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Tebipenem pivoxil (TBPM-PI) ®%&&Mt70 7 7 A VOfEZREZHNE LT, /WNEZ5R & LR
B DGR SR T H B 440 BN DWW TN 2 it L 726
1. HfERERICET 248 EHRIIONT

LAVERRNT B 440 B0 HALERERIC B 3 2 A HEHR I BT 46.6% (205/440), FIVEHFEBLIFRIE
23.0% (101/440) THo7zo HAEHLZOREIIBEB L OPEESIEHLD EEZLEOTEBY, EEOFHS
LISz b DRI N O KBRECTH o720 BELAERRIEIFAIHENRDOLN, wFhdbv v
AR X RN H5 TH ) TBPM-PI & OREBBRIIEE SNz oA ERGUITH - kT
ZOMIZIEN:, SIHFHEAFED bz, FEOREIIEDO LN h o7,
2. T - WEORITEHIZOWT

G VEMAT S 440 B T - BB ORITEFFEHZIL 195% (86/440) Tdh o 720 ERHENI T, 3
AN CRAFENNESVEESRDO SN, FLHEEBIVCEELFMINZ00 5D 5HEN 1o
oo EEOHLEZED, BKKEL CEFRBICEEZRITT L) 2FLEROLNT, 5 Fkizw
2o 72 T - MEORWERIITEED 1 HIOATH 72,
3. BERBAEMEEIZOWT

b AR AR L S AT R B 432 B D B R AN B 3 2 A B H G 5631 6.3% (27/432), BRI S8
1% 53% (23/432) Td > 720 ERAERGIIM /MBI, WP RER, GFERE5EHINTH - 72,
DED#ER LY, EANTHO THRE SN H VSRR LA ZRPIREE TH 5 TBPM-PL %417
07 7 AN, BEOHNVAARILREED B~F7 7 7 LRIIHFE LR L L0 TIE %L, BRLMEE
AHEED LIERZEENZRD ST, NEBRIHERFICBW TR TE 28 TH L L
AN (W

Key words: tebipenem pivoxil, child, adverse event

Tebipenem pivoxil (TBPM-PD) &, EMNAHTHI®H THIZE S
NTRET A N NAH B RPUH T, CIMMEHIZF T V) = v
TEFTVHEEZLODZENRBTHY, HUAKRTDH 2
TBPM & C2 i1 )V A ¥ % pivoxil T A7 Wb§ 5 2
S L) ROBRMEE N L& TurNFy 7 Thb (Fig
Do

TBPM-PLiL, R=3 ) yBLUI=7 BT 4 Fittkd Strep-
tococcus pneumoniae 3 & U Haemophilus influenzae % & o -0
R IEGE R 1o U CHEAF ORI BRI IE 2 ViR w i
WHRRE N 2 A L, BENIRE DI D & i M4 rp ik
ERTHBAE AT Lo ANEIPRERIESSE D 72 B R R
TdH 5 S. pneumoniae B & O H. influenzae 5L L TH Y,
BRI LB - R H 5\ IidEE/L TS 4H,
TBPM-PLIZ/NEDERBISANBZURME T REEHTH 2

LEzZ o, RO TDNI,

FEMRIRFERIZ T, SRR PLEUR & S B TERERIC & 5 598
DOWEFED L O SE AR & AR IC X 2 B &R
A EN72H 2T, PK-PD BEmI&o K H: - HEOHE %
SE R, BATOEKRRBEITDN, HEHERERBRO®
R, BAIIBIT 5 ZOHEIHPEHEIL 250 mgx 2 [/HTH
% L HIWf S 7z (Yamanaka N et al. 45" Interscience Confer-
ence on Antimicrobial Agents and Chemotherapy, Washing-
ton DC, 2005) . Z D, JEFRR BRI THHBWIC BT 274
W7a 7 74N, DEEY & RGN OIEMEEOMERLEAH 2
EN7z) 2T MAOHBEEE b L1 PK-PD #2417/
WIZBU L HEHREE 4mg/kgx2 bl/H EHEEL, /MEDRK
YHEBE MR E LIRS FE N S iz /NRERRER
ELT, AMPEHEB LU EREEGE L S & LR S
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Fig. 1.

