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YIEIC B 2 ZEBEOF — <A F ¥ 2T, Bk E 4%
BLUORERAAEROFEREE LT, FEHWED S. pneu-
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ble5)o ¥ 7z, H&G-FERD A 27 G5B L OHRGHT -
kRO 2 a7 GEtOEZ UL L, B—HERICHE
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Table 1. Clinical scores and tympanic membrane scores of acute otitis media

(1) Clinical score

Otalgia 0: None 1: Slight (bearable) 3: Severe (analgesic required)
Fever?) 0: =37C | 1:37.1-379C 3:38C =
Crying/irritated/appetite® 0: None 1: Slight (appetite moderate) 3: Severe (appetite loss)

9Tf normal patient temperature (NT) is beyond 37.0C, 0; NT, I; < NT + 1.0C, 3; = NT + 1.0C.
bIf patient is younger enough to complain of otalgia, double the score of crying/irritated appetite.

(2) Tympanic membrane score

No ear discharge

Bulging 0: None 2: Slight (part of tympanic membrane) 6: Severe (bulging of total tympanic
membrane

Erythema/yellowish 0: None 1: Slight (part of tympanic membrane) 2: Severe (total tympanic membrane)

Loss of light cone/opacity 0: None 1: Positive

Ear discharge or middle ear effusion by myringotomy

Otorrhea (middle ear discharge)

1: Small amount (attached to the tym-
panic membrane, by myringotomy)

3: Moderate or large amount (over-
flow of ear canal or by myringotomy)

Characteristic of otorrhea 1: Serous

3: Muco-purulent

Erythema/yellowish 0: None

1: Slight (part of tympanic membrane)

2: Severe (total tympanic membrane)

Loss of light cone/opacity 0: None 1: Positive

Table 2. Acute otitis media severity classification

Clinical scores
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ZIRAEEZFEI L7 BIRAZERR, [FEFIHRARLT V]
F7203 [HRART W] LHE S NEFAOEE L L.
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IZBWT, EFAORIR GREOBN, @S BX
USRI AR M E DR L OMET, JRERR B L ORI~
REOHE, MAE YR E B X U Pharmacokinetics-
Pharmacodynamics (PK-PD) 7$5 * — % L &R O ELRD
a2 AT - 720 BRI ARHRBREREFREE O X
RNV EGDEEZIT, W09 2, B % iR E
L7z, Fio, EELAERZOREIL L, BRRBRZ
WHid %) A CHBEL R 2AEHRLHFIIOVTORT -
BEIowTid, ZeEMBZERTTEBL .
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ol 1BIZBRW 24 Bl g e Lz,
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Bz 21 Bl E Uiz IR DWW TR, IR S - 72 25
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Table 3. Clinical scores and nasal findings of acute rhinosinusitis
Clinical scores
Rhinorrhea 0: None 1: Mild (blowing nose 1—5 times a 3: Moderate (blowing nose = 6
day discomfort in pharynx) times a day postnasal drip)
Fever 0: =37C | 1:37.1-379C 3:38C=
Productive cough 0: None 1: Slight (sometimes) 2: Severe (frequently)
Facial pain/forehead pain 0: None 1: Present
Nasal findings scores
Mucoprulent rhinorrhea/postnasal drip 0: None 3: Mild (discharge in middle nasal 6: Moderate to severe (discharge
meatus depositing postnasal drip) in common nasal meatus appar-
ent postnasal drip)
Serous rhinorrhea/postnasal drip 0: None 1: Mild 2: Moderate to severe
Hyppertrophy of nasal mucosa 0: None 1: Mild 2: Severe (obstructed)
Redness of nasal mucosa 0: None 1: Reddish
Table 4. Acute rhinosinusitis severity classification 3/ 4 VC&) -7
Clinical scores 3) I
o |1 ]2]s]a]s5]e6]7]s]09 FeHHT 7T HRIZH T I E & S e L 72 19 B
1 \ild B 5 HEHEEIL, 4 mg/kgx 2 A/ H¥%5-# 10.0% (1/10),
g |2 6 mg/kgx2 [nl/H¥5-5 2/9 "C“&)of:o WHETIE, A
g L3 PEHRIZB VT 143% (2/14), SPEREIBPERICB W
g1 Voderate T, 15 LR B ERHIOBREIL, 3 EOLE 6
g2 AT 91% (1/11), 3 AT 2/8 TH - 72
g j 4. MR R
1) S. pneumoniae, S.pyogenes, H. influenzae, M. ca-
i Severe tarrhalis, S. aureus \Z & % AR S NIERICBIT 5
> LEEEEP RS

