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Tebipenem pivoxil MiALO/NEBEFH KB L M SRR BEREZ R E L7
FEE IR IR R SR (56 TIT AHEAER)
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¥ AL LR SR 2 e il e ) R 5 JEL B 2 W0 931 S48 2
O A AR T IR AR I 7R

CERE 20 459 H 26 HSA) - PR 2145 1 A 5 HZBE)

FBLOREIT A NS A LSRBURHE T 5 TBPM-PL O/NEO SR H 9835 X O3k SRl S e 28103

LA, AN L OMRAMEZ G L. #5513 4 mg/kgx2 H/H, & 5HIZKAEB E 72 13 H0EHE
MBIk G, JER - RREEICIE U CRiARE 6 mg/kgx2 M/HD 7 HE#ESG & Lz,

1.

5

BRPRADE © P 5T - PIERF O AR, 4 mg/kgx 2 A/ A58 TR H RB L 0885
BIERTENEN980% (150/153), 79.2% (19/24), 6 mg/kgx2 [Hl/HIx5-HTIZENZEN 95.8%
(23/24), 4/6 TH o7
MR ZER RN AR - BG4 T - Ik O REL, 4 mg/kgx 2 [/ HE5-8, 6 mg/kg x 2 [/ HP5- T
ZFNEN99.1% (113/114), 100% (19/19) TH -7z, B S NZENE X, NEo2EFHEE, &
PSR S E R D RGN & F 2 5 LT\ B Streptococcus pneumoniae, Haemophilus influenzae @ 2
WHTERD 925% & L7z,
LA AMFEIERICB S 2 BIPEHIE 21.9% (47/215) 12, BRRMATAESH A28 62% (13/211) 12
RO HNTzo FEBHEED S EIWERIZ T - AT 186% (40/215) (2FBLL 720 ARERHERCTI13HE
BLAERLEB LURERIERD S ho 7z,
MRAYE : [IEEICERAR T, [ERART V] EHESNIEROFI G, 4K T 93.1% (201/216) T
Ho7z,
LLEORG#EA S, TBPM-PL ® 4 mg/kgx 2 [/ H#Z5-12 & D /NRIZ BT 2 2 H %5 X U8 ARl
W3 5 T ERREIR IR C &, T2 E RIZB T 5 SR HHEHR R 2% & O

MR IEEHRONR E %25 L9 EBRENH LT, 6 mg/kgx2 |/ HEGI & & ERRIA FTEAD

WRFCcE ) 2 2 LAURB E NI,
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Tebipenem pivoxil (TBPM-PI) i&, WG REMA&HA5H
HEIT-oTERTURT v FEIOREO A VNS N RPUR 3
Tho"e CIMPITT TV 2N TEF YV HELOIL
AT H Y, HEAKTHS TBPM @ C2 L H VoK v %
ERFUNETIATMET B2 LICE W IFDOZL L OFEL
B=5 7 ¥ ARPHEI IR TROBNES BN TT KTy
7 Thb (Fig.1)o TBPM IEIHLVHIHANRZ FLVEAL,
NZ VY Vit Streptococcus pneumoniae, <27 17 A Rtk
S. pneumoniae B & U° Haemophilus influenzae %13 L&, %< ®
BRRGBERRIZR L, _=2) YR, &7 = 2RBURHE L D i

acute rhinosinusitis, child, oral carbapenem

<, MBDIEF A NN A 2SRRI & FEDL EoBmWHTR
NaRLY, SRS WD ERENE & % 5 /NEEGEI R L
FRRADR AR T & 9 2 b @ L3 S 7z, TBPM-PI 2 EAF
OREOPUE I A TIMEE PSRRI D <, £ DRV E
WA S/AROTE Y, BlARERE L OHEOEREOS < %
b0 HPED S. pneumoniae, H. influenzae 123t LT, MM D
BHIZE D EVERES SO L E LN, MED S,
pneumoniae, H. influenzae \ZHEEK§ % JEGE X9 5 HHEIZHE
FORIFURESE T T 2EFAML TWE 2, RA
TORERERERRO M o/NEHE, FFlcr=2) ¥

* 5 SR A vl T i R X S R 118 1
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Tebipenem pivoxil

Fig. 1.

BLU~ 27 v 74 gtk S. pneumoniae H¥RK W & L T RHE
Lo TV BANTH LS L 0S8 EAGERYSE IS B W T
RIGE RSB Shc e Xy, MEREZED SN TX
7o NEEEERSS T MHERBR Tl S H B X U025 e
JEZ MG L LT, TBPM-PI o &%k, Zatks X OMRmAtE%
FEML, 1M 4mg/kg®1H2M (4mg/kgx2m/H) &5
BLU1H6mg/kg 1 H 211 (6mg/kgx2[H/H) #4512
B 2D b N REMEICK X RREIZ R L, wWTho
BB T RHE, RIRERE I OIS L TREY
HNEBIOMEEEZRLZZEDS, BHRIERNENER
4mg/kgx2 ll/HIx5-TH 5 LB INI LEBLEDDS, 4
BHIcomETH Y, REREIHH S NHERIZEIEES ]
Tdrolzlzd, %L DEMICBVTHRET2LERH L EE
A bhiz,

INLOEBERET, SR/NEICBI 28 ERBL O
SRR R A RS, BRRHESE R L L7z 4 mg/kgx 2
|l/H 7 HE$ 52 6 NSRS & 72 I3 Hia SR I B v
TIE, IR - IS CCTRARTH % 6 mg/kgx2[l/H 7
HEEG oW THRMED L O et a3 X ARRE %
A L 720

B, RABII SRR OBRRBFAEZES (IRB) OKR
1G5 L LB [EEROBRRBROEROILEIZHTLE
4 (GCP) | (AR 445 28 %, P94 3 /1 27 HAY) % 385F
LCHEmI N,

L R &HE

1. ERRBBRS I 3 & OV fa il i

AR RERIL, 42 46 FEF% 2B\ T 2006 4F 10 HH» 5
2007 4£ 2 A £ COMIMNICERE L 72,

2. WHBE

—BHEIC LB RSN EAMPHETE ZIZENR
RGP E BRI SN2 BEEZRIRE L TG L7z, Hin
A6 A LR 16 AN, AR 7 kg Ll E 50 kg
K& L, W, ARt - skoBligfbenwz & Lz,

SUPRHRTE, ST IERE LTHE, %
BOWEN - AREBROWT IR AT A EE, SEIR L
LT, BiRPZRWEE, Fk - H]2E, BREOWS %7z
THEE, HEVGD %56, Bk WE, HREOFERD
W&oy BEe Lz,

SRR R TIE, 28R 22IERE L TR,

COOH

Tebipenem (active form)

Chemical structure of tebipenem pivoxil and tebipenem.

EE WD) b 2oL LR AT A BE, BNFTR
&L CHKIBIEHR, SO, RS 2
BIROI L 20U LR AT HBEL L,

F7o, BAHED 5 VIIHIHEORENFIETH S % &
WER ST S 2 W, TADA L & ORI E 2
HTHHEEREREIN=F U REZRELETHHEER Y
&, ZEVEICEE LR S L 72,

3. BHEOMNE

REFHRARBROERIZ S, s (REH) oL
THo%SiMEITY, I X B FEEIMGHEE (R#EE)
POEONIBEE TR E Lz 72, BEOERHAT
B EDOGAICEARNCH LTOHMZT-729 2 TA
VI —=AF TV IEEEL, E5I212KU LY
BIETELRORADLLHIZL B VT —LF -
Ty b ERIELR,

4. KH, BhmE - B5EB X ORGHH

D &H

1 g #1iZ TBPM-P1100 mg (JJili) % &4 3 % ki % H
W72.50g R MV, $721303 g0, 05 g0z HEL,
FHGE R O E AN L 72 b o2 L7z,

2) #ham - 5B X 0BRGN

TBPM-PI & LC 1[04 (35 LLE 45 ki) mg/kg, %
W BEISCTLIEG6 (55 DL 65 AKii) mg/kg # 1
H2m, 7HM (F23ES HIE), B, 84 Akt
5 L7z,