Table 1. Diarrhea severity criteria

No. of Events/day 1-5 6—10 11 or more
Loose bowel Mild Mild Moderate
Mushy stool Mild Moderate Moderate
Stools watery Moderate Severe Severe

I MIERER, R E2%B X ORaNaglalrxzdg s LK
PRES T AIRRER, MR PER e % 1h R & L 7- BRAR 45 TT ARRRBR B &
OVBRIR 88 TIL AHEABR, 2 B & % 3412 cefditoren pivoxil
(CDTR-PD) 5 fil % b B & U 72 — B Mt e sk B 3 2 it
SN, TS OBRIYEIT T B/ TORERME, atErtEt
ENToo KA TIE, MEZEXS & L7z TBPM-PI O KRR
BB 2 ERS - BEM % £ & ® TEHli L, TBPM-PI
DEEMRTOT 7 ANVERLNET 5,
L WRBELUVFE

L W%

NRAER & LZERAERO THL 6 3B (SERR
2005 4 5 A ~2008 4£ 1 A, ZMitax © o< 150 fiix) T,
BREBA~OZMENCEE (F3RFHEE, TOmSG) L0
WEICIAMEZRFL, TBPM-P1 % 1 BIPLEARH L 72
BYE (PP E 2%, RlEEse, MHMEIHZE, REXE Mk
BEDH L, BEMMTHNLRE SNE%6 7 AL 16
R D 440 4 F KR L L T. FIERIL 428 KT,
TBPM-PI1 # 1 Al 4 mg/kg ¥ 721X 6mg/kg # 1 H 2 1],
1~9 BRO#HYS- L,

WH e LBRREBIL, ~V Yy EEICES G
MEHBXOFERIEIAH2ZTHN EEASHE28S
[EEEE ORI D E O FLEICE T 544 1(GCP) %
WP LCHERBEI N,

1) Tebipenem pivoxil fif: D /NBRAMETEF %&B X O
T REBRBYE WG L U — MR RER (55 1141
RER) (BN BT AH)

2) Tebipenem pivoxil fllk; o B £ IH R E IS B 1T
B/NVRIRYE & WG & U7 — MR ERIR iR ER (58 11 A1
B (L 53 20)

3) Tebipenem pivoxil fllk: /N VEZ 31T 2 HH & Pk il
REFNG L LR RE (5 1LH) G HikE
)

4) Tebipenem pivoxil flkE D /NEIZ 3BT 5 HwH: It

Tebipenem (active form)

Chemical structure of tebipenem pivoxil and tebipenem.

RERNGE Lio—MiRRER (5 T AHRE) CAH
BUEAH)
5) Tebipenem pivoxil fll¥; D/ BT 5 &AM H
RBLOBMEREI BIERZ MR E L7 —RBRiR R
Br (58 1O AHEER) (B8R 134°)
6) Tebipenem pivoxil fllk; D/NEIZ BT 5 &AM H
RKw xR & L7z cefditoren pivoxil B HEN R &
BRI & 2 BaEnyatER (5 T AHAED) (B3R
S ES/D)
2. REVDOREN
KEOBTGHBIHZCRHA L2500 F L%
W, HEVITERL R ERB X ORRE A ESR
G LTHY o7z RERBMGH B L OBRGH TR
IR AT & & b2, WERBHMGH 2 O it Blgie £ ©
OMIMPOFERRIZOVTREZ L IHR L2, JtH
L7-AERHGE, BMEER S RN R 285
VT THH R & DUE L 720 BRIR AR 1S B AR/
VBB SE B R R SRR T B k) s e P RE B
EDHEEAT o720 AFEDHPEBRITHSIZH Y |
(Zad0Ibshrd Lhzw[Zz LINHEASE] ©5
SHECTHEL. FEHZO) HINEMR [ L] L&
fili S 172 OLSO b DIk, RANTER 3 2 [EIER (i
IR EERE AT &) & L TRV HE- 72,

3. T - HRAE o R

TR - RAE I H A b [N R R TR SR
PRARBRIC BT 2 fl e sk |12 U CRMili &2 47 - 720 Yk
AR [IEH A I A TR AE [ TR AE T JRARAE I KRR AE | o>
5 BRI CREAM L, KRR 35 X OSRIRME 2 T f0, IRk %
WME L CHERELLE LT T, ARHMRMAEIZAEESR
FLF L b olze BN HAEOMEIRITELD 2w
bORAHEREL LT hd o7z FhEEIIHENE
REPEMEESE K E L (Table 1), 72, HEEEE
VI EOTH - #ffiig, FHIE LTLCTERY A VR (10
FYIANVR, JavfVA) EEEZRENED (ELISA
% : Enzyme Linked Immunosorbent Assay i) 12 X 1
FhlEREE (ZE e —2—x ), B =R
TA LY ABRKEAE, WD) CTHEL, BEosmaic
WEARK & OREERE BE L7z, FH - BERO Hh
THEBID D b, RREHDSEEE &3l S 2 ER T, WThE
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2 BR Y A > Clostridium difficille 3% A %, BN
#Ei#E (ELFA: © Enzyme Linked Fluorescent Assay %)
XD EPIERE (Z8F Y-y —Tv) ITTHRIT
L7z

