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I VSR A 2 RPUH R tebipenem pivoxil (TBPM-PI) &/NEEMEhE %1 X V& A8 I
YSEIS T 28N, Daeths L IR Z — BRI TRl L 72, Bk - H&E, WA TOHE
HEWERERBROBE L VREL 2 4mg/kgx2 Bl/HB L 6 mg/kgx2 Hl/H %AW TR 217> 72,

OFRRNRE © 3 54T - IO AR, 4 mg/kgx 2 1/HEG5HT 100% (12/12), 6 mg/kgx2
[/ H$5-8#C 100% (10/10) TH - 72,

OMIEERNE - SEE S N EIRE 7 A mg/kgx2 [\l H¥5-8 3, 6 mg/kgx2 ml/H¥x5H 4
BR) 20w, #5587 - BRI B W T TR TR SRS ) L g s hi,

@ZatE  RWEMZEBIR (BRI ) &, 4mg/kgx2 [/ HEG5#T16.7% (2/12), 6 mg/kgx2
B/ H¥5-# T 364% (4/11) TH Y, FELEIERIETH - WECTH - 720 BIKRAMICET 2 IE
i, 6mg/kgx2 ll/HIF%5HT1HIOAIZ AST BB L O ALT BMATRD Sz, ok, AH|
OFFEIICEERR OB 2 IR E Pk U 7ERIE 2o 720

@IHWEEDS X O PK-PD BT @ 4% TBPM i EEASHIE T & 72 22 Bl o LW B e % MGt L 7246 3,
Coax B L AUCoon (ZHE DB - 723K A58 S, PK-PD T O & 7% - 72 6 61 7 kD
PK-PD 785 X — % O #ifZ, AUCE/MIC 25 13~4,810, Cuaf/MIC %% 9~3,145, T >MIC A% 11~100%
ThHo7

O  [IEFICHART V] T2 [BRART V] L HEEINZHEIL957% TH o7z,

DibosER &y, AEoZBMRE B X O3k EAGEIEGYEOE#RIZEB T, TBPM-PI ® 4 mg/kg ¥
2 1/ HP 5 ERHESE I - e LT &l L7z,
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Tebipenem pivoxil

COOH

Tebipenem (active form)

Fig. 1. Chemical structure of tebipenem pivoxil and tebipenem.
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& L7ze &4FEHETld 4 mg/kg 5, 6 mg/kg %5 DI
THE 217> 720

2. W%

2005 4 1 H2* 5 2006 4 3 H £ TO I ARRKERIZS
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&, BEA B L OEERE (AMEREIR, ERARMRAHEE
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D FEFOHNR

AR AAN SN 24 6] (4 mg/kg*x2 [\l/HE

G136, 6 mg/kgx2 ml/HELGHE LB 0I5, &K
MR LB % B 722380 (4mg/kgx2 [\/H % 5 # 12
B, 6 mg/kgx2[al/HH5-H 11 ) % IRAVERAT 5 &
L, EHICRERANLE 1222 6] (4mg/kgx2
I/ H¥ 5812 61, 6 mg/kgx2 [al/HP5-8 10 ) 2 4
SR R & L7z (Fig. 2)o $72, TBPM-PI 3#%45-&
N7z 2361 (4 mg/kgx2 [/ H¥ 58 12 B, 6 mg/kgx2
W/ H¥ 5811 B) 2t Mirag (BMEER) &
L, BRRAEZ e CEBL 2160 % w7z 22
Bl (4 mg/kgx 2 [0/ H P58 12 1, 6 mg/kgx2 [/ H#%
GRE10 61) % FRRMRAMEREHRT R E L.

2) BEER

HRIERRHT R 22 Bl BHE 7% R L7z (Table 1),
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BE5AT - PIEROARIEE, 4mg/kgx 2 b/ HPxS-
#100% (12/12), 6 mg/kgx2 [al/H¥%5-# 100% (10/
10) THY, IXTONEHESR (BVEPHE, SPEEE
BlEgk, SMEEMETES, 2EREZL) BV TEN:
FRREh R %R L7z (Table2),

2) I

BRI BT 2 58RI, S HEAETT50% (1/
20) THY, 6mg/kgx2 \/HEGHET 16 (LRI
HHR) OARFREDPED LN, TOER» S, ik
DI 5 PR & L T Streptococcus pyogenes 23K i & 1L
7oo B IZO W TIEIRIENEL DD & 525, &
HEAHTH - 72,