5. PEAIZEIL3R B X ORI ARk

OB EIE, b MuEra7) YRE, oo = —jilg
W3], BIBREATOA F, MEGREIE, R
F(Zee)), H SRR MDA, AH 04 %1
B TR O H HFA & LT L, NV
TUEERANE A VSR ZRPUR IR LR L7 gA, N
V7 aBRRHOMPEEIMKT 3 5 -0 % 5k L
72o T2, REVEOMMP S, MO hOREA] - KL
B %81k L7z, 7B, MAGERERIIIEEEEOE
B LT REE L, RIEREATEAL FI37 LR
=v'u v 5mg/day LA T CTAFIP G- B 2 S 1A &
HALTWBYE, RS HT I THREZEML 2R
DPEHTREE L7z,

F 7o MR AR DAL O H I TOABHGALE (S
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il - YIB, LB, BEPEG, SR, Sl
Fa—T7HE, TUvvEHDE YIv ok LER
FERIPEE, S OICAMAR BRI EOLEITIE AT
FTAF—%EEIEL 72,

6. Bi% - A - WAERHE

FRANL, ARG ET, 3 HEE, T - ki
fTolze P, WEERERICOWTIZ1 ARICLREZ
TV, F 7R TSR R DTS b NG A I RS-
Ho 7~14 Ht: (R#BIgeng) (T2 L 72,

1) BFEOTRHAL

AERBEBRFAENAEET H, R, K, KH A
B - kDR, BASEZ W4, BRISEEFERE, BYHED
ARV - REVEOFHMIZHEE 52 5 EE 2 LN 5B
JBE - FARED X OB - G ORE, TR, BED OS2
ZECTORBRRE, TUVVEX—, RHBS-FEET 7 0
DUHAHE, B - BRI O W THAE L2, 78,
AR B W TIE, KRAG-FMGHE 6 4 HLIAIZ 3
FPAE F 7213 12 5 H LIPS 4 181 2L L o> 4 3 S e B i
BEEDSH 5 BE % JUER, 3 HU LoORi{b#E 25 % fEfl
F 7213 3 HRWOHLHTH o THH L2 IR EDE
{LASFED LN AR Z WA E & L, fEIR - FREIC
JELT6omg/kgx2Pl/HZRIRT LI LB TELHD
kL7

2)  BRAEIR - FrA

BaaHT, 1 B (WREZRIERICOWTEE), 3 HE,
T IR, BB, SR ERIZBW T,
iR, EE, WL - AEEEE BRRTR & UCTHAR - WA
B F - HROAER L ORESZ, SMRRIREELIC
BOTIE, MR BE, WU, ORI R F A
WS, B ONER, BASBORROFG S X O
FeBlgss e e LY,

3) MW AR

BAGHT, 3 HER, #&7 - Wk iy, e Bigeng Ol h)
R (B E % 0 RIREEGS WS & O H IR
F 23 H TR, SRR RIS B RGEIY) R ERILL
7oo BifRIZENZNACBAGRHERIZET I B VT, MW
FHA (R OFE, WiOWEB X R
T & 2 FHNRSZEOWIE) , B Wi (R,
polymerase chain reaction (PCR) %12 & A HlH B L O
A WA DK, S. pneumoniae, H. influenzae A P4
BT OMH 7 & AR OHERE, AW # 1A RI
B (PG RL) ) & FE0E L 7z,

4)  FRARRA

BGART B L T - LRI RIMERE, NEZ 0 >,
A MYy b, BIMERE, BBk, i, AST,
ALT, 7-GTP, Y ) LE >, BUN, M7 L7 F=>,
Na, K, Cl #&E L7ze F 20 RERERNII DWW TR
(&Y, ¥, w2 ry) #EiiL,

5) AT i B 2

FlaEHEP KT - LR E TOBOWThr—HIZ,
ARHIRREE 30 73 © 3 eI 0 [ I WA 2 30 ) € 1 Il
A5 5 W ORI % 1T - 720 TBPM o Ifil H 3 i B 13 & [5=
AR TS EE R, Erh iR (st =21k
FU—y—x (Bl ZF AT 1 ABRKEH))
2BV T LC-MS/MS 32 THISE L 720

6) ik

WHERERNC BV CTRIGTT B L OBEE2S 1 HEO
W, ARAIRIE 30 7320 5 4 R o BN H I F 721
His% PRI L 720 TBPM O H i H e 8 1 13 4 v 0 5 b
M (RSt =2Er—3y—xT) I2BWTLCMS/
MS #:02 THIE L 726

7)  MER A V=T R

TBPM-PI DAL E TN A ERF IV ENS
RPN THEBET 2 €N VBOILE R A )V =F » O
WCBXIETHELRET S 720, BT, %7 - dhikk
B BlEsy RIS (PRI Z FEhti L, Hrb il e %
(B att e — vy — ) IZBW iR A v = F iz
e L7z,

8) AEHEHZ

B G-BG R D O IRMEBIGR T TICH I L7255
WAIFELL ZWdHDHVIEEN L 2wk (R
ORFEEEL), ERFLZIWRAZEERHLE LTHRDY
Wotzo 72720, BHRIERZHED B VIFEFR AV =F ~
REEDICT, SR OEYE L) Bk T 721 3EIRTH Y,
BIIART & 0 PTE 55D, R0 7% 720 O
JEOEALB LOMBIEIAEEFFLLIIL AT E LT,
F72, BHEOHKETHELE > TWAHEEHLDH
BRI - I OWCREINCE AT e L L, M
RIOWTIERME, AWM, HIPRE, JRME, Kk
D 5 BB THE & 1T 727 IEWE, ARk S X OF
AT ARV Z LD Vb DA EFHL LT LW
NP B S

7. FHMm

1) RYE EAE B

AMERERIZOWTE, [NEAMEHRERSHI A KT
A 7N htw, TEE], [WasE] BX U [HE] 03
BeBS 1B L7z
SMERAISPERICOWTIE, [H BIHERHEYYE I B
LHANTA Y PeBB, [BE] THEE], [HE 0D
R AN | A

2)  RRREDE

(1) ARHFGHT - pEREORRR R H 52

ARER IR S AR O FAT P Al & 72 (3 HHIE R, H
MEREIROHER % & &1, [N ERHEISHT I S AR A BR 2
B BYEIE P\2o X TR TAM L TR AR,
MERy ], THEARRE] oI hhrz g L. FAaEi
[Fxh] F7203 (%] LB SNIEROEG L Lz,
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(2) B2 FHE % 5 L 720
ARSI R BB O EATE I £ 7213 IR R A3 5 I i g

T EFORRR DD S, MWMOPHIED EBINFESE D 1. JEBIRE K

WD BT L 72 FERIC DWW, RRBIZH O Fftl
HrR 2 s R L] TH%EDY ], THEARIO
w2 HE L7z,

(3) Mt

AGRER NG R AR B O TR R R % 7213 /0 IR L, 4%
G#T - HERIZ BT, AR OIRMEZ [/NERHEE
PUR BRI BRI BT 2 P P ITHE -, [ IR IS A
R3], [KARLTV], [529 ], [#KAIZ W], [#HoD
vl AW owFnrz e Lz, BIRAEE [
WAL T V] L7203 THRART V] EHE SN
BloEE L Lz

3)  HMIREERIRR

Zlfik COHEEM—T 5 BTk L72dHME R B &
IZBWT, BRREOHEICO WAL, [HE,
[fifel owIFnhrzfE Lz, 72, [BEL] BLO
[EAEIL] LzElazilkse L

4)  ZEVEOFH

ARH|E ORRBERE, THL2ICHEED Y |, [%5r3
b1, THEDL2S L], TB#EZR L] [HEAR
BEl D5 pHTHEL, [BhER L] DS oFERRIIA
ANZEES 2EIEH (FRRAEERELS S &L) &L
T o727

BRRMAS I H CRFEHEA AR S N6, [/NERH I
PUR SRR BRI BT 2 g R P2 B Z (TR EE O
AEZHEL, [AIEHESNTHEIEEFR LA
L7z

8. JEBI DK

A GAER TN R AR B O TR R R F 7213 /- IR Rl L T
EINTBW B L OHNE R EOHEDORLEE, %
Mk TOHEZR—T 5 HI TRl L 725l % B & T
PIZLITHET Lo OB R THUT S il
DWTIE, ABRFENGP AR O TR % 7213 7045 R
MAMERNE 2 Z O ) 2 FFHIE L, ARG
BOTEEINIC X 2 2Rz e s LTRHAL
7o