4. HHERZROLEGE

ﬁ%%%%d,EHIWEﬁﬁ;%H$;W(Mw
DRA/J) (Ver.10.0) I Ttz 17> 720 %8B, Med-
DRA/] D}k Tuﬁ%%ﬁ JEIRAE, FRBRAE A X B0 L
THITE R0, EREZINLL TEHEIT- 72,

5. WP % DMl

s PR AT 38 ORI B 2 Bl <, e BdGR, 5
3 H, GHET - kR, REBIER (PG T 7T~14

Hiz) \HREZHER L, BNME&EOLE 2 BE L7
s PO > 52 13 L E AR B (Z 28 L e — o — L)
c--.('fTO 7‘1_0

6. Im4Ed TBPM 2R oMl E

MAE TBPM IBEOWEZ BHRY & L 72 8R I [F & 28
BoNIPORITTEETH - 72 % T, TBPM-PI % IR
30 237 5 SRS, 145 5 MoRIMEFERL 720 I
4eh TBPM BEEIL, S illEml (G- —x
V) 12T LC-MS/MS & TllsE L72Y

7. MR ANV =F VBREONE

MiER ANV =F VREORE X B & L23RIMIC 7
LIRIASTTRECTd - 72 BB T, H5-BMGH, *5RT -
HkRE, RABIERE (B GRT 7~14 BHR) ISR %E %
HiL7zo MiETROAN=F ViR, HErhllEsy (=
FALFEE — Y —TV) ([STHWHEFA 2 Y ZETHEL
725

I i ES

. dbﬂ[ﬂ%

ﬁ%@%ﬁﬁ%4mmw$%“ﬂi BRBIEIZIZE
LTHh D, FHERIT 428290 %, TKEIX 1775+
791kg Td - 72 (Table2), X TIE3mIL L6
A DOEGA3432% LD E L, KWT 3 EkmoHE
EH302% TH o 720 5w TIEEIRIEIRHEHE TS
% 4mg/kgx 2 [/ H¥x5-#2% 359 B, 6 mg/kgx2 [al/H
BN B BT, WTNHIERBETT 25 8 HOHG:
VAE 2V
AN 406105 b, RIMOKFEN 3 B, #
MEAR - B L 57— 7 AR 46, - HE A
WA % FE i L7z 1B % B < 432 B % B R M Al S i
Wit pi e L7zo

2. HEHGFEIRN

GEVERNT N 440 BIC, BMEERICET 2 46EH
RIEHLHIL 466% (205/440), EIVEH 5B =13 23.0%
(101/440) , i R AR AH S5 AT A 52 432 B C B R A 52
HORERRIEIFIL63% (27/432), BIMEMFEBEZ
53% (23/432) Td -7 (Table3),

FIE A EHFLE 36 3120 o, WAL SIRTEZE,

4 VTNV, B CH - 7o BIHIERIZY AV
AN L Db D, 4 VIV YFIEL V7 VT
SHIANRIZE DB D, BPHESIIEB 7 AV AIC K
LIHMEEHR OB L VBRI L2 EZON, T
b ABENREATL T 2 7200 (ZHEE &HIE Suzds, AHlPx
L THRICEDONTHRTH L M0 LEENLE
G L # 2 51 TBPM-PI & ORBEMRIIGES N0
BESHIEORHNE R o FERHZITH I HRO LN
7oo BREE OKEREE, BOZRKME, W) A3 64 74
FEBHY 3B 31, SR H KB X OMHEE %A% 1 6 2 7T
Holzh, WTNOFL LGP IERICEE RS
7eo F72, BEEEEO AR 3IMFIE s a4 VAR
M FREIC L 2D DTH Y, TBPM-PI & DK EH
RIIHE S Nz,

