VOL. 57 S-1 TBPM-PI &/}

VAT ¢ & o4 & L 7z BRI

137

[RE - B&K]

Tebipenem pivoxil Hi D/}

RN~
BRSSO

A“H
bt

B TR 28 2 b 5 & U 72 FE E IR B R
(55 TI/46
Bk
il

BN
IIT AH &%)

(=R 27
BT - wN

o .

% AN9)

J=E S

VBRSIATBOE N SIS B SO R > 7 — /N R

P N EERER N

VI8 gk e R R

BT

O BRI S ST O e 38 B 5 S M
S TR B S R B
(e Ve RP S B

/)%E

R ERER MR T PR AL - IR

O CHLR K 2 RS B R B W 55 9 e
DI RS R R T S

CFHE20 459 1 26 H32 A - P 20 42 12 11 19 HZ )

POBRELL 7 L /N R

LRVIEFE TH 5 tebipenem pivoxil (TBPM-PI) /NI

BT B Ml PR 9120

TAHE, ZaetE, RAMS X USEWEIRE 2 — B EHR B CHRET Lz, AR S L OG0 I
4mg/kgx2/HF 721 6meg/kgx2mal/HD 7 HE¥Fx5 & Lz,

FRVERRAT R4 59 B BT 2 BRI R L, BRI 98.3% (58/59) TH 0, Ik G-HEMNARIZFEONRIZ
4 mg/kgx2 l/HI5HET100% (35/35), 6 mg/kgx2 [al/HIRG5-HET 958% (23/24) Tdh - 720 WK

ZRINTE72108D9H B,

PN B VTG TR E TSI L, MR AIR) R I3 5= 100 %

(16/16) Td -7z KEKW & LT, Streptococcus pneumoniae 33 & U° Haemophilus influenzae O 435 BE 23

L, ENEFNSKE IKERTH -7,
LTRSS 66 #1112

(&, 4mg/kgx2 [/ H¥5-#5510.0% (4/40),
FG-REOBIIN & 2 5B OB

BOLNGEDPo Tz, EREWEHIX

B B AMERERICE T 2 BIMEHFEHAIE, 4 mg/kg % 2 18]/ H 45 5-5# 55 40.0%
(16/40), 6 mg/kgx2 nl/H¥5-#5%308% (8/26) Th o7z F7z,

W R AR AT\ B 5 % BRI ZE B3R

6 mg/kgx 2 [al/ H¥5-HHEAT115% (3/26) TH o720

o RBREE, RIRME, MRS X

OB TdH o 720 BREPHEEDO S DIZ%R <, BEZEIEALEO ONEd o7,
NRHPEIZ D WTIE, WEGHETOSIRMEIL 894% (59/66) TH D, [HKAIZ L WI[HKO ] LHE

SNTIEBNT 2 H o 72,

If%Er TBPM iR EEASHIE T & 72 65 B B1F 2 W B REL
BOHNTZ0 ToB I 12 G EIZL BEN T

B - 728K A8

IOV TIE, CoaB LT AUCkm 1 ZHEHED

RO N o720

P ED#ERA S, TBPM-PLIZ/NEIZB T 2 MMM %2 BT, 4mg/kgx2 bl/ HEGHETEH VAR

Heifscs, REMIIBWTOERRMEIIZVWEZR SN, T/,
N7z 6 mg/kgx2 [/ HEGHET, CRP i, FIMEREES & O PERR ORI AR

WHRITERZ R L7205, JEIR - 2R

Key words: tebipenem pivoxil,

Tebipenem pivoxil (TBPM-PI, R #E: T — F : ME1211)
W&, BIEBERR NSRS L 728 R 10 L SR A RPUT 3
Thbo

TBPM-PI i, C3fiflgliIcF TV =T E¥F T Iz

e R OG- HYLEE L I S
Mo 722 b b3

LT 6mg/kgx2 m/HEGHHAMTHL LER LN

oral carbapenem, bacterial pneumonia, child

DT EHRI L TH Y, EHEAKTSH S TBPM @ C2
MANKBEEERFINVETZAT VTSI LIZE DR
Oz IR L8278 K5y 7 Thb (Fig. Do

TBPM IZIEE WHIN AR Y MV EA L, Enterococcus fae-

FHOECHS H BT 2-5-1



138 H A& AL & % 5% & M Gk

I

MAR. 2009

o

cium B X U° Pseudomonas aeruginosa 7 & —3BO WM % Br £
 DERSERISH L, R=2 ) VR, £ 7 = 2 RPIHEL D
MR, OIS A VAR 2RI & R DL EodR
PRI %R U720 BRI, TR/ 0 G iR LR & 22 5 T
Wb R= V) Vit Streptococcus pneumoniae, Y%7 17 4 K
fif 1% S. pneumoniae 3 & U° Haemophilus influenzae \2 % L T %
BOHH NI ZHT 5o

REO/NREZ G & Lz TSR E 52 X 2 ik g
FEMF7ES (1997 4£~2000 4F) | B X O° [ ESGEME #F 7 &
(2002 4E~2004 4F) 112\ T, hH &% & EAGEIERGYER
M PG 9¢ D R T & 5 S. pneumoniae R H. influenzae
LSRRI L TETH D, BAAEOROBREE TIRHRN
P 3 72 B T 51 S0 SEAE 5 > 2 I AR BIASE I L, ABETOA
PRI TOFGTHITE I OBHEBI D A SN TV 5 DHFER
Th b,

S, —BAEIC L B LHEE SN B /NEORSE R W L PR
FEDOM %% W4 L L<C, TBPM-PIOKIMERHARETH 5 4
mg/kgx2 I/ HEG5HB L OFHA®EO 6 mg/kgx2 [/ H %
GRICBUT A, ZATE RS X UEYERE & —KkIE
PRIRBR TRl L 72D T, £ OREREHL % M5 5 o ARG RILEE
I AERER S & OV T MR O AR TH 5.