9. FHtiEH

ARMEDFHREHIZ, 5T - kRO RRIRR) R B
S OHIRERRAR, BN EBRHIESNC BT 235 T -
R O ERIR R R, S. pneumoniae % 72 1% H. influenzae
2 X B BAD R S NTIEBNC BT B 554 T - ki
DRI R B X OHIREERRAR, ARSI % 72 13065
PN BT B 854T - LR OERIRRI R B X ORI
MRIR, REBIZHICBT 2 BIIEDO S, PK LD
PK-PD & L7z0 REPEOFHEH BRI B L 0 &4
SO (BMBERER, BRMRAERELE) BLU%
B, Mg v =F ViREOHER L L7z, 51Tk

ARERR R TIE, 218 Bl A = 2 A% L, [W Z&dnl 1
Bl kR < 217 BIOBERE ICAF 23H G- S iz (Fig. 2) o &
A GIEB 217 Hl0H B, BEREZREL Zh o721
Bl b7z 216 Bl 2 IR PRI R & L7z S BITAH
DERDIzDIF LA LMETE h o218l 2RV
215 Bl AT g & L, B TRHICRILTE 2o
72280, BRVIEMIC XL ) BfkE LT E Sh7z 2 6l%
Brva7z 211 Bl & BRRBRAE SV T e & L7z E72,
BAVERRNTR G 20 & AR HE G S 1 B, AR E X 1
B, MRFEAE 3 61, OF FHEEISE - HRaE I 3 Bl & B < 207
Bl % AR B & L 720

2. BEER

) BHEERET

ARNVERATIE BISE O F &5 0 BEHE R 2R Lz
(Table 1) o 4EH#GICBI L C 4 mg/kgx 2 nl/ H¥ 5 Cid 3
Dl b 6 AR AR D% <, 424% (75/177) TH Y, 6
mg/kgx2 [/ H#ETld 3 AR A 46.7% (14/30) TH b
%o T2 IEYEEIEE X 4 mg/kg X 2 [0/ HI5-#E Tl
HE B 13 57.6% (102/177) Td - 7275, 6 mg/kgx2
I/ H 4 58T 76.7% (23/30) T o 720 AEBIE 7213
HHGEHERBIC B TiE, JER - BB U T 6mg/
kg x 2 [/ A¥5-5 & IR e & L 720 BAEH] £ 7213 HiTG
HERNBCHE LT 545009 H, 4mg/kgx2 0/ HE
BBEDSERIRS NIERNL 422% (19/45), 6 mg/kgx2
|/ B GRS EIR S M7 IE B 57.8% (26/45) Th o
7o

2)  JEHEE D

Bt SN2 RR 2R L7z (Table2), BRHEE LT
S. pneumoniae 61 ¥, H. influenzae 62 ¥k, Moraxella ca-
tarrhalis 3 ¥k, Streptococcus pyogenes 6 ¥, Staphylococcus
aureus 1 BROSKRIL S N, S. pneumoniae, H. influenzae @ 2
WHEA IR D 925% (123/133) & N 7ze £ 72, S. pneu-
moniae 3 & O H. influenzae 1% Clinical and Laboratory
Standards Institute (CLSI) Z7HiZ &k o TED LN 7z
MIC 3 & U PCR I THAT L 72 VERRF 12 2D 723
fRFRE 7 ToHH L7z (Tables3, 4)o S. pneumoniae I3,
benzyl penicillin (PCG) 1Z%F L T 23.0% (14/61) #<R
(k). 27.9% (17/61) 251 (HREEEEE) Th o720 H.
influenzae \%, ampicillin (ABPC) 24 L T 194% (12/
62) AR (W), 21.0% (13/62) 251 (&SR <
Hotze Tz, BIETHUTOWTHN L72KEE, S. preu-
moniae ® 295% (18/61) 7% gPRSP, 62.3% (38/61) #*
gPISP T» V), H. influenzae » 1.6% (1/62) %% gBLPACR-
I, 532% (33/62) % gBLNAR, 81% (5/62) 7% gLow-
BLNAR (I & L7z,
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Total cases registered: 218

4 mg/kg bid 6 mg/kg bid

185 33

Total cases administered: 217

4 mg/kg bid 6 mg/kg bid

184 33

Cases evaluated for administration: 216

4 mg/kg bid 6 mg/kg bid

184 32

Cases evaluated for safety: 215

Total excluded: 1

4 mg/kg bid: 1, 6 mg/kg bid: 0

Total excluded: 1

4 mg/kg bid: 0, 6 mg/kg bid: 1

Total excluded: 1

4 mg/kg bid: 0, 6 mg/kg bid: 1

Cases evaluated for safety

by laboratory tests: 211

4 mg/kg bid 6 mg/kg bid

184 31

4 mg/kg bid 6 mg/kg bid

181 30

Total excluded: 4

4 mg/kg bid: 3, 6 mg/kg bid: 1

Cases evaluated for clinical efficacy: 207

4 mg/kg bid 6 mg/kg bid

177 30

Total excluded: 8

4 mg/kg bid: 7, 6 mg/kg bid: 1

Fig. 2.  Analyzed population.

3)  JERE oA

J5 K B 1269 5 TBPM-PI @ i : A4k T & 5 TBPM
» MIC O #iPHIZ=<0.001~1 pg/mL, MICx i 0.5 ug/
mLTHY, BExziilEL7z3EHAP, meropenem
(MEPM) LS THY, HDEHVEZEEZRL (Ta-
ble5)o

3. AP OFEAG

1) ERRENHR

(1) $e58T - kR o R

P GHET - PR OBR R 2R L7z (Table6), 4
mg/kgx2 |/ HESHOAR TP H LB LA
MR REERTERZN980% (150/153), 792% (19/

24) THY, BHOWAREZRLZ, 6mg/kgx2 H/HE
GRZ BT R AN £ 72 13 AiiE R ERI B TH 5
CEDRIRGME o TV A, A E % X AN
BEIRERTENEN 8% (23/24), 4/6 TH Y, 4
mg/kgx 2 [Bl/HG5-H & ZIZFABEORRER L 72,

(2) ENWRBENI B 23547 - IR EIRR)
S

SR WA B BT 585847 - HIEFE O 4 mg/
kgx 2 nl/ H¥G5-HOARFI, AP EE 2% R
PegkcENZENITS% (77/79), 833% (15/18) THo
72 (Table 7)o F 72[MAkIC 6 mg/kg <2 |/ H%x 58T
ZFNREN100% (12/12), 2/3 Tdh -7z JFIKNH MBI
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Table 1. Patient profiles
Patients (%)
Item 4 mg/kg bid 6 mg/kg bid Total
(n = 177) (n = 30) (n = 207)
Male 88 (49.7) 16 (53.3) 104 (50.2)
Gender
Female 89 (50.3) 14 (46.7) 103 (49.8)
=05 <3 39 (22.0) 14 (46.7) 53 (25.6)
Age (yr) =3 <6 75 (42.4) 10 (33.3) 85 (41.1)
=26 <16 63 (35.6) 6 (20.0) 69 (33.3)
=7 <10 5 (2.8) 6 (20.0) 11 (5.3)
=10 <20 109 (61.6) 18 (60.0) 127 (61.4)
=2 <30 39 (22.0) 4 (13.3) 43 (20.8)
Bod ight (k;
ody weight (kg) =30 <50 24 (13.6) 2(6.7) 26 (12.6)
Mean 20 15.8 19.39
S.D. 8.75 7.67 8.71
Category Outpatient 177 (100.0) 30 (100.0) 207 (100.0)
X X Acute otitis media 153 (86.4) 24 (80.0) 177 (85.5)
Diagnosis L L
Acute rhinosinusitis 24 (13.6) 6 (20.0) 30 (14.5)
. X X Moderate 75 (42.4) 7 (23.3) 82 (39.6)
Severity of infection
Severe 102 (57.6) 23 (76.7) 125 (60.4)
Underlying disease No 56 (31.6) 7 (23.3) 63 (30.4)
and/or complication Yes 121 (68.4) 23 (76.7) 144 (69.6)
Hist £ all No 117 (66.1) (66 7) 137 (66 2)
i T
story ot allergy Yes 60 (33.9) (33.3) (33.8)
No 173 (97.7) 15 (50.0) 188 (90.8)
Recurrent case
Yes 4(2.3) 15 (50.0) 19 (9.2)
Showing no response to No 161 (91.0) 11 (36.7) 172 (83.1)
previous treatment Yes 16 (9.0) 19 (63.3) 35 (16.9)
Recurrent or showing no No 158 (89.3) 4 (13.3) 162 (78.3)
response to previous treatment Yes 19 (10.2) 26 (86.7) 45 (21.7)
Table 2. Causative organisms before administration
(strains)
Item 4 mg/kg bid 6 mg/kg bid Total
Acute otitis media S. pneumoniae 42 6 48
H. influenzae 41 6 47
M. catarrhalis 1 2
S. pyogenes 3 1
S. aureus 0 1
Acute rhinosinusitis S. pneumoniae 10 3 13
H. influenzae 13 2 15
M. catarrhalis 0
S. pyogenes 2 0 2
& DEFRRFFEDOENIIA SN D572, 3RO LN o7z,
(3) S. pneumoniae % 721% H. influenzae \Z & % J&Ge A (4) AR X 72 3 RTEHREAPNC BT 25T -
BINTHEBNZ BT B3 G#T - P IERE O FRRA) R LR D ERIRR) R