Bl Z TR R & L7z,

2 %%dbﬂ

RNV G451 21 PO R TFITOWT, #5550
WL TR LR %R L7z (Table7)s

3. ERIRZIR

1) Be5#T - dk R o EIBEE R )

BeHHT - pIERFO ZRERIKRZ R L, 4mg/kgx2
[8l/ 0¥ 5-%#C 100% (11/11), 6 mg/kg x 2 Inl/H B 5-#
T100% (10/10) TH Y, &fl [ZExh] T2 THR] &
I S 7z (Table 8)o D9 B, JFKEAHERR S 72
i, 2P ERT2H dmg/kgx2hl/HES5HD
A, SRR BESRT 46 (6 mg/kgx 2 nl/HEL5HD
H) Tho7z

2) KIS X B ERRAR
FGRT - kRO —RE I L DR R L

(Table 9). ¥ 5-HROAERZFIZ, 4 mg/kgx 2 al/H¥xS
#90.9% (10/11), 6 mg/kg x 2 [bl/H¥5-# 90.0% (9/10)
Tholze T2, BENOFEMRIL, ABHPHFRIIBY
T, 4mg/kgx2 nl/H¥5-% 90.0% (9/10), 6 mg/kgX
2M/H¥E5H6/6 THY, AMARREIRERIIBNTIE

4mg/kgx2 nl/H¥ 58 1/1, 6 mg/kgx2 nl/H¥ 58

S. pneumoniae S. pyogenes, H. influenzae, M. catarrhalis,
S. aureus |2 X 2 EHAHERR S NN BT 2 & G-#
T KPL}:H\*O)IEI(%!?%?: &, AR T909% (10/11)TH b,
BORER OWIHERIL, 4 mg/kgx 2 [nl/ HEG-HET 4/4,
6 mg/kgx2 m/HHELGHT6/7TTH o7 fEfEL 21
PRiZ H. influenzae T3 Y, Clinical and Laboratory Stan-
dards Institute (CLSI) ®3L#C ampicillin (ABPC) (2
LTtk (R MIC 14 ug/mL) THY, ZO#IET

RUZRAT L7246, (fts] TR X ) PBP3ICT 3
J W% AT 5) gBLNAR 12585 U2, TBPM (23

FTAHMICIZlug/mL THotzo TOREED, B
M7z %5 W23 %5 TBPM @ MIC i, S. pneumoniae T
0.002~0.063 pg/mL, H. influenzae T 0.016~1 pg/mL,
M. catarrhalis ¢ 0016 ug/mL T&H - 72,

2) FHAMBIE - BHRR

PG - b B 0 Ml R A ) B R E B 6 BT B v
T, $GRT - kBRI R HBE 8D 5 N7 ER

B %drolze T72, HHHT 7 HERICHE 5% MBIR AR
DOENTEFIX2HBY, WINOIER D 6 mg/kgx2
m/HEGHTH o7 20 B, 1HIIEPMN 43 (+) T,
RS ) | LHE S5 mMBE L LT S. preu-
moniae & H. influenzae H3Z N2 1 BRI S M7z 5
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Table 5. Criteria for judgment by attending physician

Grade Contents

Excellent Clinical symptoms and laboratory findings of infection tended
to improve (degradation of fever is at 37°C) within 1 day, and
was almost resolved within 3 days after start of treatment.