3)  MIWFRYR

JERR, 4mg/kgx2 [\/HEGHET S. pneumoniae 1
Pk, S. pyogenes 2 ¥k, 6 mg/kgx 2 [nl/H 57T S. pyo-
genes 2 ¥k, H. influenzae 2 ¥k DFET7 MRITHE S e, $ G544
T HIEREIZ BV T RTORBRIZ OV TR I %) 5
Y LHEEShiz(Table3)o %8B, HEESNIZS. pneu-
moniae @ Clinical and Laboratory Standards Institute
(CLSI) 573" (benzylpenicillin (PCG)) 2 X A4 E1x
S(&ME), PCR % H v 72 @15 AU 4304 Tld genotypic
penicillin sensitive S. pneumoniae (gPSSP) TH -7z, *
7z, 5rHES N7z H. influenzae 2 ¥k @ CLSI 434 (ABPC) (12
X BMmEEIXS (BME) BXOT (BEEmYE) TH0,
PCRZEZ H W78 TR S TIX, TN E N geno-
typic B-lactamase non-producing ampicillin susceptible
B & U genotypic B-lactamase non-producing ampicillin
resistant T&H - 72
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Total cases registered: 24

4 mg/kg/bid 6 mg/kg/bid
13 11

Cases evaluated for taking: 23

4 mg/kg/bid 6 mg/kg/bid
12 11

Cases evaluated for safety: 23

Total excluded: 1

No drug taken: 4 mg/kg bid: 1

Cases evaluated for safety

by laboratory tests: 22

4 mg/kg/bid 6 mg/kg/bid
12 11

4 mg/kg/bid 6 mg/kg/bid
12 10

Total excluded: 1

Violation of the laboratory tests period:

6 mg/kg bid: 1

Cases evaluated for clinical efficacy: 22

4 mg/kg/bid 6 mg/kg/bid
12 10

Total excluded: 1

Insufficient treatment amount: 6 mg/kg bid: 1

Fig. 2. Analyzed population.

3. ZAEMEOFHb

D BEMEFRCHET 26 EHL S X ORI

HABERT R 2 A 5 H R, Lt 4 23
B 16 51 (69.6%) 12 19 7F, 4 mg/kgx 2 [al/ ¥ 58T
12 1 9 1) (75.0%) 12 10 7, 6 mg/kg =< 2 [al/H % 5-#
T11 B 76 (636%) 29D SN, FDRMNT
AERE, AR mpT a4 23 B 6 6 (261%) 127
1, 4mg/kgx2 l/B¥5HT1260h 26 (16.7%) 12
21F, 6 mg/kgx2 ul/HPGHET 11 FIr 4 61(36.4%) 12
5 1F58® b7z (Tabled), I L2 7 HHORIERIE,
TEkAE 2 fF (4 mg/kgx 2 0]/ HP 58 1 F, 6 mg/kgx2
W/ HPe 58 11F), JRIREE 3 fF (6 mg/kgx 2 [Al/H %5
fE), KEME LM (4mg/kgx2H/H & 5 #), Bl
(6 mg/kgx2 l/H¥X5H8) Tholze TDHNPT,
JEIRDRBIENSEETH - 2RIEHIZAKBRETH Y, 20
DORIVEHIZ T N TRETH - 720 KEEIZOWTIE,
BB 2 HICHBL, BREOMMHICL ) TBPM-
PI 547 3 HERICIE L 720

BRARMAAE (B9 2 A 4i 50, 22 Bl 1 61 (4.5%) 12
21 (6 mg/kgx2 Inl/HHEGH) Bo oM, WIhbEIE

e shsz (Tableb)o B L7z 2 HhoRITERIE,
AST B L O ALT #incd by, BEICHL TV
NHBRETH o7, Tz, HGFARTE L ORGSR T -
PR ICIMIE R AV = F VIREZRIE L7z 22 flicDow
T, MFERAV=F VRERTICL 2L EZONLA
EHG % B TIERNZ R A5 720 %8B, TBPM-PI 3
ICAEHLOREH 2 BB IR Z Ik L72ERIZ 22>
72o