S. pneumoniae &3 HERE S W 7FEBIZ B30T B 5-#%
T - RO ARIFEIE, 95.1% (58/61) TdH - 7z (Table
8)o PCG LR (S), LR (I+R) TIXZ 24 100.0%,
90.6% THV, ZIIFBDO LM% o720 72 H. influenzae
JERDMER S NISEBNC BT 35T - HIEREOHR)
i, 919% (57/62) TH Y, ABPC MW (S), itk
W (I+R) TIXZN 2N 919%, 91.7% T, HEIFITEN

PASBI & 72 ISR R B2 3 5 2 B 3o
21.7% (45/207) TH o720 TDH %, 57.8% (26/45) H*
6 mg/kgx2 [/ HH 5% BN 720 AFEHHITIE, 6 %L
b, 3 BLE 6 Mk, 3 MR TENEN 7.2% (5/69),
224% (19/85), 396% (21/53) T, 3iAKiiIZh o 720
BUAEB 72 SRR BI %S5 AR B K OFE Y
PN BT 45T - LR O IRIR A AR 13 4 mg/kg x 2
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Table 3. 8. pneumoniae resistance distribution

(strains)

Resistance 4 mg/kg bid (%) 6 mg/kg bid (%) Total (%)

(N = 52) (N =9) (N = 61)

S 27 (51.9) 3(33.3) 30 (49.2)

CLSI (PCG) I 13 (25.0) 4 (44.4) 17 (27.9)

R 12 (23.1) 2 (22.2) 14 (23.0)
gPSSP 5 (9.6) 0 (0.0) 5(8.2)

gPISP (2x) 23 (44.2) 4 (44.4) 27 (44.3)

Genotype of gPISP (1a+2x) 7 (13.5) 1(11.1) 8 (13.1)

penicillin-binding

proteins gPISP (2x +2b) 2(3.8) 0 (0.0) 2 (3.3)
gPISP (2b) 1(1.9) 0 (0.0) 1(1.6)

gPRSP (la+ 2x +2b) 14 (26.9) 4 (44.4) 18 (29.5)

S: Susceptible PCG MIC: = 0.06 ug/mL, I: Intermediate PCG MIC: 0.12—1 ug/mL, R: Resistant PCG

MIC: = 2 ug/mL

Table 4. H. influenzae resistance type distribution

(strains)
Resistance 4 mg/kg bid (%) 6 mg/kg bid (%) Total (%)
(N = 54) (N =8) (N = 62)
S (63.0) 3 (37.5) (59.7)
CLSI (ABPC) 1 11 (20.4) 2 (25.0) 13 (21.0)
R 9 (16.7) 3 (37.5) 2 (19.4)
gBLNAS 22 (40.7) 1(12.5) 23 (37.1)
Genotype of gLow-BLNAR 4(74) 1(125) 5(8.1)
penicillin-binding
proteins gBLNAR 27 (50.0) 6 (75.0) 33 (53.2)
gBLPACR-I 1(L9) 0 (0.0) 1(L6)

S: Susceptible MIC: = 1 yg/mL, I: Intermediate MIC: 2 ug/mL, R: Resistant MIC: = 4 yug/mL

Inl/ H ¥ 58, 6 mg/kg x 2 [nl/ HHE5-HETZ N2 94.7%
(18/19), 885% (23/26) THH, MEOHMEIIKE %
#x %o 72 (Table9)o

2)  EABIEEHE

BRIV G DD B, 180 B D\ THRALBIZ N E
%4T- 7z (Table 10), AP H %3 X OB RE BER
DFFEHIL, T2 78% (12/153), 74% (2/27) T
Hole T/, 4dmg/kgx2/HF5#H B X F6mg/
kgx 2 [/ HP5HETIZ 71% (11/156), 125% (3/24) T
Hotze B, 6mg/kex2m/HIES5SHETHELLS
B, EFDERITH - 72,

3)  HRAME

RPN R RAC DN T, G OMRETEZ R L7z
(Table 11) . Wi$5-# TS ML 93.1% (201/216) T
B o T2 AERITIE 6 DL L, 3L L 6 ki TidEh
ZN 958%, 94.2%, 3MAKMIZBVTH 879% THY,
WINOERIZBVWTOEVWHRAETH -2 24K
FHIDOWIRD72DIITE A LMIETET OV &
HEI N 1B 3 ERMOES TH V), 6 mg/kgx2
\l/H%RGHETH - 72

4)  MIWFIR) R

(1) Fe5HRT - kR o P 1 R

JERE & & OFHHT - HIEREOMEF IR Z R L
7z (Table 12). [Batkib] B X O [HWAEAL] LzEI& %2
KFRE L7205 [HAALI L2 b DI e o oo P 54T -
Ak B O A B R 51X 4 me/kgx 2 [/ H ¥ 5.8, 6
mg/kgx2 [l/H¥EZ 5 CTZ 21 991% (113/114),
100% (19/19) THh o7z, % B, HEL LD >7-DIF4
mg/kg x 2 [0l/H 4% 5- % O H. influenzae M 1 ¥k D & T,
ABPC IZxf L TR (i) <THv, TEME® -5 2 %
~—EEpEEL, PO s BIAFERIIELT IV RE
#% 43 % gBLPACRI TH - 720

(2) 5 3 HEOMEENRIH

JEHE & & 0¥ 3 HiEOMEEM R R % 7R L7z (Ta-
ble 13). 4 mg/kg x 2 l/ H¥x G- 0¥ 3 HEOMR
%0 F 12 93.0% (106/114) T - 7225, 6mg/kgx2
W/ HHEGHEIZB W T, $5- 3 HEORRUTRWR2SH
JL7z (1000% (19/19)).