Good Clinical symptoms and laboratory findings of infection tended
to improve (degradation of fever is at 37°C) within 3 day, and
was almost resolved within 5 days after start of treatment.

Fair Clinical symptoms and laboratory findings of infection im-
proved, but required longer than 5 days

Poor Clinical symptoms and laboratory findings of infection did
not improve or got worse.

Unable to evaluate Not assigned to any of the above categories.

Table 6. Standardized judgment

1) Acute otitis media

S t
. ymptoms Score 0 at comple- [mprovement
Tympanic .
tion of treatment

membrane 8—6 5-3 =2

= =7 Excellent Excellent Good Good

()

E 6—4 Good Good Good Fair

>

g 3-2 Good Fair Fair Fair
E =1 Fair Poor Poor Poor

Judgment when serous trapped fluid is noted at completion of treatment

When the symptom score is 0 and redness of the tympanic membrane has dis-
appeared at completion of treatment but a small amount of serous trapped fluid
is noted (symptom score 0, tympanic membrane score 2) or it is seen through
the tympanic membrane, a judgment of “clinical cure (good)” is made even if
“fair” is judged in accordance with the table for standardized judgments shown
above. No recurrence should be confirmed by physical examination or checking
by phone one week later.

2) Acute rhinosinusitis

Symptoms Score 0 at comple- Improvement
Intranasal tion of treatment 8—6 5-3 )
= =7 Excellent Excellent Good Good
% 6—4 Good Good Good Fair
é 3-2 Good Fair Fair Fair
E =1 Fair Poor Poor Poor

Judgment when serous nasal discharge is noted at completion of treatment

When the symptom score is 0 and redness/swelling of the nasal membrane
have disappeared at completion of treatment but a small amount of serous nasal
discharge is noted (symptom score 0, intranasal score 1), a judgment as “clinical
cure (good)” is made even if “fair” is judged in accordance with the table for
standardized judgments shown above. No recurrence should be confirmed by
physical examination or checking by phone one week later.

BAGIELC & I & L T S. pneumoniae & H. influenzae
AR ST 7293, AW 2 R AR (P g i )
B LU PCR I & % EAZFRIBI3FOKE R A B & 5
%7280, G RMBIN L HE SN/ b ) 1H1&, PMN
A (=) T EEERL] LHESh&5HNBIE L
L T, S. pneumoniae 1 MRS S 720 2 DIEBI b SED%E
BIlRk, WA RS BT DFE R 55
WH & R oTwizizd, KGEMBRE L HE ST,
BT 7 A OMR AR RHE R 5 FliB VT,

PeGHT - IERRICH R L7 IR 055 54 T 7 HRLC
THEE, BOLNTIEGID 1 Bldd o720 ZORERNL, 2tk
SRR RIESIZH LT, 6 mg/kgx 2 [l/ H¥%H & W 7IEH]
T o720 KKE & LTS, pneumoniae M S Th
D, 53 Hik, HGHTRICIE, PMN oM LE &b
W OTHRDHER SN T W72, 58T 7 HBICH—
WHRDSFE OB & 7z, LA L IEIRDFFIZRD e h o
720
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Total cases registered: 26
4 mg/kg/bid 6 mg/kg/bid
13 13

Cases evaluated for administration: 25

4 mg/kg/bid 6 mg/kg/bid
12 13

Cases evaluated for safety: 25

Total excluded: 1

Unadministered: 4 mg/kg bid: 1

Cases evaluated for safety

by laboratory tests: 24

4 mg/kg/bid 6 mg/kg/bid
12 13

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

Total excluded: 1

Inappropriate pre-administration data: 4 mg/kg: 1

Cases evaluated for clinical efficacy:

21

4 mg/kg/bid 6 mg/kg/bid
11 10

Fig. 1.