3. BAMEERICHET 2 HEHLB L ORIEH
FHEN5% U ETH - 72 HMEREIRICE T 5 4 EH
G & Z OB, JEIRME 9.3% (41/440), HETZHKAE 8.0%
(35/440), KHEfE 84% (37/440), 5IHTH % 6.6% (29/
440), Wit 6.1% (27/440) TH Y, HHEESELFHG
DTz (Table4), F72, BHFEN5% U LETH -
ToRWEH & 20 FBIs1, RIRME 75% (33/440), TRk
f570% (31/440), KEEfE 5.0% (22/440) TH -7z,
B S5 HMOAERREHEFE, 4mg/kgx2 [/HHES-
BT 435% (156/359), 6 mg/kg x 2 [0/ H ¥ 5-5 T 60.5%
(49/81), EIME A FE B I1Z 4 mg/kgx 2 l/H % 5- 8 T
21.7% (78/359), 6 mg/kgx2 [al/H¥x 55T 284% (23/
81) THho7

AERLOBEIL, BEOHLHHMBER T 294 1
o200 7 & EHDL B2 o Tz, HEOHSITEME
FEIRT 294 b 7RI b, WTER L ABETH -
720 THR AR T 4V R F 23R FRIRESE D
ANVADEGEZ b0, 5121 k5%
THOBBTH ) 2N TN R RBRIEE SN KR
BRAEE ENRh o7z 22DV TIE, FHRIORMEKDS
20V OOEHIREIIRI-NTBY, EEREEHEOE
FEBR R KB & 0 e % Mk L7zo 21 & dIGHT
3 HIRIZ I & R L 72,

4. T - HAEIZDOWT

GEVERRAT OB 440 B1°C, T - BB ORIV RS
13 19.5% (86/440) TH o 720 FMiIX 5 H O BEIVE S BR
1, 3R T 346% (46/133), 3L LT 13.0% (40/
307) TH Y, 3R T IR - KEOREHBBENE
WA AR 7z (Table 5) o T3 - A DR 1
DHEZLIL, 3 AN T 46 FFH 16 11 (34.8%), 3Ll 1T
41 b 6 1 (14.6%) TH Y, 3ERMTL Y EEOE N
%%@ﬁbéﬂA# Mol BEOHLEZED, Bk
KL EEHRBIEELZ RIZT L) 2FREIRL, #&
5¢mhwtotT% REORIEH IR EED 1o
AT, ZOMOIEFNIHG % M L7z BERIE, 3
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Table 2. Patient profiles

Ttem Number of cases (%)
Male 216 (49.1)
Gender
Female 224 (50.9)
>05< 3 133 (30.2)
>3 <6 190 (43.2)
>6 <16 117 (26.6)
Mean 4.28
Age (yr)
ey S.D. 2.90
Minimum 0
Maximum 15
Median 4
< 10 43 (98)
>10 <20 281 (63.9)
_ >20 <30 79 (18.0)
Body weight (kg) > 30 37 (84)
Mean 17.75
S.D. 791
4 kg b.i.d. 359 (81.6
Dosage mg/kg l ( )
6 mg/kg b.i.d. 81 (18.4)
Acute otitis media 315 (71.6)
Acute rhinosinusitis 40 (9.1)
Acute ph ! iti 11 2.5
Diagnosis cute pharyngo afy'ngl is (25)
Acute bronchitis 7 (16)
Bacterial pneumonia 60 (13.6)
Others 7 (16)
Mild 44 (10.0)
. . . Moderate 170  (38.6)
Severity of infection
Severe 225 (51.1)
Unknown 1 (02)
Single 190 (43.2)
Type of infection Mixed 49 (11.1)
Unknown 201 (45.7)
Underlying disease Yes 313 (7L1)
and/or complication No 127  (28.9)
Y 141 (32.0
History of allergy es ( )
No 299 (68.0)
Y 134 (30.5
Previous antimicrobials s (305)
No 306 (69.5)
Y 257 (584
Concomitant drugs es (584)
No 183 (41.6)

LR T 41 P 34 1 (829%), 3R T 46 11 25
ff (54.3%) »% TBPM-Pl ¥ 5- WO mETH - 72
(Table 6)o

THI - BRAEDSERD L NTEBID S B, FREEHSESEE & 5F
fifi & A7 FEBY & 012 35 B THEH @ C. difficille 7% A
ZWE L7228, Btk a R L7l e s o 72,

TR - AR LRI A O F i 5E, 3 kT
105% (14/133), 3l ET65% (20/307) 12f7hhT
W7z (Table 7)o T4 - #kAEOEIVEHIZEBZIZ, 3 iR Al
TIREBHOF BT 5-H ) 8T 500% (7/14), FHitk5-
7% LEET 328% (39/119), 3 bl b CIZEEH 0 PR+
5.3 0 BT 15.0% (3/20), TS5 7% LT 129% (37/
287) T o120 THI - WEORIEHOFRHL L 72 T,

He s O WLTE O A 51 0 IR RG] & AR BURE I LA RR L 72
LZh, 3mULETIX8HY L LE R L CTHBEL, 3
ARG THRLEEME L L ChE LA (Tabled).