(3) S. pneumoniae 3 & U H. influenzae O $& 5:-#% 7 -
PR R ORI 22 1 &) S

S. pneumoniae 3 & U H. influenzae \2 % 3 % $ 5 #
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Table 5. Causative organism drug susceptibility distribution before administration
(strains)
MIC (ug/mL)
Item
= 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
frequency 2 25 14 8 8 8 28 13 10 | 15 2 0 0 0 0 0 0 0
TBem cumulative (%) 1.5 | 203 | 30.8 | 36.8 | 429 | 48.9 | 69.9 | 79.7 | 87.2| 98.5(100 |100 |100 {100 [100 |100 |100 100
frequency 0 0 0 0 0 0 0 3 0 7 113 | 34 |20 8 5 4 0 |39
AzM cumulative (%) 0 0 0 0 0 0 0 23| 23| 75| 17.3| 429| 57.9| 63.9| 67.7| 70.7|70.7 |100
frequency 0 0 0 6 24 12 2 7 |10 |32 |20 |10 8 2 0 0 0 0
Frem cumulative (%) 0 0 0 45| 226 | 31.6 | 331 | 383 |459| 69.9| 8 | 92.5| 98.5(100 (100 |100 100 |100
frequency 0 0 0 2 4 2 4 8 |35 |18 8 |12 | 10 | 22 7 1 0 0
crbN cumulative (%) 0 0 0 15 4.5 6 9 15 414 | 549| 60.9| 69.9| 77.4| 94 | 99.2|/100 |100 |100
frequency 0 0 2 21 11 6 12 37 14 20 9 1 0 0 0 0 0 0
CeoTR cumulative (%) 0 0 15| 173 | 25,6 | 30.1 | 39.1 | 669 | 77.4| 92.5| 99.2|100 |100 [100 [100 |100 |100 |100
frequency 0 0 1 7 24 5 5 13 |21 |28 |27 1 1 0 0 0 0 0
o cumulative (%) 0 0 08| 6 24.1 | 27.8 | 31.6 | 41.4 | 57.1| 78.2| 98.5| 992|100 |100 100 [100 [100 [100
frequency 0 0 0 0 0 0 8 2 3 2 2 7 |16 | 38 |17 0 0 | 38
cAm cumulative (%) 0 0 0 0 0 0 6 75| 98 | 11.3| 12.8| 18 | 30.1| 58.6| 71.4| 71.4| 71.4|100
frequency 0 0 0 0 11 8 18 9 |19 |10 |12 | 24 9 8 4 1 0 0
ree cumulative (%) 0 0 0 0 83 | 143 | 27.8 | 34.6 | 489 | 56.4| 65.4| 83.5| 90.2| 96.2| 99.2|/100 (100 (100
frequency 0 0 0 0 2 9 25 8§ |15 |18 | 13 | 29 8 5 1 0 0 0
ABPC cumulative (%) 0 0 0 0 15 83| 27.1 | 33.1 | 44.4| 57.9| 67.7| 89.5| 95.5| 99.2|100 |100 {100 {100
frequency 0 0 0 0 11 21 9 7 13 14 | 23 10 9 3 12 1 0 0
AMPC
cumulative (%) 0 0 0 0 83| 241 | 308 | 36.1 | 459 | 56.4| 73.7| 81.2| 88 | 90.2| 99.2/100 [100 (100
frequency 0 0 5 12 24 10 25 15 |25 | 17 0 0 0 0 0 0 0 0
MERM cumulative (%) 0 0 38| 12.8 | 30.8 | 383 | 57.1 | 684 | 87.2 /100 |100 [100 |100 [100 (100 |100 |100 {100
frequency 1 10 22 10 9 5 16 3 |16 |14 | 18 4 4 0 1 0 0 0
A cumulative (%) 0.8 83 | 24.8 | 323 | 39.1 | 429 | 549 | 57.1 | 69.2| 79.7| 932| 96.2| 99.2| 99.2|100 (100 {100 (100

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

T - IR OMBE ARIER T, Th i 100% (61/61),
984% (61/62) THY, CLSIHHITBITS S (&),
I (PEEELNE), R (k) OB CHRFIGEVIZED 5
Nido7: (Table14),

(4) PUAEB £ 72 3 HER BRI BIC B 8547 - h
NGO I ESINPYE S

S & 72 XA FR RN B 5% 3 BRI T, itk
W (I+R) OB FE L, TOEIGR S, pneumoniae,
H. influenzae TZNZN 750% (9/12), 60.0% (9/15) &
PR LD Tz (Table 15) 0 BAEBI F 72 1 i G5
WPNZFEM T BREBNC BT 28554 T - kR ORI R
MRARIE 4 mg/kgx 2 [/ H¥Z 58, 6 mg/kgx2 [/ H¥#
HEznhEN, 100%(12/12), 100% (15/15) TH - 72

5) HWEyE

NR$ETE 30 53 ~3 IR O IS 1~3 Rf RUER I % S0t L 7
110 %1 (4 mg/kg x 2 [al/ H ¥ 57 90 61, 6 mg/kgx 2 [al/
H#5-8 20 1) (22Tl TBPM O M BE/ YT
A= w2 LR, 4 mg/kg <2 1/ H¥% 58, 6 mg/
kgx2 [/ H#FEGHICB W T Conld FNEN 327146

CEIME = B ), 4.38+0.80 ug/ml, AUCrumldZF N
£ 11.09=1.81, 1633223 ug - hr/ml TH Y, =D
BN 723 EEINS 2 — 7 ORI RIHER I N
(Table 16) 6 Tuw# & T t1/2 IZHRIC X 2V ITED 5
T, ERIC X 2EYBROK X BEVIIASN Do
720 F72, 42614 mg/kgx2 Ial/H¥S5-HE 37 61, 6mg/
kgx2 /H¥G5H5 ) X051 HE%EOHRK% R
L, e+ TBPM REOHIE Z 1TV, 14 L O HFH
TBPM & 0 AR 2 BHR~OBITHE%
BHLUEE 4meg/kex2l/HExS5 8B X V6 mg/
kgx2m/H¥E5#HZNZE103~861% B & U405~
836% TH 70

JE IR A S v D TBPM @ MIC fll A8 & v 7z
56 %1 66 Ri2HBWT, PK-PD/XT A — 7 ZHH L7k
#, AUCE/MIC % 4~4,010, Coof/MIC 7% 04~2,580, T >
MIC #30~100% OFFATH D, WTNLHEGHKT -
IR O ERIETH D 1T, 1 61% B CTERIRAIHR T
AP ETH 72
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Table 6. Clinical efficacy at end of treatment
Patient (%) Efficacy
Item
Excellent Good Fair Poor Total (%)
=05 <3 13 22 0 0 35 100.0
=3 <6 31 35 1 1 68 97.1
4 kg bid
mg/kg bi =6 <16 18 31 1 0 50 98.0
subtotal 62 (40.5) 88 (57.5)  2(1.3) (0.7) 153 98.0
Acute
- ) =05 <3 2 8 1 0 11 90.9
otitis media
6 me/ke bid =3 <6 3 6 0 0 9 9/9
&/ke =6 <16 2 2 0 0 4 4/4
subtotal 7 (29.2) 16 (66.7)  1(4.2) (0.0) 24 95.8
Total 69 (39.0) 104 (588)  3(L7) 1(0.6) 177 97.7
=05 <3 0 4 0 0 4 4/4
=3 <6 1 5 0 1 7 6/7
4 kg bid
mg/kg bi =6 <16 0 9 4 0 13 69.2
subtotal 1(4.2) 18 (75.0) 4 (16.7) (4.2) 24 79.2
Acut:
cute =05 <3 0 3 0 0 3 3/3
rhinosinusitis
6 /ke bid =3 <6 0 1 0 0 1 1/1
m, 11
s/ke =6 <16 0 0 2 0 2 0/2
subtotal 0 (0.0) 4(667)  2(333)  0(0.0) 6 4/6
Total 1(3.3) 22 (73.3) 6 (20.0) 1(3.3) 30 76.7
4 mg/kg bid subtotal 63 (35.6) 106 (59.9) 6 (3.4) 2 (1.1) 177 95.5
Total 6 mg/kg bid subtotal 7 (23.3) 20 (66.7) 3 (10.0) 0 (0.0) 30 90.0
Total 70 (33.8) 126 (60.9) 9 (4.3) 2 (1.0) 207 94.7

Table 7. Clinical efficacy in causative organisms detected at end of administration (at discontinuation)
Patients Efficacy
Item
Excellent Good Fair Poor Total (%)
4 mg/kg bid 33 44 1 1 79 975
Acute otitis media 6 mg/kg bid 4 8 0 0 12 100.0
Total 37 52 1 1 91 97.8
4 mg/kg bid 1 14 2 1 18 83.3
Acute rhinosinusitis 6 mg/kg bid 0 2 1 0 3 2/3
Total 1 16 3 1 21 81.0
4 mg/kg bid 34 58 3 2 97 94.8
Total 6 mg/kg bid 4 10 1 0 15 93.3
Total 38 68 4 2 112 94.6

Table 8. Clinical efficacy in confirmed infection by S. pneumoniae or H. influenzae at end of ad-

ministration (at discontinuation)

Patients Efficacy
Item
Excellent Good Fair Poor Total rate (%)
4 mg/kg bid 18 32 2 0 52 96.2
S. pneumoniae 6 mg/kg bid 1 7 1 0 9 8/9
Total 19 39 3 0 61 95.1
4 mg/kg bid 15 35 2 2 54 92.6
H. influenzae 6 mg/kg bid 2 5 1 0 8 7/8
Total 17 40 3 2 62 919