5. LD FHM

LEVEFRNT R G50 25 B D H, EE R A EHGITRO
SNeholze GBHIEINIETI2HH ), 0
I 1L, PEEORE, KEEET, HEBERIELED
W[5 8EDHY | Tholzo Mo 1 BFHIEEE DKEEE
THY, FHRIEAERFITERIL 2ERE»S 2 a4 VR
PR Eh 2 Ehs, KAMKRIE TRIEZ L] SHE
SNize FH & ORFEBELRE b % BHEAEIR IS 3
LHEFRLIE, 1760254 (4mg/kgx2 [bl/HPG5-H 8
B 11 fF, 6 mg/kgx2 [0/ HEG5-HE 9 B 14 1F) 12380 5
Nize F72, BRRAEMEREZEIHIRD Shh o7,

BH AT CORBEN 5% U o BMEERICE S
HAEHL, KERE, JRIRME, SINEZE, WikTh Y,
ZFRZEN200% (5/25), 160% (4/25), 160% (4/25),
80% (2/25) Tdh -7

RIPERNE, 78191 (4mg/kgx2 [l/H ¥ 5# 4 61 6
fF, 6 mg/kgx2 /058 361 3 1F) 1o 5Nz,
BHBAFTCTORBEDI 5% UL EORIERIZ, JEIRME,
KEETH Y, 22N 120% (3/25), 80% (2/25) T
Holze MAFOPIRIE L FIRRITTH - KDL DS

Total excluded: 4

Violation of pretreatment registration: 6 mg/kg bid: 1

Insufficient treatment dose: 4 mg/kg bid: 1
6 mg/kg bid: 2

Analyzed population.

N 7zh3, TBPM-PL A O A EH R R EIERZRRD bl
o7z,

T/, MuEHEEEAS V= VBRI LT, ST
CIER L CTHRGRT - IERFICIIE T 2520 7228, ik
Wl E OV = F VRIS & B AR IEERE IR 7 & DR
LW E R AIERIZRD SN h o7z,

6. NRAE

WS- EEO BRI FIL, 96.0% (24/25) TH Y, 4mg/
kgx2 [/ H¥5-HT 100% (12/12), 6 mg/kgx2nl/H
P 8ET923% (12/13) Th o7 72, 3ELLE6
AT, 929% (13/14), 3R TIiE, 100% (11/
11) THY, FWMICELEVHBDOONEh o7,

7. EYBEIRES X O PK-PD f##T

ML ASERIUT BE T d - 72 22 B2 & AHIIRFESS 30 555
5 3MMOMIZE 1~3 KA ~ b ORI Z 4TV, LSET
TBPM % M5E U720 4 mg/kgx 2 W/ H¥ 58 L O
6mg/kgx2Hl/HFEGHIZBWVWT, CuldFNLEFhN
305+ 155 CFIfi + fefg, LLTFRM) B L0420+
152 ug/mL, AUCspemid Z H 21 1229+3898 & O
19.06+209 ug-hr/mL THo 7o 72, Tmax FZFNZE
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Table 7. Patient profiles
Patients (%)
Item 4 mg/kg bid 6 mg/kg bid Total
(N =11) (N = 10) (N =21)
Male 7 (63.6) 3 (30.0) 10 (47.6)
Gender
Female 4(36.4) 7 (70.0) 11 (52.4)
=3 <6 6 (54.5) 6 (60.0) 12 (57.1)
Age (yr)
=05 <3 5 (45.5) 4 (40.0) 9 (42.9)
=7 <10 3(27.3) 1 (10.0) 4 (19.0)
=10 <20 8 (72.7) 8 (80.0) 16 (76.2)
Bod ight (k;
ody weight (kg) =120 < 30 0 (0.0) 1(10.0) 1(4.8)
=30 <50 0 (0.0) 0 (0.0) 0 (0.0)
Category Outpatient 11 (100.0) 10 (100.0) 21 (100.0)
. . Acute otitis media 10 (90.9) 6 (60.0) 16 (76.2)
Diagnosis S
Acute rhinosinusitis 1(9.1) 4 (40.0) 5(23.8)
o Moderate 3(27.3) 5 (50.0) 8 (38.1)
Severity of infection
Severe 8 (72.7) 5 (50.0) 13 (61.9)
Single 0 (0.0) 2 (20.0) 2(9.5)
Type of infection Mixed 2 (18.2) 2 (20.0) 4 (19.0)
Unknown 9 (81.8) 6 (60.0) 15 (71.4)
Ni 5 (45.5 4 (40.0 9 (42.9
Medical history © (45.5) (40.0) (429)
Yes 6 (54.5) 6 (60.0) 12 (57.1)
Underlying disease No 5 (45.5) 3 (30.0) 8 (38.1)
And/or complication Yes 6 (54.5) 7 (70.0) 13 (61.9)
Previous antimicrobial No 9 (81.8) 8 (80.0) 17 (81.0)
treatment Yes 2 (18.2) 2 (20.0) 4 (19.0)
Table 8. Clinical effects judged by attending physician at end of administration (at discontinuation)
Patients Efficacy
Diagnosis
Dose Excellent Good Fair Poor Total (%)
4 mg/kg bid 4 6 0 0 10 100.0
Acute otitis media 6 mg/kg bid 2 4 0 0 6 6/6
Total 6 10 0 0 16 100.0
4 mg/kg bid 0 1 0 0 1 1/1
Acute rhinosinusitis 6 mg/kg bid 0 4 0 0 4/4
Total 0 5 0 0 5 5/5
4 mg/kg bid 4 7 0 0 11 100.0
Total 6 mg/kg bid 2 8 0 0 10 100.0
Total 6 15 0 0 21 100.0