2) EELAERL

FELAEFLL LT, SRS (hEE) 256mg/
kgx2W/A %S5 BHTIHIZED S5 ize RFERIL
TBPM-PI $5-# 7 3 HAICHIL L, HILH B H I8
L 720 RHGGAPFATEB 7 4 VAN S 2720,
AR N S B B O T BRI L, BRI R EB v 4
VAN & B IRMEB ISP ) FEEAHR R & 1T L, TBPM-
PI & OB 20\ & HIE L7,

4. EYEIRES X O PK-PD f##T

4 TBPM 2%l L7z 22 61 (4 mg/kg x 2 6]/
H¥ 58 12 61, 6 mg/kgx2 ul/H#5-8 10 B1) O3
BJREICOWTIHES U720 4 mg/kgx2 Bl/B¥xG5-#B L O
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Table 1. Patient profiles
Patients (%)
Item 4 mg/kg bid 6 mg/kg bid Total
(N=12) (N = 10) (N =22)
Male 6 (50.0) 6 (60.0) 2 (54.5)
Gender
Female 6 (50.0) 4 (40.0) 0 (45.5)
=05 <3 3 (25.0) 3 (30.0) 6 (27.3)
=23 <6 5 (41.7) 3 (30.0) 8 (36.4)
Age (yr) =6 <16 4(33.3) 4 (40.0) 8 (36.4)
Mean 4.92 4.70 4.82
S.D. 2.75 3.40 2.99
=7 <10 1(83) 2 (20.0) 3 (13.6)
=10 <20 5 (41.7) 3 (30.0) 8 (36.4)
=90 <30 4(33.3) 4 (40.0) 8 (36.4)
Bod; ight (k;
ody weight (kg) >30 <50 2 (16.7) 1(10.0) 3 (13.6)
Mean 20.10 18.92 19.57
S.D. 9.15 8.04 8.48
Inpatient 0 (0.0) 4 (40.0) 4(18.2)
Category X
Outpatient 12 (100) 6 (60.0) 18 (81.8)
Acute otitis media 2 (16.7) 2 (20.0) 4 (18.2)
X X Acute rhinosinusitis 1(8.3) 0 (0.0) 1 (4.5)
Diagnosis .
Acute pharyngolaryngitis 5 (41.7) 5 (50.0) 10 (45.5)
Acute bronchitis 4(33.3) 3 (30.0) 7 (31.8)
o Mild 12 (100) 10 (100) 22 (100)
Severity of infection
Moderate 0 (0.0) 0 (0.0) 0 (0.0)
Underlying disease No 5 (41.7) 4 (40.0) 9 (40.9)
And/or complication Yes 7 (58.3) 6 (60.0) 3 (59.1)
Historv of aller No 6 (50.0) 5 (50.0) 11 (50 0)

Y &y Yes 6 (50.0) 5 (50.0) 1 (50.0)
Previous antimicrobial No 11 (91.7) 8 (80.0) 19 (86.4)
treatment Yes 1(8.3) 2 (20.0) 3 (13.6)

Table 2. Clinical efficacy at end of treatment
Dia ) Patients (%) Efficacy
gnosis %
Dose Excellent Good Fair Poor Total (%)
4 kg bid 0 2 0 0 2 2/2
Acute otitis media me/kg 1 /
6 mg/kg bid 1 1 0 0 2 2/2
4 -
Acute rhinosinusitis mg/kg bfd 1 0 0 0 ! /1
6 mg/kg bid 0 0 0 0 0 —
. 4 mg/kg bid 2 3 0 0 5 5/5
Acute ph 1 t
cute pharyngoraryngitls ¢ g /kg bid 2 3 0 0 5 5/5
4 kg bid 1 3 0 0 4 4/4
Acute bronchitis me/kg 1 /
6 mg/kg bid 0 3 0 0 3 3/3
Total 4 mg/kg bid 4 8 0 0 12 100
6 mg/kg bid 3 7 0 0 10 100

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

6mg/kgx2[l/H % 5 # O Con 1T F N F N 459239
pg/mL CF3ME + Mk PUT R, 6.96+6.00 ug/
mL, AUCeent3Z N2 14.82+346 ug-hr/mL, 20.79+
328 ug-hr/mL TH Y, HEOMMIIE- 723 ERE <

T A — 5 ORI

RIN/.EH I

R R AR S A,

MIC A%l 5E T & 72 6 6 7 #1235\ T PK-PD fi##T & 1
L7-%%, PK-PD 89 2 — % O#tifIx, AUCH/MIC 25