4. BEVEOF

FIEAERIZ B § 2 BB H gL, Lt 4 215

Bl 93 1 136 141
R

R L7, 209 BEIWEMHIZ 47 #1 54
RO LN, BHEIT 4 meg/kg X2 [0/ H¥x5-#, 6 mg/

kgx 2 [/ H¥58, ShTERLER, 21.2% (39/184),

25.8% (8/31),

WIFED SR Ao 72 (Table 17) o
THEERGIL, FRIRBA IR AT 4 211 Bl 16
ROLN, Z0) LEWERIZ 136 13 TH -
7z (Table 18) . ZHIBE OB VEWEMIZTH - ®kfETH

B 16 71

219% (47/215) TH Y, KGRI X B
AR AR T L
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Table 9. Clinical efficacy in recurrent or no response to treatment at end of administration (at discon-

tinuation)
Patients Efficacy
Item
Excellent Good Fair Poor Total (%)
4 mg/kg bid 6 8 0 0 14 100.0
Acute otitis media 6 mg/kg bid 6 13 1 0 20 95.0
Total 12 21 1 0 34 97.1
4 mg/kg bid 3 0 5 4/5
Acute rhinosinusitis 6 mg/kg bid 0 4 2 6 4/6
Total 7 2 1 11 72.7
4 mg/kg bid 7 11 0 1 19 947
Total 6 mg/kg bid 6 17 3 0 26 88.5
Total 13 28 3 1 45 91.1

Table 10. Judgment of recurrence on final observation day

Patients
Recurrence
Item Recurrence
Total (%)
No Yes
4 mg/kg bid 125 9 134 6.7
Acute otitis media 6 mg/kg bid 16 3 19 15.8
Total 141 12 153 7.8
4 mg/kg bid 20 2 22 9.1
Acute rhinosinusitis 6 mg/kg bid 5 0 5 0/5
Total 25 2 27 74
4 mg/kg bid 145 11 156 7.1
Total 6 mg/kg bid 21 3 24 125
Total 166 14 180 7.8
Table 11. Compliance
Patient “Easy to take”
ien
atients %)
Item 4 ol
Vi Easy t Hard t U
ery easy asy o Common ardto nable Total Total
to take take take to take
4 kg bid 12 25 3 2 0 42 88.1
=05 <3 mg/kg bi 87.9
6 mg/kg bid 10 4 1 0 1 16 875
4 bid 45 26 4 1 0 76 93.4
=3 <6 mg/keg bi 942
6 mg/kg bid 6 4 0 0 0 10 100.0
4 kg bid 34 29 3 0 0 66 95.5
=6 <16 mg/keg bi 95.8
6 mg/kg bid 2 4 0 0 0 6 100.0
4 bid 91 80 10 3 0 184 929
Total me/kg bi 93.1
6 mg/kg bid 18 12 1 0 1 32 93.8

“Easy to take” = (Very easy to take + Easy to take) number of total X 100

D, KA 84% (18/215), RiKME 7.0% (15/215), K
A 3.3% (7/215) TH o 720 EOMOREIVER B X UK
MAEERE 1 20% KiGOREHETH - 72, $72, BIWEH
D) LKA 11 (6 mg/kgx2 |/ H¥GHE) AEEL
g a iz, BRRAEMERE CIIRIER CITERE & HE
SNZHBIZRL, WIFRHIBRETH - 72,
BRLAERLITAF 6 FEHL, WThoEMICE
W KRR I & oz 209 HLEIWERHIZIZBD
2624 (4mg/kgx21ml/H % 5 B 11, 6 mg/kgx2

W/ A58 1) Th Y, WEEB L OCARTEEZ S
BE L 7-ER (6 mg/kg < 2 Wl/H¥e 5.8 1 #F), WErdB L O°
MR 2 A B L 725 B) (6 mg/kgx 2 [al/H £ 5-# 1
) EAHK & OREERIEE S Nz

RABRZBNT, HEFB L OEELHEHR ORI
BN 72 Do 726

TRV RS 215 Bl 5 B, $5-FianT 215 B, #%
HAT - kg 209 B, BeABISERE 122 B CIE T v
ST VBEOWEEREM L 2. 5T - koI
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Table 12. Eradication by pathogen at end of treatment
) ) Strains (%) Eradication
Causative organism
Dose Eradication Persistence Total (%)
) 4 mg/kg bid 52 0 52 100.0
S. pneumoniae .
6 mg/kg bid 9 0 9 9/9
4 mg/kg bid 5 0 5 5/5
G + S.
ram (+) pyogenes 6 mg/kg bid 0 1 1/1
S aureus 4 mg/kg bfd 1 0 1 1/1
6 mg/kg bid 0 0 0 0/0
4 kg bid 53 1 54 98.1
H. influenzae me/kg 1
6 mg/kg bid 8 0 8 8/8
Gram (=) kg bid 2 2
M. catarrhalis 4 mg/kg 1 2 0 2
6 mg/kg bid 0 1 1/1
4 mg/kg bid 113 1 114 99.1
Total 6 mg/kg bid 19 0 19 100.0
Total 132 1 133 99.2
Eradication (%) =number of Eradication/number of total X 100
Table 13. Eradication by pathogen after 3 days
) ) Strains Eradication
Causative organism
Dose Eradication Persistence Total (%)
) 4 mg/kg bid 51 1 52 98.1
S. pneumoniae .
6 mg/kg bid 9 0 9 9/9
4 mg/kg bid 4 1 5 4/5
G + S.
ram (+) pyogenes 6 mg/kg bid 1 0 1 1/1
4 .
S aureus mg/kg bfd 1 0 1 1/1
6 mg/kg bid 0 0 0 0/0
4 kg bid 48 6 54 88.9
1. influcnzac 6 :g;kg b;d 8 0 8 8/8
Gram (—) /e
i 2 2
M. catarrhalis 4 mg/kg bfd 2 0 2
6 mg/kg bid 1 0 1 1/1
4 mg/kg bid 106 8 114 93.0
Total 6 mg/kg bid 19 0 19 100.0
Total 125 8 133 94.0

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

el v = IR EE BT FAGTET D F9 50% FEEE T H
D, BGRMAE & OEIAE (MR 5%) IAKT L7275,
A BRI LA BE G- R AA AT & (2T [RAERE D KHEE X THE
B EPHERINTZ VTRV TH L=
FARTIE) RIAE R EIC L2 L E R LN AEER
RO 5N o720
11 ES

ANRIZBT 2 2P H B X APk SR SR S o T
JERH &% 2 51T 5 S. pneumoniae, H. influenzae, M.
catarrhalis, S. pyogenes, S. aureus D72 HT, FIZH VW H D
\& S. pneumoniae, H. influenzae T V), € DHIE X1
M S 5%, 512, EFERD RS ZMELZ R ON
% DA, S. pneumoniae, H. influenzae \Z351F % P I OB
MTdH %o 1994 4F- 2 & A H SR EASER FE X 12T
W ARAT > TELEEH =AM T 2 2AORR, S

pneumoniae @ PCG iif 7% #& (PISP+PRSP) 13 50.1%,

509%, 59.6% &¥EML, BV —XALF AT
461% EWPICHE U2 DD E LTREEL 2 50
TWwb, 7z H. influenzae ® ABPC iy #% (BLNAR +
BLPAR) & 183%, 29.2%, 50.3%, 58.7% & KIEIZ¥4n
LTEY, SHOBANITHREBRILETHL, 5
\Z, S. pneumoniae 3 & O H. influenzae |22\ TIEHEAL
LTV ARWHRIZBW T O MREO RN T ISR S
EET LV RVOMBHTT, B-F 7 ¥ 2 RITHEDOEREESR
ThoHR=V) UHia&EH (PBP) 07 I/ HREHRIZL Y
BHORESBAEZET SEAEMIMLTwE 2k
AREINTWEY, COEBE WL, Neah B %%
WHA FIA4 VPOEWET IV TY XL TIE, amoxicillin
(AMPC) # HI# T L W EHI121d AMPC & H i,

clavulanic acid/amoxicillin (CVA/AMPC)1 : 14 %,
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Table 14. Eradication by S.pneumoniae and H. influenzae at end of treatment