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

N 061+043 B L 057=036hr, ti.ldFhZh 120+
101 B XU 1.24%057hr TH 5 720 Cow B & U AUCoom
X, HE ORI E S 72789 X — ¥ OBERH R S iz,
SHIZFEHRBEAHH &, TBPM @ MIC 28l E S 7z
6 %1 (11 k) 128\ T PK-PD &N 217 - 720 MU 22195
BATED SN h o HEBNC BT B PKPD /85 X — %
D HPHI1X, AUCEH/MIC 256, Cuw f/MIC 251, T>MIC
5% TH Y, MEFHRIRIED b NIFEFNCEBIT 2
PK-PD /85 X — # 1%, AUCEH/MIC %% 55~2,370, Cuuf/
MIC 7% 7~990, T>MIC %% 35~100% T& - 72
m £ =

ALAE, SR E SR SR B S 5 O I IR R O i PEAL

X, BROMEIERSG TRES IIBRREY, HiE
FEBHHFRET B 720 ARt & IS HPLR S 512 X % h
BiasHEmL, /AR, bl 2moshRETHL T 54
#%A AN 6RTE TOREIERDIEL, HFROE
WAL A LN, KRERHKMEE ZoTWE, ZOFEE
ML, NESPERERBES A KT 4 > 2006 4Eh
OFEFET IV TY XL TIE, amoxicillin (AMPC) & &
TYE L BV HPEES X OHEED BEI2I1E, AMPC & H
H, clavulanate/amoxicillin 1 : 14 2% & % W i3 cefdi-
toren pivoxil B & &\ o 72— BRI PUH 3K 2 W H =
I LWETINEZHIREL T D, S SIHHRBCHER
T 5 REEHRHRIZOWTIE, #4 K54V TIEZox
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Table 9. Clinical effects judged by standardized method at end of administration (at discontinuation)
Patients Efficacy
Diagnosis %
Dose Excellent Good Fair Poor Total (%)
4 mg/kg bid 5 4 1 0 10 90.0
Acute otitis media 6 mg/kg bid 3 3 0 0 6 6/6
Total 8 7 1 0 16 93.8
4 mg/kg bid 1 0 0 0 1/1
Acute rhinosinusitis 6 mg/kg bid 1 2 1 0 3/4
Total 2 2 1 0 4/5
4 mg/kg bid 6 4 1 0 11 90.9
Total 6 mg/kg bid 4 5 1 0 10 90.0
Total 10 9 2 0 21 90.5