13~4,310, Cuxd/MIC %% 9~3,145, T>MIC % 11~100%

VC“&)O f:o

5. NkHI il
TBPM-PI kLD Z k=13 95.7% (22/23) Td - 72,

4mg/kgx2 [/ H¥%GHED 160 AR
[5D9 ] LHEI N2,

DWW T

MRFE=RIE 100% TH - 72,
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Table 3. Bacteriological efficacy at end of treatment
) ) Strains (%) Efficacy
Causative organism o
Dose Effective Not effective Total (%)
S 4 mg/kg bid 2 0 2 2/2
. pyogenes
Pyos 6 mg/kg bid 2 0 2 2/2
Gram ( + )
. 4 mg/kg bid 1 0 1 1/1
S. pneumoniae .
6 mg/kg bid 0 0 0 —
4 mg/kg bid 0 0 0 —
Gre - H. i
ram ( — ) influenzae 6 me/kg bid ) 0 N 2/2
4 mg/kg bid 3 0 3 3/3
Total 6 mg/kg bid 4 0 4 4/4
Total 7 0 7 7/7
Efficacy (%) = number of Effective/number of Total X 100
Table 4. Adverse drug reactions
Daily dose
Total
4 mg/kg b.i.d. 6 mg/kg b.i.d.
Patients evaluated for safety 12 11 23
Patients with adverse drug reaction (%) 2 (16.7) 4 (36.4) 6 (26.1)
Events 2 5 7
System organ class and preferred term Patients (%) Events Patients (%) Events Patients (%) Events
Gastrointestinal disorders 2 (16.7) 2 4 (36.4) 4 6 (26.1) 6
Loose bowel 1(8.3) 1 1(9.1) 1 2 (8.7) 2
Mushy stool 0 0 3(27.3) 3 3 (13.0) 3
Stools watery 1(8.3) 1 0 0 1(4.3) 1
Nervous system disorders 0 0 1(9.1) 1 1(4.3) 1
Headache 0 0 1(9.1) 1 1(4.3) 1
Table 5. Adverse laboratory drug reactions
Daily dose
Total
4 mg/kg b.i.d. 6 mg/kg b.i.d.
Patients evaluated for safety 12 10 22
Patients with adverse drug reaction (%) 0 1 (10.0) 1(4.5)
Events 0 2 2
Investigations Patients (%) Events Patients (%) Events Patients (%) Events
Aspartate aminotransferase increased 0 0 1 (10.0) 1 1 (4.5) 1
Alanine aminotransferase increased 0 0 1 (10.0) 1 1(4.5) 1
m. % = COBHMT, HERERBINCEEY L2213 3 6] (4 mg/
Riprcix, NEoSMPE %, SMARIRER & kex2D/H % 5 B 161, 6mg/kgx2ll/H % 5 # 2

PEMRIEEBE 28 5 & OB MR E L RIS 3 %5 TBPM-PL OF
sk, Zatks L MR E IS % & & IR
HEICHET 2 %217 o 70 NRICBT 2 HERRZ,
BATORBAERPOAREREBITEY T VT Y
Ia2ab—Ya itk DEE LA 4mg/kgx2 M/H %W
L 6mg/kgx2[m/H& L7z,

BRREN R I DV TIL, HRIEMNT R 22 fl (2 B
4B, SVEREIRPER 1G], SPERMETEZ 10 B, 2tk
REXRTH) EFAPEMULETHY, 4mg/kgx2 H/
H¥#%5- CTHaRlRMRELHONDE 2 L MR TE I,

Bl) RO, HHICHER L T 2B, RAEHI R
LCOREMMIFTE 2 D EE X SN [/NERH I
PUR SRR IR BRI 351F 5 P g L HE NS I D THE &
N7 AIVESRAT R B 22 Bl D FIEFE X § R CTRRET D -
7etzd, ARRBRCIREREEO S (RERE) BT
AAVEZ OV TIIER T 2 2 LD TE LD 072,