. . Strains Eradication
Causative organism
Dose Eradication Persistence Total (%)
4 mg/kg bid 27 0 27 100.0
S 6 mg/kg bid 3 0 3 3/3
Total 30 0 30 100.0
4 mg/kg bid 13 0 13 100.0
S.pneumoniae I 6 mg/kg bid 4 0 4 4/4
Total 17 0 17 100.0
4 mg/kg bid 12 0 12 100.0
R 6 mg/kg bid 2 0 2 2/2
Total 14 0 14 100.0
4 mg/kg bid 34 0 34 100.0
S 6 mg/kg bid 3 0 3 3/3
Total 37 0 37 100.0
4 mg/kg bid 11 0 11 100.0
H.influenzae I 6 mg/kg bid 2 0 2 2/2
Total 13 0 13 100.0
4 mg/kg bid 8 1 9 8/9
R 6 mg/kg bid 3 0 3 3/3
Total 11 1 12 91.7

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

Table 15. Bacteriological efficacy in recurrentee or no response to treatment at end of

administration (at discontinuation)

Bacteriological efficacy
Ttem Total Efficacy
Effect Poor
4 mg/kg bid 1 0 1 1/1
S | 6 mg/kg bid 2 0 2 2/2
Total 3 0 3 3/3
4 mg/kg bid 2 0 2 2/2
§. pneumoniae 1 6 mg/kg bid 4 0 4 4/4
Total 6 0 6 6/6
4 mg/kg bid 1 0 1 1/1
R | 6mg/kgbid 2 0 2 2/2
Total 3 0 3 3/3
4 mg/kg bid 4 0 4 4/4
S 6 mg/kg bid 2 0 2 2/2
Total 6 0 6 6/6
4 mg/kg bid 3 0 3 3/3
H. influenzae I 6 mg/kg bid 2 0 2 2/2
Total 5 0 5 5/5
4 mg/kg bid 1 0 1 1/1
R | 6mg/kgbid 3 0 3 3/3
Total 4 0 4 4/4

& 5\ cefditoren pivoxil (CDTR-PI) EB&E & Vo /2
—EHREOHHEZBFHEL D DWEET A0 E L
BLTWh, LaL, HECHEST A EEDE%IZD
WTIZOREDL LB SN, ABRTOEE T 721338
AR EOIRMHIC L 2ERZ BRI % 2 WK
MEZR>TWVD,

RRBRL, BRI = L Sz 4 mg/kg X
2 101/ H ORRRZD R, MR FR)RAT D TRBBIHGET
THELDLIC, BAMHERB X UAMR RIER OGS

x4 e LT, mA®E 6 mg/kgx2 b/ HEG50HRMEE
BEWMEMRETLIEHNTEBLZDDOTH %,

BeG#T - IR OBIRRIE, 4mg/kgx2 b/ H¥x
GHTEAEPRE XL L UATRRIRES, SkTER
Zh, 980% (150/153), 79.2% (19/24), 955% (169/
177)TH ), TNFNIEFICEVEIEREZR L, 2O
FEFRIE, ANEERERBETA NI 4 TSR
TWwb CVA/AMPC Ol & BRI B 5 2tk
H I35 2 A 5% (955% (400/419) " & ) BWRET
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Table 16. Pharmacokinetic parameters

A Dose Subject. Tmax Crnax ti2 AUCo-24nr
e grouj ubjects
ge group (bid) ) (hr) (ug/mL) (hr) (4ghr/mL)
>6<16 4 mg/kg bid 28 0.79£0.34 3.62*1.80 1.14£0.78 12.03 £ 1.54
- 6 mg/kg bid 3 0.85*0.25 4.98 =0.72 1.01 £1.32 18.90 = 3.05
>3<¢ 4 mg/kg bid 37 0.71x0.16 3.22+0.83 0.94 £0.40 10.76 £ 1.74
B 6 mg/kg bid 7 0.67=0.18 4.41=*0.82 1.02 £0.31 16.40£2.19
>05<3 4 mg/kg bid 24 0.73£0.15 2.92*1.75 1.41 £1.00 10.52£1.85
- 6 mg/kg bid 9 0.73%+0.23 4.15*0.77 0.99 £0.23 15.41 £1.37

hol 4 mg/kg bid 89 0.74 £0.23 3.27 = 1.46 1.13*£0.74 11.09 £1.81
‘whole

6 mg/kg bid 19 0.73+0.21 4.38 =0.80 1.00£0.26 16.33+2.23

Mean £ SD

Table 17. Adverse drug reactions (Subjective symptom/Objective finding)

Patients (%)
Item - -
(MeDRA/J  V.10.0) 4 mg/kg bid 6 mg/kg bid Total
(n=184) (n=31) (n=215)
Abdominal pain upper 0 (0.0) 1(3.2) 1(0.5)
Mushy stool 11 (6.0) 4 (12.9) 15 (7.0)
Gastrointestinal disorders Loose bowel 16 (8.7) 2 (6.5) 18 (8.4)
Stools watery 6 (3.3) 1(3.2) 7 (3.3)
Stomatitis 2(1.1) 0 (0.0) 2(0.9)
General disorders and administration site .
- Thirst 1(0.5) 0 (0.0) 1(0.5)
conditions
. Headache 1(0.5) 0 (0.0) 1(0.5)
Nervous system disorders
Somnolence 2 (1.1) 0 (0.0) 2 (0.9)
Renal and urinary disorders Dysuria 1(0.5) 0 (0.0) 1(0.5)
D titi 1 (0.5 0 (0.0 1 (0.5
Skin and subcutaneous tissue disorders ermatitis 05) (0.0) 05)
Rash 3 (L6) 1(32) 4 (1.9)

Incidence of adverse event =Incidence cases/subjects evaluable for safety X 100

Table 18. Adverse drug reactions (Abnormal change in laboratory value)

Item Patients (%)
(MeDRA/]  V.10.0) 4 mg/kg bid (n=181) 6 mg/kg bid (n=30) Total (n=211)
Alanine aminotransferase increased 1 (0.6) 0 (0.0) 1(0.5)
Aspartate aminotransferase increased 0 (0.0) 1(3.3) 1(0.5)
Blood urea increased 2 (1.1) 0 (0.0) 2 (1.0)
Eosinophil percentage increased 3 (1.7) 0 (0.0) 3 (1.5)
White blood cell count 2 (1.1) 1(3.3) 3(1.4)
Platelet count increased 2 (1.1) 0 (0.0) 2 (1.0)
Protein urine present 0 (0.0) 1(8.3) 1(1.3)

HoloF72,6mg/kgx2 b/ HEGHIZBWTD 95.8%
(23/24), 667% (4/6), 90.0% (27/30) TH VY, 4mg/
kg x 2 [/ H ¥ 58 & MO AR Z %2R L7z, 6 mg/kg X
2 [/ H¥E5HICBWTIE, 86.7% (26/30) ASAEBI F 72
EHIERERI B LIER TH D, EFORERICOWTDH
ERESFEBIA 76.7% (23/30) &, 4 mg/kg x2 [nl/H¥5-5
D 576% (102/177) LB L TEHVWEETH 722 &h
5, WEEHE 22X ERERNII T 5 6 mg/kgx 2 al/Hix5
DA REATREE S iz,

MR AR RICOWTE, &5 3 HREIZBWTEKRT

94.0% (125/133) DK EZRL, &G T - HIkKIC
X 4 mg/kgx 2 [0/ HEG-HED H. influenzae 1 HiE Br &,
FTRTHE L2, 6 me/kgXx2 ml/HExGEICBWTIZE
H3HBIZTRTORAIEELEL THBY, TBPM-PL DHI%)
AR ENT,

JARW & LC, S.pneumoniae 7%459% (61/133), H.
influenzae 75 46.6% (62/133) Wi Sh, 2 WD EEKD
925% %7z, £ Btk (I+R) &, S. pneumo-
nige (PCG 2 X 3 %) #7508% (31/61), H. influenzae
(ABPC 233 %) 77403% (25/62) Th-o7z. F7,
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Table 19. Severity score of bulge or otorrhea at
start of administration in recurrence or
ineffective treatment

Severity score of bulge or otorrhea
Dose (bid)
Moderate (4) Severe (8)
4 mg/kg bid 9 (64.3%) 5 (35.7%)
6 mg/kg bid 6 (30.0%) 14 (70.0%)