/N 21 BTN O W IR 2 0 L 72 P 5B
BRI AEERIL S 721 72 A o 72 72 @ TBPM-PI % 5-5i
BOWBIITE Lhho7z, BB OLEB) 28572
6 Bl %, 2 B I\ TGN AR S D 3 5- 11 T H o0 9k
BB G THONEDER SN, TOH) B 1HITT
W OKBRE) 25380 S 7z2s, FeG5R I mE Lz,

5. BRRMA S EZBIZOWT

WRR A S B AR BT 0 5 432 BT, A HEFZH
L 63% (27/432), RIVERIFEBIZIL53% (23/432) T
Ho72(Table9). MEIITXTREETH Y, EEIFED
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Table 3. Adverse event overview

Adverse event

Incidence (%)
(No. of cases/No. of subjects analysed)

Adverse events Adverse drug reactions
Subjective symptoms/objective findings 46.6 (205/440) 23.0 (101/440)
Abnormal laboratory data changes 6.3 ( 27/432) 5.3 ( 23/432)
Severe adverse events 0.7 ( 3/440) 0( 0/440)
Dropout due to adverse events 1.6 ( 7/440) 0.9 ( 4/440)

DN E LI &2 OFEFLIEHE M/ NG N
1.6% (7/432), I SRFERIIN 1.2% (5/432), IFEREKE 55
HRHI 1.2% (5/432) TdH o7z

MR O FFEZER) (70 75/ul L) 13, wERICR
B ERED 5B, RHRMN2HIED bz, BELH)
T2 Do 7260 & TUI/IMCEAE D3¢ 5-1i il 0 HLik
ZPHBHNIR L7z (Fig. 2) o Ml 9 TEH 548 T RIS 2R
I/ MREASE N § A E AR H sz, HhE %K, HElg
WEge s X O FAGEIRGSIE T b M1 & TIE 2 WASTHERD
257D S 7z FeH5# THRIZ90 J7/ul i T
Ho72 2P TOTEGORED LN T7HNL, wIihd
BRBIEERE ISP G- AE F 72 I IEFAEIC R LT/,

6. IM4ErH TBPM R & RIVER 53 & OB

REMFHT LD S 5, Ifi%EH TBPM iR %2 € L7z
222 B DWT, BRI F 721X BRI 3 5
BERRBBROBED N T4AH ERIERPRED S
o218 PIORITEAFEIHE EYHENT X —F
(AUCohom, Coa) & OB 2 ME L 72 (Fig- 3, Table
10)-

FIVER 2358 & N 7e 9 - 72 148 112 BT 5 TBPM @
AUCo2m 1 612~3345 pg - hr/mL, Cuuid 0.97~1542
wg/mL, THI, KA O EIEH 233 0 5 17z 58 B O
AUCo2m 1& 7.79~2218 g - hr/mL, Cuwld 1.06~11.18
I-ig/mL THY, TH, WEOFEIZL S AUCrm B L
Cons DIEWVIIFED LN LD o720 F 72, HHIFE - (IR, 5
% - KLBE, HFREREICBY 3 5 BRIRMAMESE O RIVEH 3B
DNTH AUCru B LU Con & DO 2B IZFERD 5
Nhhoiz,

7. MIER ANV =F VIREICRITTHE

BRI D ) B 324 BICILEFR HV=F VB
I TRBEEMRE Lz T2 43I H5%T 7~14
HBIZBITFBIME T H IV =F ViEEORBEIZOWT H M
U 7ze MiEHitEEh v =F YV IREOEALEZ R L7 (Ta-
ble 11),

TBPM-PI & 5- % O IfiLik Wi 7 v = 5 ViR, &5
At 35.60+10.23 pmol/L Td - 7278, 5 THEIZIE,
4mg/kg ¥ 5 B T 132 1919+698 umol/L, 6 mg/kg %
HEETIE 1166525 pmol/L AT LT, LaL,
BABIE (%GR T 7~14 H#%) Q¥ 5miE $ <hl
BTLTWD ZEDHRINT,