B, AR E RO BRRBHELZESOKEL
BrLEHIS, AV FEFICED BRI, P9
3R 27T O EAEABSE 28 5 [ OMRRAB O FE
DOHEHEIZBIS BB (GCP) ] 7 & UM FRIR FBR S Jit 1 1 3 %
AP LCTHEMEL 720

L WRBESLUAHZE

1. FRARHBRZ IR 3 & OV J 0 1)

55 TLAHEABRIE, 4B 15 JEdk i 35> T 2005 4F 12 A &
5 2006 4- 6 H £ CoOMIMIC, & MIAHRBRIZ, 2E21
MEFX AT 33> T 2006 4 10 H A5 2007 4 2 J £ T i H
WZEREL 720

2. WHREHE

MR EAER & bR, — oI L 5 L HEE S
NDEIE WV LHSHEDMi g & L7ze b, MigkOERE
JEIZOWTIZ HAML AR AR [N ER SR SR IR
AHERIC B p e |V 2 2 F T E L 72,

BIRFEHEE LT, UTofMzieE LT,

O BWHRIERS L OBRAF R E LTI 3HE DR

D HNBBH,
@  FEEL, WSSOI EEGE & L T OFERATE
DHNBBH,
® MR X E 73 ER CT B3 & U il 0T
RASFRD b b B,
© 19 1l Bk %% 25 10,000/uL LA E F 72 1% CRP %72
mg/dL P L2V ST WATED b b B,
@  [FEIGREOEERD AR 6 7 H ULE 16 AR, 74
B 7kg L E 50 kg RimDAVRF 721X ABED BH
T2, BIYIED L VA IHEDRENSEIETH L R L

FEIRFFAM A X 22 WERE, TADPALR EORSELRE %
HTHEHARLEREINV=F Y RZEEHT A EBHIL,
RAEMEIZEE LN LR L7z,

3. BEODOME

KRB OFERIZETH, HE LY BRRHABOS
IMZOWTXHTHEZIG L, 72721, 7T Lo
BOWEIE, BEEADLLLAL VT4 —LF - T
FAEFE L7, 3512, 12/ FOBHEOLEEIZIE, B
FAANDPL D LEICL DA VT4 —2F - 7Y M2
BL7

4. 5%

1) %5 T MIEkBR

6 7 HLLE 16 ki o BB WT, 4mg/kgx2 1|/
H¥ 58 OE/E L 6 mg/kgx 2 [al/H 258 0 iE B 5L
PO EVE I, Bty =28 fHF 7z 550
M OHEHEOEH IZfTLRVWb DL Lz,

2) I A ERER

I, 4 mg/kgx 2 b/ HIEGHEE Uiz, 72720, FEIK -
BEIS U T6mg/kgx2 B/ HEGHET LI EAT
EprZ Lz, HHGHHEPOHEHEOERIZTD R
Wk Lz,

5. PRAZEEIEIRE X OPR SR

DIFORTEHOHIL, H5HE» O5#T - h
1B (R BIEE Eht SUE I i Blgi H) £ T2k L
72

OfbofiwsE (w27 us 4 FoLeEkSE, PiEED

Bk L7z, &b, AHKIOMERHIZWEESE Lz,), @A

RET 7)) YK, @3 = —filEKE 1 #A) (G-CSF

%), @V TOEEE JLTAPARE), O&8 T/

WA GORIFEREATOAL ¥ (2L 7L k=

0 ER T 5 mg/day T ORI REA 7o 4 P&

2 ARFNBG-BIG 2 BRI SMER L, 2 OoRAB G

TETHELRZTITE Lz,), OF2EmRE (R

HOMBMD 7D ICEHH OB TEEE L7z, 7272

L, BEMEFERO M H 2B W CEMTiET 6 B LA O

ERIEATE Lz [BAHIEIE, #fk - Brigicrrb

5%, KAEGHOEFHRGHEIZ3 HUNE L,

H% & LT 385C Ll EosEnskiid 50, 1 H 30

FTLL, 1 HOEHEARNME Lz 35 MFREIT 6 Ik

YLz 72.), Do O%EH] - i

6. Bi%E - A - WAEHE

KB B L O, B5-RiaE, %5 3 Hig, #%5
T - HIERRICAT o 720 BB, SR THITIEHEGHT
7T~14 B (DU, REBISH) IRABIZ 2 I L 72,

) BHOTRRA

AERAERALATNC, MR, EFEHH, K, KH,
ABE - SROR, BISEDM B L OEER, TP, K&
BERR - APHE, 7V IVF—, BEEEE, AiaEE, P
BE, PER3E - BRSSO WTHA L 72



VOL. 57 S-1

TBPM-PI ®/NRfili 9% kf 5 & U 72 B R akER 139

Il
COOCH20CC (CHs)s

Tebipenem pivoxil

Fig. 1.

2)  BRAIHEIR - BT

G-baTT, %53 Hik, 57T - ik, &iEs
SHIZ, MR, BuK, PR WMok, PR (BF000
W), Wgdg, BiAKGER, F7/—¥, IEBLUOTERADOR
S &g - AL 7o

3)  ERRBA

B -FLATHT B £ O GH#T - IR CRPCERY), H
MmEk%k, HIMERS W, RBC, NEZ70E Y, A< b7y
b, Mi/MEEL, AST, ALT, y-GTP, T-bil, BUN, Ifi{#
7VT7F=v, Na, K, Clzilllg L. IR&EH, REE
Roa ) 275 cB w3, WEERERTEM L 72,
T2, B3 HBEBLIURKBISEHIZBW TR, REH,
WREE, Roavry )y yekk hiitdEr, LEIZET
TERL 7z,

4)  HEFRRRAR

¥ 5-Btann, #8653 HEB XL OHRG#T - ik, %
LOZJEAN & U CTHRBIZE R ICIE%E B L O RIEEES v
WARIRIL 720 BERATRINT & WIS, RIFHEEGR v
WOARZRNL 720 B, MREFIRAER R E L5
R B &) HALE 2 BARERIGITNCAT 9 2 &3, ik & L7
Btk & S N 7-ME O WO E, WROHES X
O ERFARA RS L 5 AN EZ PR E, Polymerase
chain reaction (PCR) #:2 X 2MIE B L U7 £ )V A DK
F*9, PCRIEIC X % S. pneumoniae 3 & U H. influenzae
D IRV BAR T O Y B X O Py 2= 1 BRI SR
&, HERRERRRY (b B AR ZERT) CTHERE L 72,

5)  IMHEHR /R p S i e

B MGRDY SR G#T - PIERE ToMowT oy
D—HIZ, B& & L TARANRE 30 7705 3 KO
W% 5 MR L 720 72, BIRWHEREGIZH VT,
L3 A S8 A o 2 300 2 &[] B oD AR KR 38 2 A © 6 Iy 1]
T TOMORRIR 2 FH IR L 720 MAE b /FR o 5y g B2 0 2
WTEFHERE (MRS =S e —y—o L B =
#EALFE AT 1 v AKX ) THEM Liquid
chromatograph-mass spectrometry/Mass spectrometry
B CWE L7,

6) SLIEFIIMAR

BeG-BgaTT, 5T - IR~ REBISRHICY A 3
75 X< YifiMfi (PA : Particle agglutination), 7 5 I ¥

Tebipenem (active form)

Chemical structure of tebipenem pivoxil and tebipenem.