MR AR RICOWTIE, FEREE LTossn/z s
pneumoniae, S. pyogenes, H. influenzae 7t 7 #k (4 mg/kg x
2 [/ HPH-HE 3k, 6 mg/kgx 2 [/ H¥G-HE 4 Fk) 37X
TEOWTHIRFIA RS H LHIE S h, 4mg/kgx2
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b/ HHG- TTHa 2 MEFHRRIH SN D T & DR
T&7. =B, /7l N7z S pneumoniae ® CLSI 55 #H
(PCG) 12 & BT S (k) (PCR #:% H v 72t (=
TR TIX gPSSP) TH Y, S ENEMTE S. pneumo-
niae 1T AR OVWTIIMRT LI LD TE Lo
oo G, AAOHME X YW T 72012, XD
EIEE O RV BAGYERE R, LR, AR T2y —
7y b &R B S, pneumoniae (2 & B EGRE BT
THEEMMETFT— 7 OBEBIEING,

ZEWIZOWTIE, BHMEEROBIEREREE, &
H#EAENT 261%, 4 mg/kg X 2 [/ HEG-HETIX 16.7%,
6 mg/kgx2 [l/HIFEGHTIE364% TH Y, BHEDT
BRRE VIR TH o720 BIHLEERHT7THDH B
6 TEASTIR - HRAE (TR, JRIRME, AKBEfE) TH D,
4mg/kg X2 [\]/HHGHECTHIZIRAE 1 7F, KEREE 114,
6 mg/kg X 2 [0/ H ¥ 58 THIZIRAE 1 14, JRIRME 3 152
HHM, EIROBIEIL, KREOEE 1M ZERE, T
TRETH -7 T2, INSHEIEHIZERGHH LI
Be G T HERL IR L7z RARERICBU 2 T - ik
fEICEE 2 RER SR, BAICBI 5388 216%
(107/496) LI L TRELEVITED ONL D72,
F 72, Bk EeSIREBICEEL RITT XD RIS
ML 2 HRIIRDHNT, FHHIEIT 725 72 ER)
dhoTzs

FRR WA A B3 2 BVE S BIRIE, &5 REEET
45% THY, 6mg/kgx2 b/ HEGHT1 B DA AST
BB X OCALT AR 5Nz TO1HID Cou B
L AUC b EFI L KL, FLVWEMETIEZ R0
720 RAERDOFER A 5, TBPM-PI O/NB O FFHERE %3
HEBIIEWDDLEEZ B,

TBPM-PI t HFRICERF I NEE2FT LPHIETIE,
ZO¥GIZEY, MEh IV F VIBEMET AL
BHLNTWAE®OZ &5 5, TBPM-PI #%5-BFiAHT B &
U GHT - pIRRICIIE R V= F VIR 2 e L7z
22 BB \WT, FHIE L FBRIC TBPM-PI #:5-12 X 1) ik
HFANVZF VBRERETT 200, EEREREEE LR
EOMER AN =F VBEORTICES L EZONLE
EHRGIAD LN Lo T,

AEERTIZ, TBPM-PL4E ORWER OFRHLD <, %
EPEIZOVTIFICKRE ZMEIZI W EERZ b, £
7o, BIWEHOFEBLE SEYBRE XN T X — % & OB # % WRET
L7278, WHREZBRIERD b h o7z,

M4Ed TBPM A e L7z 22 ) (4 mg/kgx 2 [a]/
H¥% 58 12 61, 6 mg/kgx2 [l/H¥%5-H 10 1) 12Bw»
T, FHENSEWEIERTE X ORAS IfEBICLVHESR
72 Conmx B L OV AUCoom 1d, 4 mg/kgx 2 [/ HFG5HTIZ
FNZEN 459239 ug/mL, 14.82+346 ug-hr/mL, 6
mg/kgx2ml/HFE G HTIEIE N FN696+600ug/
mL, 20.79+328 ug-hr/mL TH Y, HEOHIMIE - 72

HWENERT A — & OHRIMER S Nz, — IR
BWTiE, EYEHRBOFERENREIVWD, FH350
EwsTE (A 6 7 AL 3 AR, 3Ll L 6 MR, 6
L b 16 oAl 12X - CTERWBIRE 2 WS LA, 38
WERE N T XA — % B X O TBPM R EHERIZB W
T, FWICE B RELRETROON o7z, F72, 1L
e TBPM BEZME L2 22 B0 9 5, FHE AR
S, MIC 28T & 72 6 # 7 #RIZ B\ T PK-PD f##T
ML 724G H, PK-PD 285 2 — % O fiifHid, AUCE
MIC %% 13~4,810, Cpuf/MIC %% 9~3,145, T>MIC #°
11~100% T&H o 720 & DGR, BN O H LLIHIER] H ik
BAEZ R R L L8 DHRBRICBWTHENR S
72 AUCE/MIC 3 & U Coasf/MIC @ PK-PD /¥ T X — ¥
D=7y M, FNEN10~20 B LU 3~4 & F-EE
b LLIEERISHERTH 720