F7z, HHHT 3 HBRICMEFEED V=T ViREY
Mg L7z 4 BITlx, TBPM-PI ®HRH 7~8 H &I 51
D 20~55% F CTET L7228, #5587 3 HEE I mE
)z /R LT\ 72 (Table 12),

m. £ >3

EIPAL TR TRIFE S N7 A IV NRR A RPUR 3
TdH % TBPM-PI D% &ME7Ta7 74 Vv, MNEZs
& L7 RABRIC BT B il 7 — 4G L TR L 72

LEVERRAT A5 440 1C, HRMEERICHE T 2 4 EH
KRB FIL 466% (205/440), HEIVEH FE B =1L 23.0%
(101/440), B AAR A S5 AT R 52 432 61 o B AR AR A fil
W A ERRIEBERIT 6.3% (27/432), RINEHZEBIsR
1£53% (23/432) TH o720 BHLLAERZNL LI
TH - BAETH Y, ZFOMIZFHBLL 2F5 D BAEOR
B-5 2 % ARHEETED SNEHRTH - 7,

TBPM-PI ¥ 5.5t & 4tk & BRI, BIVEHEHE
13 4mg/kgx2bl/H ¥ 5 # <21.7% (78/359), 6mg/
kg x 2 nl/H¥ 55T 284% (23/81) TH VY, 6 mg/kgXx
2 [nl/ AP 58 CH T RBURE WEA DD bz, —
T, SEWEHRE T X — & L EIVERIFRBIE L OB A T
L7z& 25, WHERBEEMEIEERO SNLd oz BRI
BHRETH S 4mg/kgx2 M/HFEG L LI, BHED
6 mg/kgx 2 [/HIFESEHIZBWT, HBEMHICEL TR
EPEICIIR X ZMEIZ R wEEZ 57z (Tables 2-4) o

ORI ORI X 2 BBBE OB VETEH L LT
TH - EDDH D, ORI T/RE O TR OFEBUHEE
BIWAHTRELERAT AL ONT WS,
TBPM-PI {23\ T & T - BRAE o 4 n [X 45 1) @iV o6
BFIL, 3 AN T 34.6% (46/133), 3 LI ET13.0%
(40/307) TH Y, 3R TTH - FMEORIEHFEHE
DENENASEED 57z (Tables5, 6)o

/NRERRSS TIT AR LB kB 0 i <1, TBPM-PI #%5-
TEOTH - WEORIEHZ B 99% (11/111) TH D,
xTHESECH 5 CDTR-PL & &5 0 109% (11/101)
L FIREEETdH - 72 (Table 13, $ARE 134, HARILEH
LSRR FRIH) o

=75, TH - BAEOH FHLR % WO Gl A8 2 v
T #F ffi L 72 amoxicillin/clavulanate potassium (14 :
D O/NRERR A TOTFH - BT O EIEH BT
355% (38/107) THH®, Zofi& gl T3H TBPM-
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Table 5. Incidence of diarrhea by age group
Diarrhea (ADRs) 3 years old or less Over 3 years old

No. of subjects analysed 133 307
Patients with ADRs (%) 46 (34.6) 40 (13.0)
95% C.I. 26.6% —43.3% 9.5% —17.3%
Diarrhea (ADRs) Grade No. of events No. of cases (%) No. of events No. of cases (%)
Loose bowel Mild 13 13 ( 9.8) 19 18 (5.9)
Mushy stool Mild 17 17 (12.8) 16 16 (5.2)

Moderate 14 14 (10.5) 6 6 (2.0)
Stools watery

Severe 2 2 ( 1.5) 0 0(0 )

Table 6. Recovery comparison from diarrhea by age group

Number of events in each period for recovery

Diarrhea (ADRs) 3 years old or less Over 3 years old
During admin. After admin. Unknown During admin. After admin. Unknown
Loose bowel 7 6 0 17 2 0
Mushy stool 12 5 0 14 2 0
Stools watery 6 9 1* 3 3 0
*Including a case of “recovering’ 12 days after last administration.
Table 7. Diarrhea occurrence and preventive probiotics administration
Administration
Diarrhea (ADRs) 3 years old or less Over 3 years old
present absent present absent
No. of subjects analysed 14 119 20 287
Patients with ADRs (%) 7 (50.0) 39 (32.8) | 3(15.0) 37 (12.9)
No. of events 7 39 38
Loose bowel  Mild 2 11 2 17
Mushy stool ~ Mild 4 13 1 15
Moderate 1 13 0 6
Stools watery
Severe 0 2 0 0
Table 8. Recovery from diarrhea and probiotic treatment
Number of events in recovery
3 years old or less Over 3 years old
Diarrhea (ADRs)
Treatment No treatment Treatment No treatment
During After During After During After During After
No. of events 13 11* 12 10 4 30 4
Loose bowel ~ Mild 0 3 7 3 1 0 16 2
Mushy stool ~ Mild 9 3 3 2 3 1 11 1
Moderate 4 4* 2 4 0 2 3 1
Stools watery
Severe 0 1 0 1 0 0 0 0

*Including a case of “recovering” 12 days after last administration.