7 = 2 —F = TPl IgG, IgA B X UV IgM (EIA : En-
zyme immunoassay) J O ML AR % R L 72, 2 134
HERER (Rt =2 k¥ e —3—x2 ) IZTPA
P FE T EIA $:CEMi L 720

7) MG A V= F R E

B 5-FaH B L OHRG#HT - RIRRICIER 2 v =5
>R BE E I O AR AR 2 R L 720 02 4R H i 1
M (MRAEHEE B —y—x) ICTHEEFA 2 Y
v ETERL 7,

8) Mgk X /My CT A i

¥ 5-Bann, P57 - dkREC, B X AR, T
BECTHNITWE CT MAL ER L 2%k A2 71k, HAE
(bt s TIPSR IEYSE IS B 2 FiPuiE o
BRREEG R (Z2) 1 OBl X KRR s 3 o0 g B itk (2 e
LT, MaEBmifRar iz be 3 2 aHiiZ RSB TH
E L7

7. ARMEOR E N

1) ERREIHR

1) F5#T - dkREOERR R FH 2

AR S B B O TRl & 7230 EE R, B
AR AR [N BRI S AR BRI B 5 )
R NI R, FELRBAER - fTRoMfgL b L
WCHRRR R 2 [ZER T AR T A5 T ERh 1o 4 BB £
72 PHEARRE ] CHE Lz, AabEiE, R 7201
[HERI] EHESNIEFOREGE Lz,

(2) ABIZHHE

ARG N S B B O TRl & 723 BRI, $%
HRTRICEERA RSO ON, ZOBRIMEERBIY
PEHER 1R 3E o B NP G- D LEEE D3 v LRI L 7285612
DWTC, FGHETIED & R EIZE H OIRER - fril%
DR BICET 2 HEX DT ORETERL 72, 72
2L, $eHHT - IERRICERIRZ RS ST, o
MEEOBIIRG 2 LEE LAV [EEE
1L, B OBIg - MEFEEERL %257
%B, RABIEE B IORBEANEE 2 55 A I ERE I X B 1
RHEEE L7z

O - G5 E TR O RABIZEH £ T2, BIRE

KRS, R EORSZLEL LW

fo QUBIEET BT S IRMBIZEH £ TIC,



140 H A& b % &k 52 & M 6 MAR. 2009
Enrolled patients: 66
4 mg/kg bid 6 mg/kg bid
40 26
Compliance analysis set: 66
4 mg/kg bid 6 mg/kg bid
40 26
Safety analysis set: 66
4 mg/kg bid 6 mg/kg bid
40 26
Efficacy analysis set: 59 Reason for exclusion 4 mg/kg bid 6 mg/kg bid
4 mg/kg bid 6 mg/kg bid Shortage of medicine 0 1
35 24 Other than target disease 5 1

Fig. 2. Analysis population.
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Table 1. Patient profiles
Patients (%)
Item 4 mg/kg bid | 6 mg/kg bid Total Test?
(N = 35) (N = 24) (N = 59)
Male 15 (42.9) 13 (54.2) 28 (47.5) Fisher
Gender
Female 20 (57.1) 11 (45.8) 31 (52.5) p = 0.4359
>6-< 16 5 (14.3) 6 (25.0) 11 (18.6) _
Fisher
Age (yr) >3-<6 16 (45.7) 9 (37.5) 25 (42.4) 06158
>05-< 3 14 (40.0) 9 (37.5) 233900 | P
>7-< 10 5 (14.3) 4(16.7) 9 (15.3)
Body weight (kg) > 10-< 20 25 (71.4) 15 (62.5) 40 (67.8) Fisher
Yy welght (ke > 20-< 30 4(11.4) 1(4.2) 5 (85) p = 0.2928
> 30-< 50 1(2.9) 4(16.7) 5 (8.5)
Inpatient 9 (25.7) 9 (37.5) 18 (30.5) Fisher
Category .
Outpatient 26 (74.3) 15 (62.5) 41 (695) | p = 0.3950
o Mild 13 (37.1) 6 (25.0) 19 (32.2) Fisher
Severity of infection _
Moderate 22 (62.9) 18 (75.0) 40 (67.8) p = 04019
Monomicrobial 15 (42.9) 10 (41.7) 25 (42.4) Fish
isher
Type of infection Polymicrobial 8 (22.9) 8 (33.3) 16 (27.1) - So 2336
Unknown 12 (34.3) 6 (25.0) 18305 | P
R No 18 (51.4) 17 (70.8) 35 (59.3) Fisher
Medical history
Yes 17 (48.6) 7 (29.2) 24 (40.7) p = 0.1806
Underlying disease No 17 (48.6) 9 (37.5) 26 (44.1) Fisher
and/or complication Yes 18 (51.4) 15 (62.5) 33 (55.9) p = 0.4358
Previous antimicrobial No 25 (71.4) 12 (50.0) 37 (62.7) Fisher
treatment Yes 10 (28.6) 12 (50.0) 22 (37.3) p = 0.1092

¥Fisher: Fisher's exact test
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M I Bk £2 15,000/uL L E2541.7% (10/24) TH Y, 6
mg/kg x 2 [il/H#% 5812 BT CRP 5 mg/dL PL E i
BB G % D25 720

(2) FHEB X OHEKNE EeEKHEEZET) 54

JERE B L OHERE GEEERRZ &) ORKREA
DWiR%E /R L7z (Table 3) KW (g RKE % &)
\& S. pneumoniae 36.8% (21/57), H. influenzae 52.6% (30/
57) O 2K T894% = b7,

72, S. pneumoniae B & U H. influenzae |22 T,
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o TED SNz MIC B X U PCR % CTNT L 721 A%
2D CBIETRITHE L7 (Tables4, 5)o

