka®, Seiji Hori”,
Kimiko Ubukata”, Mitsuyoshi Nakashima® and Keisuke Sunakawa’

U Department of Otolaryngology, The Second Hospital, Fujita Health University, 3-6—10 Otobashi, Nakagawa-ku,
Nagoya, Aichi, Japan

? Nagoya City University Medical School

¥ Department of Infectious Diseases, Tokyo Women's Medical University

Y Department of Pharmacology, Jikei University School of Medicine

® Laboratory of Molecular Epidemiology for Infectious Agents, Graduate School of Infection Control Sciences,
Kitasato University

® Hamamatsu Institute of Clinical Pharmacology & Therapeutics

” Laboratory of Infectious Diseases Science, Graduate School of Infection Control Sciences, Kitasato University

We conducted a double-blind comparative study to assess efficacy and safety of tebipenem pivoxil(TBPM-
PI), a new carbapanem antibiotic, in children with acute otitis media, setting high-dose cefditoren pivoxil
(CDTR-PI) as the control.

TBPM-PI was administered orally at 4 mg/kg (=35 mg/kg—<5.0 mg/kg) 2 times daily and high-dose
CDTR-PI (=4.2 mg/kg—<6.0 mg/kg) 3 times daily for 7 days.

1. Clinical efficacy

Efficacy analysis at the end of treatment in 204 subjects was 98.2% (108/110) in the TBPM-PI group and
92.6% (87/94) in the high-dose CDTR-PI group, demonstrating the noninferiority of TBPM-PI to high-dose
CDTR-PL
2. Bacteriological efficacy

In 125 of 204 subjects, we determined 138 strains of causative organisms. In subjects evaluable for bacte-
riological efficacy, eradication 3 days after administration was 98.2% (55/56) in the TBPM-PI group and
80.3% (53/66) in the high-dose CDTR-PI group. Eradication at the end of treatment was 100% (69/69) in the
TBPM-PI group and 98.5% (64/65) in the high-dose CDTR-PI group.

3. Safety

The incidence of adverse drug-related reactions associated with subjective symptoms and objective find-
ings in 212 subjects analyzed for safety was 15.3% (17/111) in the TBPM-PI group and 13.9% (14/101) in the
high-dose CDTR-PI group. The incidence of adverse drug-related reactions associated with abnormal
changes in laboratory data was 1.8% (2/109) in the TBPM-PI group and 7.4% (7/94) in the high-dose CDTR-
PI group.

Our results suggest that 4 mg/kg of TBPM-PI administered 2 times daily for 7 days is clinically useful in
pediatric acute otitis media treatment.