PI O T3 - WAEOFHHTIIE L Beh otz T2, MO WIS (BRI EA SFTBE LC, BN
BEIZBWT, Con BLPAUCHEWEAICTHIOR  OBEE FFCHRERRE) 25FWHISH - 28E1C,
HWEPBL BB EIRENT VS FZTTH - THWERBIITHENELS 2T BN TV S,
DIEBOEME ConB X AUC L OMEZMET L7z TBPM-PLICBWT S, Miid TE B2 % { B 2
2%, WREZ B ERD SNk h o 72 (Fig. 3)o LRV ZBRVLOD, 26 THREAMER RO DR
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Table 9. Adverse events — abnormal laboratory data changes

(MeDRA/J V.10.0)
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Fig. 2. Platelet count change before and after TBPM-PI administration.
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Fig. 3. Pharmacokinetic parameters with and without ADRs.
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Table 10. Pharmacokinetic parameters with and without ADRs
Category D(?se No. of Cinax (ug/mL) AUCo-24n (ug * hr/mL)
(bid) cases | Mean + SD.  Min.  Max. | Mean * SD.  Min.  Max
4 mg/kg 157 346 £ 1.65 0.97 10.09 1097 = 1.82 6.12 18.85
All patients 6 mg/kg 65 520 £ 2.84 1.76 1542 | 1607 =335 1091 3345
Total 222 397 £ 221 0.97 15.42 12.47 £ 3.32 6.12 33.45
4 mg/kg 107 3.48 = 1.68 0.97 10.09 11.18 £ 191 6.12 18.85
Patients without ADRs 6 mg/kg 41 5.39 + 3.06 1.76 1542 | 1610 =382 1091 3345
Total 148 4.01 = 231 0.97 15.42 12.55 + 3.39 6.12 33.45
4 mg/kg 50 343 £ 1.58 1.06 7.36 10.53 = 1.54 7.79 14.06
Patients with ADRs 6 mg/kg 24 4.87 = 243 2.24 11.18 16.02 £ 2.44 13.03 22.18
Total 74 3.90 = 2.00 1.06 11.18 12.31 + 3.19 7.79 22.18
4 mg/kg 38 3.55 = 1.68 1.06 7.36 10.46 + 1.63 7.79 14.06
Diarrhea 6 mg/kg 20 474 = 247 2.24 1118 | 1568 =218 1303  22.18
Total 58 3.96 £ 2.05 1.06 11.18 12.26 + 3.09 7.79 22.18
4 mg/kg 4 349 £ 1.17 2.61 5.21 9.88 = 1.48 8.00 11.36
Rash/Erythema 6 mg/kg 1 4.12 — — 15.30 — —
Total 5 3.62 = 1.05 2.61 5.21 10.96 + 2.74 8.00 15.30
" 4 mg/kg 2 247 221 2.73 9.99 9.42 10.55
é Headache/Somnolence 6 mg/kg 1 3.88 _ _ 13.61 _ _
Total 3 294 £ 0.85 2.21 3.88 11.19 £ 2.17 9.42 13.61
4 mg/kg 2 1.88 1.64 2.12 8.08 7.97 8.18
AST/ALT increased 6 mg/kg 1 3.15 — — 17.00 — —
Total 3 2.30 £ 0.77 1.64 3.15 11.05 + 5.15 797 17.00
4 mg/kg 10 322 £ 1.23 1.39 5.73 11.58 + 1.16 9.94 13.79
Others 6 mg/kg 5 5.09 * 235 2.52 870 | 1635 366 1303 2058
Total 15 3.84 £ 1.84 1.39 8.70 13.17 £ 3.18 9.94 20.58
ADRs: adverse drug reactions
Table 11. Concentrations of free carnitine in serum after TBPM-PI administration
(umol/L)
Observed
Dose Summary Before administration End of administration la7st_ ;gni?l};ztiitg;n
Mean * S.D. 36.72 = 9.48 19.19 = 6.98 39.23 * 7.62
4 mg/kg b.i.d. Minimum, Maximum 11.7, 66.7 7.2,45.8 18.1, 55.6
No. of cases 246 243 114
Mean + S.D. 32.03 = 11.67 11.66 + 5.25 30.51 = 8.42
6 mg/kg b.i.d. Minimum, Maximum 10.1, 59.4 4.0, 33.7 9.6, 44.7
No. of cases 78 78 29
Mean + S.D. 35.60 = 10.23
Total Minimum, Maximum 10.1, 66.7
No. of cases 324
Table 12. Changes in free carnitine serum concentration after TBPM-PI administration
(umol/L)
Free carnitine serum concentration (% of initial)
No. (mg};(zsgli.d.) Before End of 3 days after 7 days after
administration administration last administration administration
1 6 26.1 8.8 (33.7) 15.7 ( 60.2) 20.6 (78.9)
2 6 39.9 7.8 (19.5) 16.0 ( 40.1) Not measured
3 4 26.7 14.7 (55.1) 30.5 (114.2) Not measured
4 6 57.4 16.2 (28.2) 29.8 ( 51.9) Not measured
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Table 13. Adverse event in double-blind study (Phase III)