S. pneumoniae @ benzylpenicillin (PCG) \ZxF3 % Mtk
¥ (I+R) ©o#EE&1X714% (15/21) TH o 7225, 21 Y
NTHPCG M HFS TS PBPOT I/ ERE# %A L
Twizo %72, S. pneumoniae @ clarithromycin (CAM)
2R AR (R) 0BG 905% (19/21) TH D,
RO TR ThH ermB b L iEmefA #HRAL T
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Table 2. Patient profiles
Patients (%)
4 mg/kg bid | 6 mg/kg bid Total Test
(N = 35) (N =24) (N =59)
- <38 12 (34.3) 7 (29.2) (32 2)
Highest body temperature 38— < 39 13 (37.1) 9 (37.5) (37.3) Fisher
() 39— < 40 9 (25.7) 6 (25.0) 15 (25 4) p = 0.8474
40— 1(29) 2 (8.3) 3(5.1)
- <2 6 (17.1) 3 (12.5) 9 (15.3)
2- <5 19 (54.3) 10 (41.7) 29 (49.2) Fisher
5- <10 9 (25.7) 7 (29.2) 16 (27.1) p = 03208
CRP (mg/dL) 10— 1(2.9) 4 (16.7) 5 (8.5)
Mean 4.08 5.70 4.74 t
S.D. 2.79 3.34 3.10 p = 0.0484
- <10 12 (34.3) 1(4.2) 13 (22.0)
10- < 15 9 (25.7) 13 (54.2) 22 (37.3) Fisher
\ 15— < 20 9 (25.7) 7 (29.2) 16 (27.1) p = 0.0208
WBC (x10°/uL) 20— 5 (14.3) 3 (12.5) 8 (13.6)
Mean 13.22 14.63 13.79 t
S.D. 5.35 3.82 4.80 p = 0.2699
No data 1(2.9) 1(4.2) 2 (3.4)
- <30 17 (48.6) 12 (50.0) 29 (49.2)
Respiration rate 30— < 40 8 (22.9) 5(20.8) 13 (22.0) Fisher
(times/min) 40— < 50 7 (20.0) 4(16.7) 11 (18.6) p = 09215
50— < 60 1(2.9) 2 (8.3) 3(5.1)
60— 1(2.9) 0 (0.0) 1(1.7)
Mild 12 (34.3) 7 (29.2) (32.2) Fisher
Cough _
Severe 23 (65.7) 17 (70.8) 40 (67 8) p = 0.7804
No 5 (14.3) 9 (37.5) 14 (23.7) Fisher
Sputum
Yes 30 (85.7) 15 (62.5) 45 (76.3) p = 0.0612
No 25 (71.4) 17 (70.8) 42 (71.2) Fisher
Dyspnea
Yes 10 (28.6) 7 (29.2) 17 (28.8) p = 1.0000
No data 0 (0.0) 1(4.2) 1(1.7) ,
. Fisher
Chest pain No 34 (97.1) 21 (87.5) 55 (93.2) = 05565
Mild 1(29) 2 (83) 3 (5.1) p=5
) No 32 (91.4) 18 (75.0) 50 (84.7) Fisher
Dehydration
Yes 3 (8.6) 6 (25.0) 9 (15.3) p = 01392
Cyanosis No 35 (100.0) 24 (100.0) 59 (100.0)
No data 0 (0.0) 1(4.2) 1(1.7)
No 8 (22.9) 4 (16.7) 12 (20.3) Fisher
Rales .
Mild 18 (51.4) 14 (58.3) 32 (54.2) p = 08177
Severe 9 (25.7) 5 (20.8) 4(23.7)
No 14 (40.0) 5 (20.8) 19 (32.2) Fisher
Cheerlessness
Yes 21 (60.0) 19 (79.2) 40 (67.8) p = 0.1606

¥Fisher: Fisher's exact test, t: Student’s t-test

73 ABPC iy PEIC 27 5-§ & fis] AR 2R
MRiE# 2 A LT,

GRS BT B S. pneumoniae ® PCG (233 % fif 14
# (I+R) O#EEIE, 4mg/kgx2 ml/H %55 T 60%
(6/10), 6 mg/kgx2ml/H¥x 54T 818% (9/11) T
Y, H.influenzae ® ABPC IZX 3 Atttk (I+R) DF
13, 4mg/kgx2 [/ H¥L5HET 389% (7/18), 6 mg/
kg><2 [/ HE 58T 750% (9/12) THo720 WTFHO

DWT 3 6mg/kgx2 |/ HFEGHEIZEB W THd ik
<I+R> DEE DT 5 72

X573/

(3) IR D&z 55 A

Mol & L7z S. pneumoniae 3 & OY H. influenzae 0 3 #
B i % 7R L7z (Table 6, Fig.3, Fig.4).

S. pneumoniae \Z X 3 % TBPM @ MIC & #i PH (&
0.002~0.063 ug/mL, MICy 3 0.063 ug/mL T, &%
ZWELLEHD ) bibIMNHR T 2R L7z H.in-
fluenzae 12 5t 3~ %A TBPM @ MIC @ #i FA 1% 0.008~0.5
pg/mL, MICyid 05 ug/mL TH Y, Btz lleE L7
EH DS B, &OEZMEOEN T W7z cefditoren
(CDTR) @ 0.25 pg/mL I2R &, meropenem (MEPM)
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Table 3. Causative organisms
Causative organism
. Causative organism + presumed Causative
Organism _ .
(N = 16) organism
(N = 57)
Streptococcus pneumoniae 5 (31.3%) 21 (36.8%)
Haemophilus influenzae 9 (56.3%) 30 (52.6%)
Moraxella catarrhalis 0 ( 0.0%) 3 ( 5.3%)
Streptococcus pyogenes 2 (12.5%) 3 ( 5.3%)
Table 4. §. pneumoniae resistance distribution
(strains)
4 kg bid 6 kg bid Total
Resistance mg/kg bi mg/kg bi o Test®
(N = 10) (N =11) (N =21)
S 4 (40.0) 2 (18.2) 6 (28.6)
Fish
CLSI (PCG)Y I 5 (50.0) 7 (63.6) 12 (57.1) isher
p = 0.5902
R 1 (10.0) 2 (18.2) 3 (14.3)
gPISP (2x) 5 (50.0) 2(18.2) 7 (33.3)
Genotype of gPISP (1a+ 2x) 2 (20.0) 2 (18.2) 4 (19.0)
Fish
penicillin-binding gPISP (2x+2b) 0 (0.0) 2 (18.2) 2 (9.5) , :lso ;;48
proteins gPISP (2b) 1 (10.0) 0 (0.0) 1(4.8)
gPRSP (1a+2x +2b) 2 (20.0) 5 (45.5) 7 (33.3)
S 1 (10.0) 1(9.1) 2(9.5)
Fish
CLSI (CAM)? I 0 (0.0) 0 (0.0) 0 (0.0) 1sher
p = 1.0000
R 9 (90.0) 10 (90.9) 19 (90.5)
Negative f
egative for 1 (10.0) 1(9.1) 2 (9.5)
Macrolide-resistance mechanisms tested Fisher
genotype ermB 5 (50.0) 8 (72.7) 13 (61.9) p = 0.6594
mefA 4 (40.0) 2 (18.2) 6 (28.6)