AR RN X BHTIC BT, S. pneumoniae 12T
91.8% (56/61), H.influenzae \Z2W\Td 62.9% (39/62)
DPEZ R L7z REREBILBNZ BT 35547 - Hik
REOARIFIL, 4mg/kgx2 nl/HES5HOSMEPRHE %,
AMRRIRELTENEN975% (77/79), 833% (15/
18), 6 mg/kgx2 [Hl/HHx G5B TIEZ N2 100% (12/
12), 2/3CTh Y, EEEBME, FEMILBIC X 2 BRR)
RDEITRL, BOUBRIIRER L, 72, AEAE
72 HIR AN B RE 4 T B REBIIC BV TIX, S, preu-
moniae 3 & U H. influenzae \IZ 2> W T 3 512/ WEH A
(750% (9/12), 60.0% (9/15)) THEE (I+R) 25
Shzboo, F5#T - PIEROBRIKRAER, MEFEN
B & DI LB & FARD S WARRIE SN,

51T, PUEBE 72 EAa IR BN T A ER D
Y, SR EROBRELZITATH 2 E O £ 7213
HIEDEE (Ra7 8) IS0 LNIEBIZOVWTIE, 6
mg/kg %2 [Al/ %5 % @R I N7 e A% 9> 72 (Ta-
ble19)e TN 5 DEFICEIT 285 3 HEOHROHE
i, dmg/kgx2ll/HFEGHTL1/H TH o D ITxf
L., 6mg/kgx2nl/H¥5HTI1Z714% (10/14) TH Y,
FBWRIRAVRE N, T2, RAEBI» O RHERER B O
SHERNCBWVTIX, WTFNORER S 6 mg/kgx2 H/H¥x
HAZ X DR RIIARLETH D, $XRTOEFICSE
WTHREE Do 720 BMEHRHFROEFIB VT, IE
B ORREHEERN BT H HREHIE, S RPUR SRRk
rEUENHANEREEOMEA L 225505 0WEEZ
LNAN, ITNOLOFERNL, TFRIEERHI BT 5 HAE
B L, BIOBICIBTEEREDHRHETELZ LEE L
f:/l.lz, 13)0

TBPM-PI %2 @ 5 Ik %12 4 mg/kg x 2 b/ H % 5-
#. 6mg/kgx2Ml/HEKGHTE 21 929% 171/
184), 938% (30/32) TH-o7z. /NBHEBTHTINT
W 5 LW 3R T d B Azithromycin (AZM), cefcapene
pivoxil (CFPN-PI), cefdinir (CFDN) fki#] o B
RERZ BT 2 BRI, FhE2h598% (359/600),
632% (48/76), 822% (60/73) T&» 1), TBPM-PI#MlIk:
HOGIRHAFIZ I NS DFEANIRTE L, ARIZBT
LIRAESRIETHY, #4205 HEL b
TEHWIREI T4 7 2 AHIRKE SN,

IMBIREIZ B W TIE, 4mg/kgx2 M/ HFGHEB L
6mg/kgx2 b/ HEG5HICBWT, HEFAEYEIRES X

ONRA ZHERIC L DS NIz Coa B E T AUCoom 1&, H
HOBNNIE - Z2BRA R S, e iREEHER B X
OEYBHENT X =5 IFERICL 2 REREIALONE
Motze Fiz, MRS 2 BEHNTH 2 HiE
NOBITHRBEFEO 7 = ARIREEAREEE 25
iz

ZAEPEZOWT, BIMERFEBEIE 4 mg/kg x 2 I/ H
Gt 6 mg/kgx 2 [/ HiGRETENZN 21.2%, 258%
T, &GREINCERE L, TEREKTICBVTHER
BOLNLGDPolze TITH, EELHEFLOHEY
Ehorze BMERERICHET 2RMEHOTE 2 S DIET
- AET, HGREGRI ORISR IKAE 84% (18/
215), JRIRME 7.0% (15/215), KARfE 3.3% (7/215) T,
TH - RS L CORWERZREBIERIT 186% Th o7z, %
G2R O TR - AEOREHFEHFIZIZITFELE T, £
ORI CREBRPBEML 720 00, BK L THIC
MEE % 5REIVEHIRREO S otz 72, ANV=F
SRENCB IIZTRER, CRFUNVEEATLIEIIO
PUREE & FFEEETY, G THRB X2 1HE CRES
5T LR L7,

PLEX D, TBPM-PI ® 4mg/kgx2ml/HFEGI2L D
WNRIZBT B S. pneumoniae, H. influenzae 735 KR D%
K& LD L2MFE LS L OSBRSS T %5
WHERIE L ZEEPHIFTE b DEER T $72, &
PP HRICB T S HPTREEROMRE LD L) 7
PARB) R B G M A B 22 E OB REBICH LTS, 6
mg/kgx 2 [bl/H¥&EG- 2179 Z & TH#Y =R W T
EHLEROLNI

o

RERRROERICEEL, TBIMW 7272072 Tt 46
Jti ik DA GRER T MR BB O FATLE[G  (F7 IR (X AR SR
ML) OETEB 2L T T,

WEAH SRR PR BE « ARAHETS, LASH iRl - b
HOEAL, AeimE L S PR B B (SRR )« S,
EHE NGRS TR ke (F ReRr) © 58
oh,  PEHREE NALEUE S B SRt « R 2AT, BREEEA
FERARAE SR 7 ) = v 7 RRIRE, RPEE AL
MTWRERIFER 7 ) =y 7 B{S5RE, AHEH R
Bl BIIUES, REEEANT S FARA - 13 - O LR
70 =y 7o B, PRE AL e T H R
U=y 7 TR, MRSIAT B N7 ) fl AR AL AR
HAe 7 S b (HF SRMRGERE) « ORI =, PRFREE AAELE
RSN S IR, © Z RS- A 7e A H SR} R
Bt @ B, BRFEE AALRISR ORI H SRt « 315
M, PRAED ALY B 2 VU B B SR © PR AR, B
PR NAL ) B St © RIS, PRk AL
PP UT H S ERL PR, 4940 B SRR R B
EEARIE], AN BRI A B 72 IS H BIREF « BRI,
- R RL R RE © IR, R AR S
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General study of tebipenem pivoxil in children with acute otitis media
and acute rhinosinusitis (Phase III)

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

Y Nagoya City University Medical School, 1 Mizuho Kawasumi, Mizuho-ku, Nagoya, Aichi, Japan

? Department of Otolaryngology, The Second Hospital, Fujita Health University

¥ 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

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

We assessed efficacy, safety, and drug compliance for a new oral carbapenem antibiotic, TBPM-P], in pedi-

atric patients with acute otitis media and acute rhinosinusitis. Dosage was 4 mg/kg bid, and, in recurrence

or
1.

ineffective cases, 6 mg/kg bid based on symptom and severity, for 7 days.

Clinical effect: Efficacy in the 4 mg/kg bid group at the end of administration/at discontinuation was
98.0% (150/153) for acute otitis media and 79.2% (19/24) for acute rhinosinusitis, and in the 6 mg/kg bid
group 95.8% (23/24) and 4/6.

. Bacteriological effect: Eradication at the end of administration or at discontinuation was 99.1% (113/114)

in the 4 mg/kg bid group and 100% (19/19) in the 6 mg/kg bid group. Causative microorganisms detected
were 2 strains of Streptococcus pneumoniae and Haemophilus influenzae, considered primary infective strains
in pediatric patients with acute otitis media and acute rhinosinusitis, occupying 92.5% of the whole.
Safety: Adverse drug reactions associated with subjective symptoms and objective findings were noted at
21.9% (47/215) and those associated with abnormal changes in laboratory test values at 6.2% (13/211).
Common adverse drug reactions were diarrhea and loose stools, noted at 18.6% (40/215). No serious ad-
verse events or adverse drug reactions were seen.

Drug compliance: Judgments of “Very easy to take” and “Easy to take” were 93.1% (201,/216) in all sub-
jects.

Results suggest sufficient clinical effects of TBPM-PI 4 mg/kg bid administration, on acute otitis media

and acute rhinosinusitis and high clinical usefulness 6 mg/kg bid administration in intractable patients, in-
cluding recurrence or ineffective cases in previous treatment that would be the target of treatment of acute
otitis media with injectable antibiotics.