Incidence (%)
Adverse event Treatment group* (No. of cases/No. of subjects analysed)
Adverse events Adverse drug reactions
TBPM-PI 38.7 (43/111 15.3 (17/111
Subjective symptoms/objective findings . (43/111) (17/111)
high-dose CDTR-PI 42.6 (43/101) 13.9 (14/101)
) TBPM-PI 12,6 (14/111) 9.9 (11/111)
Diarrhea .
high-dose CDTR-PI 12.9 (13/101) 10.9 (11/101)
TBPM-PI 2.8 ( 3/109) 1.8 ( 2/109)
Ab 1 laboratory data ch
normat faboratory data changes high-dose CDTR-PI 7.4 ( 7/ 94) 7.4 ( 7/ 94)
i TBPM-PI 0( 0/111) 0( 0/111)
Serious adverse events .
high-dose CDTR-PI 1.0 ( 1/101) 0 ( 0/101)
TBPM-PI 0.9 ( 1/111) 0( 0/111)
Severe adverse events i
high-dose CDTR-PI 0 ( 0/101) 0 ( 0/101)
TBPM-PI 0.9 ( 1/111) 0.9 ( 1/111)
Dropout due to adverse events i
high-dose CDTR-PI 2.0 ( 2/101) 1.0 ( 1/101)

*TBPM-PL: 4 mg/kg, b.id., high-dose CDTR-PI: 42—-< 6.0 mg/kg, t.i.d.
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Safety profile of tebipenem pivoxil, a new oral carbapenem, in pediatric patients
Seiji Hori" and Keisuke Sunakawa®”

Y Department of Pharmacology, Jikei University School of Medicine, 3-25-8 Nishi-Shinbashi, Minato-ku, Tokyo, Japan

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

We assessed the clinical safety of tebipenem pivoxil(TBPM-PI), a new oral carbapenem, in 440 pediatric
patients with respiratory tract infections, acute otitis media, and rhinosinusitis.
1. Adverse events (AEs) related to subjective symptoms and objective findings

We evaluated safety in 440 patients. The incidence of AEs was 46.6% (205/440) and adverses drug reac-
tions (ADRs) 23.0% (101/440). Over 90% of AEs were mild or moderate and all severe AEs were stools wa-
tery. Three serious adverse events reported in 3 subjects were all incidental to viral infection and judged by
the investigator to be unrelated to TBPM-PI. The most common AE was diarrhea (including loose bowel,
mushy stool, and stools watery) and vomiting and nasopharyngitis. No convulsions were reported.
2. Diarrhea associated with TBPM-PI

The incidence of diarrhea related to TBPM-PI was 19.5% (86,/440). A higher incidence was observed in pa-
tients less than 3 years old, and the rate of moderate and severe events was higher in this age group. No
event such as dehydration adversely affected systemic conditions and only one subject discontinued therapy
due to moderate drug-related diarrhea.
3. Abnormal laboratory test values

The incidence of AEs related to laboratory abnormalities evaluated in 432 subjects was 6.3% (27/432) and
the incidence of ADRs 5.3% (23/432). Major AEs were increased platelet count, blood urea, and eosinophil
percentage.

Results suggest that the safety profile of TBPM-PI does not differ from that of other beta-lactams, includ-
ing carbapenems, and no event was clinically significant. TBPM-PI could thus be used safely in treating pe-
diatric infectious diseases.