gPISP (2x): genotypic penicillin-intermediately resistant S. pneumoniae (penicillin-binding protein 2x)

gPISP (2x +2b): genotypic penicillin-intermediately resistant S. pneumoniae (penicillin-binding protein 2x +2b)

(

gPISP (la+ 2x): genotypic penicillin-intermediately resistant S. pneumoniae (penicillin-binding protein la + 2x)
(
(

gPISP (2b): genotypic penicillin-intermediately resistant S. pneumoniae (penicillin-binding protein 2b)
gPRSP (la+ 2x+2b): genotypic penicillin-resistant S. prneumoniae (penicillin-binding protein la +2x+2b)

¥Fisher: Fisher's exact test

b)Classified by MIC to PCG: < 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 CAM: < 0.25 ug/ml as susceptible (S), 0.5 ug/mL as intermediate (I), > 1 ug/mL as resistant (R)

EF%ETH o 72,

2. ARVED

1) ERRENHR

RPN AT BT B3 54T - ik O RRRR) R
%R L72(Table 7)o HRIFIZ, 4 mg/kegx2 [/ H¥5-5
Tl 100% (35/35), 6 mg/kg x 2 [al/ H¥x5-# TiX 95.8%
(23/24), MiH5-HE Tl 98.3% (58/59) DA KN TH - 720

ARNVERBAT A R BV 2 K B (e IR R % & ) i
MAENORGHET - PILROBRMR LR L7 (Ta-
ble 8)o ARIFIL, FHE G EER R % &) HiheEd]
T976% (40/41), MR (e 5 KW % & E) ASBHE B
T100% (18/18) TH v, JEHE (EEHH R % &) #
HOBHIZED, ARRICKELEVIIRD ONL o
720

FHRVERAT R RAZ BT B wA B E 12D T, [T
5 LB EINERITE 3B THo 7. ORI,
PG TR ERIR RN AR & LT MO BUR FE 0 BN
2B e LIRS 1B, BB HICiREeT s
M SNIIEBIN 2 Bl o 720 HERFRIL 944% (51/54) T
oo

2) B FRRY R

RPN A BT B3 5:4T - kg OMEF1
FROWHRIEIZ, 100% (16/16) TH -7z, [BEHAL] O
M, TRTEHREIRDOTEE ) EIEHEHERICE S D
DTHh-o72,

3. Z&EMOFHMm

D &I

AR AER CTRRO b N7-FIVEH 2 7R L7z (Table 9) o %
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Table 5. H. influenzae resistance distribution

(strains)
4 mg/kg bid 6 bid Total
Resistance mg/ & bt mg/kg ! ota Test®)
(N = 18) (N = 12) (N = 30)
s 11 (61.1) 3 (25.0) 14 (46.7)
Fish
CLSI (ABPC)” 1 2 (11.1) 7 (58.3) 9 (30.0) iser
p = 00330
R 5(27.8) 2 (16.7) 7 (23.3)
gBLNAS 5(27.8) 2 (16.7) 7 (23.3)
Genotype of gLow-BLNAR 3 (16.7) 1(83) 4(133)
Fish
penicillin-binding gBLNAR 9 (50.0) 8 (66.7) 17 (56.7) _ISO Z:r’,es
. p = 0.
proteins gBLPACR-II 0 (0.0) 1(8.3) 1(3.3)
gBLPAR 1(5.6) 0 (0.0) 1(3.3)

gBLNAS: f-lactamase non-producing ampicillin susceptible H. influenzae

gLow-BLNAR: f-lactamase-nonproducing and low-level ampicillin-resistant H. influenzae

gBLNAR: f-lactamase producing ampicillin resistant H. influenzae

gBLPACR-II: ff-lactamase positive amoxicillin-clavulanate resistant H. influenzae (from BLNAR)

gBLPAR: [-lactamase positive ampicillin resistant H. influenzae

2Fisher: Fisher's exact test
b Classified by MIC to ampicillin: < 1 ug/mL as susceptible (S), 2 ug/mL as intermediate (I), > 4 ug/mL as resistant (R)

Table 6. S. pneumoniae and H. influenzae drug susceptibility

S. pneumoniae H. influenzae

Tested No. of Range MICso MICoqo No. of Range MICso MICqo

drug strains (ug/mL) (ug/mL) (ug/mL) strains (ug/mL) (#g/mL) (#g/mL)
TBPM 21 0.002 —0.063 0.008 0.063 30 0.008 - 0.5 0.125 0.5
AZM 21 0.5-64 < > 64 > 64 30 1-4 2 4
FRPM 21 0.008—-0.5 0.125 0.5 30 0.125-4 1 4
CFDN 21 0.063—16 1 8 30 0.125-16 4 16
CDTR 21 0.031-2 0.25 1 30 0.002—1 0.063 0.25
RKM 7 0.25-32 8 32
CTX 21 0.063—2 0.5 1 30 0.004—2 0.125 1
CAM 21 0.063-64 < > 64 > 64 30 4-16 8 16
PCG 21 0.031-2 0.125 2 30 0.25—32 2 8
ABPC 21 0.031-4 0.25 2 30 0.25-16 2 4
AMPC 21 0.016—1 0.125 1 30 0.25—-32 4 16
MEPM 21 0.016—0.5 0.063 0.5 30 0.031-0.5 0.125 0.5
PAPM 21 0.002-0.125 0.016 0.063 30 0.125-4 0.5 4