AHOMRAEICBW T, BRAEDBT% TH-o
7oo MR A IRH T 2885045 WhNETIE, BAOKS
iz, BHIONEOREI Y T4 7 Y ACKELBE
ERIFTEELGERTH 5. JE/NEFRHHEBTHER I
TWAEOPE FE TDH 5 cefdinir M %, cefcapene
pivoxil ¥, cefteram pivoxil fllfL B & O azithromycin
MR /NI B B IRAPEIC D W THE S s
T, ZMAFEITZENEN822% (60/73), 66.7% (32/
48), 70.7% (183/259), 59.8% (359/600) TH 720 =
NOIHOKERE & LEK$ % & TBPM-PI KX IEF 1R
ALRTL, BUWIREI V7747 AP TE 53
HlchsreEZHN,

Xy, Wi e b akhE & SRSk,
SRR 2, SPERE R L CTENEBRIRIR %
RS L&D, S pneumoniae X H. influenzae, S. pyogenes
W26 L CHhENHE AR 2R L, PK-PD O
54T oHMMEBHFEcE L EEZ LN, T2, BE
2oV TIE, WS CHIR RAFICKREZ2MEE 25
BRI IERRD bk oiz. LzdS>T, /NNRIZBITS
SERE RS L O ERERGSE N3 5 TBPM-PL O
RIESEH BN EIX, 4mg/kgx2 B/ BHNRYTH 5 LH]
Wr L 720

#Ow

AKBRBOEIZEEL, TNz Tl ERER
OBEEEMOEFITEHH N LT (BRI RBRE
WRE,  HIOPRRE) o

JA At AR T Ao e N JERE © i) 22, 74T
BU N\ 57 18 5 A AR AL B R G 57 S Be /N BB © R
7, B LEITEREFERBHER A RKHFENEEL «
Ftt, FEAREAREREN R ¢ B AR, REE A
WECRD A7) =y Z/NER - BESER, BEEA
R SR AW/ NTFR - HE, AT LT R BE
ANBRE REE, ERAEB LG EEESHHE LT
FBENERE © R, A T S el R BN R
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An open clinical study of tebipenem pivoxil in children with acute otitis media and
acute upper respiratory tract infection (Phase II)
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Kitasato University

We conducted an open clinical study of an oral carbapenem, tebipenem pivoxil (TBPM-PI), in pediatric pa-
tients with acute otitis media and acute upper respiratory tract infection to assess efficacy, safety, and drug
compliance. We also assessed dosage and administration at 4 mg/kg bid and 6 mg/kg bid set based on confir-
matory study results for dosage and administration in adult patients.

1. Clinical effect: Response at the end of administration or at discontinuation was 100% (12/12) in the 4

mg/kg bid group and 100% (10/10) in the 6 mg/kg bid group.

2. Bacteriological effect: Bacteriological effectiveness was shown for all 7 strains of causative microor-
ganisms isolated—S3 strains in the 4 mg/kg bid group and 4 strains in the 6 mg/kg bid group—at the
end of administration or at discontinuation.

3. Safety: The incidence of adverse drug reaction (subjective symptoms and objective findings) were
16.7% (2/12) in the 4 mg/kg bid group and 36.4% (4/11) in the 6 mg/kg bid group. Common adverse
drug reactions included diarrhea and loose stool. In adverse drug reactions related to laboratory tests
one case in the 6 mg/kg bid group showed increased AST and ALT. No cases withdrew from the study
due to adverse events.

4. Pharmacokinetics and PK-PD: Pharmacokinetics were examined in 22 cases for whom plasma TBPM
concentration could be measured, and increase in Cy.. and AUCy» were noted as dosage increased. PK-
PD parameters in 7 strains in 6 cases analyzed for PK-PD showed 13 to 4,810 for AUCf/MIC, 9 to 3,145
for Cuad/MIC, and 11 to 100% for T >MIC.

5. Drug compliance: The proportion of cases judged to be “very easy to take” or “easy to take” was 95.7%.

In conclusion, clinically recommended dosage and administration of TBPM-PI in the treatment of pediat-
ric acute otitis media and acute upper respiratory tract infection was 4 mg/kg bid.