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

panipenem

SRR R 66 B B0 A HAELIE IR ICBE 9 % BIFEH
ZEHIFRIT 36.4% (24/66), FRRMRAAEIC B3 % RIVEHI 5631
#13106% (7/66) TH VY, FHFE L% L LoORIEHRE Z
DB, KEAE 16.7% (11/66), JRIR1E 10.6% (7/66),
EILHRAE 7.6% (5/66), IL/IMREIEIN 7.6% (5/66) TH -
720

A AERIC B3 2 BITE 2 BRI, 4 mg/kgx 2 [al/
H¥5-8E25400% (16/40), 6 mg/kgx 2 [/ H¥xG-HEADS
30.8% (8/26) TH o720 F7z, HRMAMICE T % REI1E
HZEERIE, 4mg/kgx2 hl/H¥B 58253 10.0% (4/40),
6 mg/kgx2 /5 HEA 115% (3/26) THo7zo &

HHEINC X 55888 5% DL EOREIER & 2058,
4 mg/kgx2 [nl/B¥FG5HTIE, KEME 15.0% (6/40), &
ARAE 15.0% (6/40), MEFZHAE 75% (3/40), IM/MVRCEE
m75% (3/40) TH Y, 6mg/kgx2 M/ HxEG5HTII,
KR 19.2% (5/26), METZHKME 7.7% (2/26), I/IMEEL
BmM77% (2/26) THo7z

HPELHE S NAZRIERNIERRS H v, W L e
SNTZEIWER G AKBERE DA TH - 720

B, AEFELEBUC X A HERE ERNZ 160D
BOLNLD o7z,
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TBPM: tebipenem, AZM: azithromycin, FRPM: faropenem, CFDN: cefdinir, CDTR: cefditoren, RKM: rokitamycin, CTX:
cefotaxime, CAM: clarithromycin, PCG: penicillin G, ABPC: ampicillin, AMPC: amoxicillin, MEPM: meropenem, PAPM:

panipenem
Fig. 3. S. pneumoniae susceptibility distribution.
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MIC (ug/mL)
=@ TBPM - A=~ AZM —8—FRPM —®—CFDN —#A—CDTR - ©-CIX
- X- CAM - #- PCG —e— ABPC - 4- AMPC - - MEPM - g- PAPM

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

Fig. 4. H. influenzae susceptibility distribution.

2) HELAEHR BHIMTAR L7720, EELAERR L o7
HELEHEFRIE, 4mg/kgx2 M/ HEGH1HNA A YT NVI Y FOFBUIARAIEGHETH 6 6 HfEHE L

YINVIUH 1M, 6mg/kgx2 FFRGE 1 FNCRIEE  THY, ARBORETA ¥ 7V o A PEIRE S
R1IMPRD LN, MERE D, BEAIVEROFEEH Nico 4 VIV U FORGEIIBRNL2DDOTHD, K
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Table 7. Clinical efficacy judged at end of treatment
Efficacy Effi
Dose icacy
Excellent Good Fair Poor Total (%)
4 mg/kg bid 18 17 0 0 35 100.0
6 mg/kg bid 14 9 0 1 24 95.8
Total 32 26 0 1 59 98.3
Efficacy (%) = number of (‘Excellent” +“Good")/number of “Total” X 100
Table 8. Clinical efficacy by major causative organisms at end of treatment
Efficacy Efficacy
Item
Excellent | Good | Fair Poor | Total (%)
H. influenzae 9 7 0 1 17 94.1
Monomicrobial | S. pneumoniae 4 3 0 0 7 7/7
S. pyogenes 0 1 0 0 1 1/1
M. catarrhalis + H. influenzae 1 0 0 0 1 1/1
Causative organisms S. pneumoniae + H. influenzae 7 4 0 0 11 100.0
Polymicrobial | S. pneumoniae + M. catarrhalis 2 0 0 0 2 2/2
S. pyogenes + H. influenzae 0 1 0 0 1 1/1
S. pyogenes + S. pneumoniae 1 0 0 0 1 1/1
Unknown 8 10 0 0 18 100.0

Efficacy (%) = number of (‘Excellent” + “Good")/number of “Total” X 100

FRBRIE R R B O BT R R 3 AHK] & D R E B E
L7zo 72, BIREHZEDFEBUIOWTIL, ARBRFENGEE
W OFALERMDS Y AV AIC X B b D EEZ, KA
EDORFEBRERE L

4. BRI S

SHEB] 66 BN 51T B ¥ G5 HER B & O R IX 5551 D iz
%R L7z (Table 10).

MG TOHRAEIE 894% (59/66) THh o720 4
mg/kgx2 Fl/HI%5HD 458 X F6mg/kgx2 H/H
BSHO 3BT 529 LM SNz, [T v,
[fRD ] EHESNIEFNIT o 726

5. FEWBhRE

1) % HEE O pharmacokinetics (PK) /85 * — %
B L ORBHRIEER O

14 TBPM B % Il L 72 65 B (4 mg/kgx 2 [nl/
H¥%5-8 40 1, 6 mg/kgx2 [/ H¥%5#E 25 #1) 120w
T, BEREFET L ERL, EPEREEHE Lz, X
A ZFC LD L BEFORY R T A -5 2 H
W, ZEMOEGFEMHITBIT S Cue AUCootn, Toa
BEO 2R L, 5RO T & B2 % KD
72

4mg/kgx 2 [/ H¥5-8, 6 mg/kgx2 [l/HELLHIZ
BT ConldFNEN372+175 ug/mL B X U587+
317 ug/mL, AUCpmld & N 2 111065+147 ug-hr/
mL B LU 1611+497 ug-hr/mL TH Y, FH5-=OHM
W25 72 Coae B E T AUC 20 DR AR S N720 T
X FNZFN075+£030 hr B £ 0.68+0.26 hr, ti»l3 <
NZFEN 093059 BL 089059 hr TH Y, HH=IC

L BENEIRBD SN Lol Tz, FEIC X 5 3YE)
BOKREREWVWIAONE 572 (Table11),

T 72, 4mg/kgx2 [/ H #4580 JR b TBPM HEilk =
# 3PICHRI L7z R TBPM BRI, 32.7% (2 KEH
30 3t%) 225 579% (5 HEWE 55 0+t8) TH o7,

2) Pharmacokinetics-pharmacodynamics (PK-PD)
INTG X =%

MmAEd TBPM B2 ME L7265 609 5, KHRAS
BB &, > TBPM @ MIC ##llZ L 72ERIZB VT
PK-PD /85 *— % # 5 H L7,

R 29 S v d> TBPM @ MIC = #l%E L 7= 10
%116 ¥kIZB1F B PK-PD /85 X — % (#iPH) 1&, AUCH2u/
MIC %% 10~3,400, Cpuf/MIC 2% 3~1,115, T>MIC #°
14~100% T&H - 72,

PK-PD 87 X — & LR ZORR DB L CHIRR RO
ML, B2 BIARIE R e o 72

m. % 3

KRB, TBPM-PI O/NRI_~OH N, 24
W, AL L OEDBRERE T A2 L2 HWE LT,
ERRHESE R TH 5 4 mg/kgx2 A/ H¥%L., F721%
SEIR - FREZIS U C 6mg/kgx2 l/HIx5 ToMaE %
FEHEL 720

PG T - RO BRIR KR O A R FIL 98.3% (58/
59) TH Y, SMEERABINERTH B2 20bh 5
3, MRoOMRICHEEEZE LHLEHRR TSI TV S
FEOEIEOBRIKRABRIFOF R LKL TD, FFEE
ORFERRLIZ,

F 72, HAR LB [/ R E I B T 5 R SR
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Table 9. Adverse drug reactions
Patients (%)
System organ class and preferred term® 4 mg/kg bid 6 mg/kg bid Total Test?
(N=40) (N=26) (N=66)
Fish
Mushy stool 6 (15.0) 1(38) 7 (10.6) 1sher
p = 02306
Fish
Loose bowel 3(7.5) 2(7.7) 5(7.6) 1sher
p = 1.0000
Gastrointestinal Stool " 6 (15.0) 5(19.2) 11 (16.7) Fisher
ools wate . . .
disorders ol watery p = 0.7405
Fish
Faeces discoloured 1(2.5) 0 (0.0) 1(1.5) {sher
p = 1.0000
Fish
Vomiting 0 (0.0) 1(38) 1(15) 1sher
p = 0.3939
Renal and uri Fish
enal and urmary Chromaturia 1(2.5) 0 (0.0) 1(15) 1sher
disorders p = 1.0000
Skin and subcutaneous Ervih 1(25) 0 (0.0) 1(15) Fisher
ema . X .
tissue disorders ot p = 1.0000
. . . Fisher
Alanine aminotransferase increased 1(2.5) 0 (0.0) 1(1.5)
p = 1.0000
. . Fisher
Aspartate aminotransferase increased 1(2.5) 0 (0.0) 1(1.5) B
Abnormal findings of p = 1.0000
laboratory data Fish:
v White blood cell count increased 0 (0.0) 1(3.8) 1(1.5) 1sher
p = 0.3939
Fish
Platelet count increased 3(7.5) 2(7.7) 5(7.6) 1sher
p = 1.0000
2MedDRA/ J V. 10.0, PFisher: Fisher's exact test
Table 10. Medication compliance
Patients . N
Easy to take ® B
Item Very easy Easy to Common Hard to Unable Total (%) Test
to take take take to take
>6 <16 4 8 2 0 0 14 85.7
A Fish
ge >3 <6 7 20 1 0 0 28 96.4 isher
(yr) p=0.1939
>05 <3 5 15 4 0 0 24 83.3
4 mg/kg bid 10 2 4 0 0 40 90.0 Fisher
Dose
6 mg/kg bid 6 17 3 0 0 26 88.5 p=1.0000
Total 16 43 7 0 0 66 89.4

2Easy to take” (%) = number of (“Very easy to take” + “Easy to take”)/number of “Total” X 100

Y Fisher: Fisher's exact test

2B B e V23D, bR (R (ERD
+A%)) 1 4mg/kgx2 nl/H¥58: 514% (18/35), 6
mg/kgx 2 al/H#%5-# 609% (14/23) TH Y, 6mg/
kg x 2 [/ H ¥ 5O RBWR RO S N7z,

HAE, NER SR RISEBE T A K4 V9T, Mik
WK L CAERR), BEIEER TOBHETEIED T
b0 BRIMEBENITE 59 Bl 5 &, /NEIEIR 2R R GRS
HARIA voOFEEENECHEHEEYWET S L, BiE
F7BIOARTHY, HHEE 14 6, B 38 FITH o 72
TBPM-PI i%, FRCEAEEH IS BT 2 HEAER & OEAE
Bz LTH 100% OFRMMEEZ/RL, %72 CRP10mg/

dL DAk F 7213 B ER % 20,000/ u L DLk 7 & o R EH]E
WHERENS XD HEER" (CRP 10 mg/dL B k22>
H M ER%EL 20,000/uL LAk 161, CRP 10 mg/dL DL 1 4 1,
HIMEREL 20,000/uL L1760 IS LT AERMEERL
720 TNHORERNIDOWT, FRFEERIE 4mg/kgx2
ml/H¥%E5#HETIZ3/6 THHLDITHL, 6meg/kgx2[nl/
HiXGHETIZ6/6 THD, HHFANGHLZEE SIS L)
HREBNZIR - T3 6 mg/kgx2 [/ H ¥ 58 o> 5L 1% 5%
WROLNTz, UEDZ s, JER - BEIRUET6
mg/kgx2 M/ HFEGHIHEHTH L LEZ BN,
AR TR 66 HlICB VT, BMMEAEIRICE T 28
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Table 11. Pharmacokinetic parameters
Age group Age Dos.age n Tmax Cmax tia AUCo-12n AUCo-24n

(yr) (bid) (hr) (ug/mL) (hr) (ug-hr/mL)  (ug-hr/mL)
8.75*2.75 4 mg/kg 8 0.86 £0.37 3.56+1.92 1.07 £0.54 5.98 +1.04 11.96 =2.08
Z6<16 9.39+2.45 6 mg/kg 6 0.66 £0.14 7.84%+4.37 0.78+£0.73 10.02 £3.89 20.04+7.78

e L TO08Y  amghg 18 066028 400187 094075 535038 1069076
4.38+1.02 6 mg/kg 9 0.73*0.33 5.35+2.32 0.89 £0.42 7.81%+1.32 15.61 £2.63

o5y M0G0 dmghg 14 082502 346155 084036 499064 983127
1.58 £ 0.66 6 mg/kg 10 0.65*0.26 5.16 £2.84 0.96 = 0.69 7.10 £ 1.68 14.20 £3.37
4.33£2.89 4 mg/kg 40 0.75*0.30 3.72%1.75 0.93£0.59 5.33%0.73 10.65 * 1.47

el ietase  omgks 25 0685036 5874517 0895059 806248 16115497

TEHDIZEAEWETH - MEOFHLTH Y, HGHNO
T - SR ORIVEH B, 4mg/kgx 2 [/ H #5958
375% (15/40), 6 mg/kgx2 [al/H¥5-# 30.8% (8/26)
THY, HSEOWIMC L 2EBAROHINIEED S
o 7ze AFEEX RO TH - BAEOREIEHEBIRIT 3%
Kl 54.2% (13/24), 3 iELLE 6 i 28.6% (8/28),
6 Ll 1 16 ki 14.3% (2/14) TH Y, 3ERMTOR
HHEHE <, cefdinir (CFDN) 7 S MoPimE & b [Alkk
BEBENTH -2, Lo L, REERBRICB VT,
BEFHEEOHESIIR L, 609% (14/23) 258:5#TH
FTIMBELTVL L, O WICHERORIBICXY
B EPIELEN o2 2, BREKRE L
ML 5L DTIERWEER T2,

FRR AR L8, W5 T106% (7/66) T
& o 721 G- RER D ERIRMRAAE L B3 2 RIVE R FE B,
4mg/kgx2ll/H ¥ 5 #100% (4/40), 6 mg/kgx2
b/ HP5-8 115% (3/26) TH Y, HH= LRIEREH
WA ERD S o o

2 BN FFEBL L ZCERR AT E A B & LT, iR
B 2% 4 mg/kg x 2 [/ H ¥ 5- 812 3 Bl, 6 mg/kgx2
o]/ H¥e5-% 2 BlOEr 5 BIIEED & 7228, /MR A
WZREDSERIZFEIR L b o T M/ IREL IR IR YE 15 0
FIZBWTHMTA2ZEPMONTEY, BRIGED LD
THRITMRICBWTHINT 2 2 235N T W5,
REFRRBIIB T, M/ MBS NG EASE G RO
WErbneEZON, B, BHFHELERLS
BN DWW TR BIE: I ME DR S 7z,

BRAEDIREIZ BT, BIRASIEM G T 894%
(59/66) TdH o7z ARFHEBCTHEH ST AR5
W 3 T & 5% azithromycin, CFDN B X U cefcapene
pivoxil DAMFH DERIRAER" D12 BT 2 BIRAZIL, £
#FN 59.8% (359/600), 82.2% (60/73), 66.7% (32/48)
THY, KHOBRARKIZINS DIHNLNEL, /D
BB 2 RAES R T, SWREI XTI 7 VR
PG TELEATHLEEZ LN,

Y BRETIX, 4mg/kgx2l/HB XU 6mg/kgx2

(mean =S.D.)

/BG5BT, BHERISE BT B & O A X
WHEICL VLN Con BE P AUCoon 1, $5-m DB
IR o 7B R SN2 T 72, 4l 3 D DAERIX
SrCENEA MGG L7220, MR IEYIRE B L O B
INTG A= (Cox B L AUCoom) W HEWIIC L B R E 0
WIEA LN h o7,

YL EEBRET 5 &, TBPM-PLIZ/NRIC BT % H M
FIZBWT, 4mg/kgx 2/ HELG TRHWARNELZRL
720 T2, BEMIIBWTY 4mg/kgx2 M/HHS5-B X
M6 mg/kgx2 l/H¥%5 CHIR EEFICHEO D 5 FH G
RO ONL o7z BHEOHG HUE L KIS 7
6 mg/kgx2 [ml/H¥5-# T, CRPfH, HIMEREPB &L O
TAROBI RN R 222 72128 2 hb 5T EWARIEZ R
L7z2Eh 5, SR - FEIZIE LT 6mg/kgx 2 [H/H¥%
53HFHTHDEEZ LN

@O

REFERRBOERICE L, T2 TFidisk
OFATEER (A8 SRR BT 2 ) e A 5 IR
WL ET o) o

JA b &= A B E AR BN B RE - 2, Ham
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An open clinical study of tebipenem pivoxil in children with bacterial pneumonia
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We conducted an open clinical study of a new oral carbapenem antibacterial agent, tebipenem pivoxil
(TBPM-PI), in pediatric patients with bacterial pneumonia to assess efficacy, safety, medication compliance,
and pharmacokinetics. Dosage and administration were 4 mg/kg bid or 6 mg/kg bid, and treatment was 7
days.

Clinical efficacy in 59 subjects was 98.3% (58/59), and efficacy by treatment group was 100% (35/35) in
the 4 mg/kg bid group and 95.8% (23/24) in the 6 mg/kg bid group. In 10 subjects from whom sputum could
be collected, sputum had disappeared by the end of administration. Bacteriological eradication was 100 %
(16/16). Isolation frequency was high for Streptococcus pneumoniae (5 strains) and Haemophilus influenzae (9
strains) as causative organisms.

The incidence of drug-related adverse reactions associated with subjective symptoms,/objective findings
in 66 subjects for safety analysis was 40.0% (16/40) in the 4 mg/kg bid group and 30.8% (8/26) in the 6 mg/
kg bid group. The incidence of drug-related adverse reactions associated with abnormal changes in labora-
tory data was 10.0% (4/40) in the 4 mg/kg bid group and 11.5% (3/26) in the 6 mg/kg bid group, showing no
increase in incidence with dosage increase. Common adverse drug reactions included stools watery, mushy
stool, loose bowel, and platelet count increase. No severe or serious adverse drug reactions were seen.

Drug compliance in both groups was 89.4% (59/66), and no administration was judged “Hard to take” or
“Unable to take.”

Concerning pharmacokinetics in 65 subjects for whom plasma TBPM concentrations could be measured,
Cuax and AUC—n increased with dosage. No difference in T..x or ti2 depended on dosage.

Results suggest that TBPM-PI could be expected to show high efficacy at 4 mg/kg bid in pediatric pa-
tients with bacterial pneumonia and no significant safety problems. High efficacy was shown in patients re-
quiring a high dose and given 6 mg/kg bid despite high CRP, WBC, and detection of resistant strains, and ad-
ministration of 6 mg/kg bid was judged to be useful depending on symptom and severity.