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

Table 10. Relationship between clinical effects judged by attending physician

and by standardized method

Item Excellent Good Fair Poor Total
Excellent 3 7 0 0 10
Judged by Good 3 6 0 0 9
attending Fair 0 2 0 0 2
physician Poor 0 0 0 0 0
Total 6 15 0 0 21

S oA SN, ABETOEHE X 723 ES HRE O S
RIS L 20 BIRE S22 2 2 0IRE o T
%79 E AL, #970% O/NEA 3% TOMIZ—EEIE
BET2L bR EDOTHEOEHVEEATHY,
JAKR W & L T S. pneumoniae, H. influenzae ® 2 W 1 T
50% LA E& b, #ERWIC D BIMER 2R L TWw 5",
RISERDHNE S, HH AR & RIS S. pneumoniae, H.
influenzae ® 2 WHAEL TH 5>, F 72, BlSPERIEH
HRBIEOVRAZ 77078 —D—2LoTHY, TH
REBHIIHh Db o TWBYY, 4, kb L7 s.
pneumoniae, H. influenzae 3 & ) DI /MR 5% SRR
N5D 2 EDPHESNTNDEY, [IigEERE S C X 2 il sk
JHEMIZES (1997 4E~2000 4F) | B X O [ EAGEM R
W72 (2002 4:~2004 4) | 1I2BWTY S. preumoniae,
B L O H. influenzae HV/NRO FXGEEGGEL L OHH K
DEELZFHRETH 5 & & I, MRHEDEELHEA
TWD ZEDPMEREINT VS, T/, LR O MBUHE
OEMEMZFM L LT, ARIZBIT AR HEHE, T
FERTOABFDSHML TS L OHELH B, &
DX ARG RZIY & BEREA, S, FkTH
HTE, MHERIC L 2 BAC DIEFEICEIL, SHITK
TRBIRHIRHR BB 7 & OWEBFI S AR 2 RE PRI
DEGHVNEBROBIS 2 L RO LN TV 5,
TBPM EMRIA VIR AT FVEA L, FFloR=2Y
YBIUR 0T A FigtED S. pneumoniae, 7 ¥ ¥
YIED H. influenzae \2xF L CTHIRWHLR T 2R L, #%
HIETH U 72 5 MAE P SRW IR IEDDER DREIHUR 12

HWLTEL, MuRENEZETL2ZEh 0, ARIZBY
% S. pneumoniae, H. influenzae, M. catarrhalis |\ZHEH$ %
F IR Rl S RE ST 6 B IEHR I BT OREIHUR 3 T
RALEZEZONLBUE, JERBRICHBMTE2LER D
ni7z.

WE, DNREEIC BT B EEMOBIEE, PR ERIR
DT A R4 VI REWEI TR EBY), HAH
WCORKOERNE, LM Z MR L RICHGET %0
AHNZOWTDH, 1999 4E L D EAIC BT BEHES L O
SERE DT SR R BAE, BRI RAYE 2 R L L
7RI IR 5 I AR Z HAG L, S AR, ‘etttz
MERE L 720 IR\NT, RIIIRIRSS IIAHBBR & L C, 2003
AR X0 H BEMERBAE B & O M 2% % x5 1
FHEMERRRABREZFM L, 11 250 mg @ 1 H 2 F$5-25%
LAEMEE L, REMLMEENZ L 2HEL, 20
HEHEPBARERHEHETH L LEZ LN
TBPM-PL T A IS TOHNMESL L L& R S
N7zZ b, AR, Fiix=vy rBltvrno
7 A4 FiiftE S. pneumoniae 235 W & L THRR IR E &
HoTWBHANPERB XA RRIBIER TORKAE
HEHEE S N/720, ICHELL 4 R4 2B LT
PUREBRFMI T A ¥ 54 V2 & ZE LT, /NEHEER
a7z, £2T, /MRIZHITS TBPM-PI DAR)
P, etk B X ORI % — MR BRI TRt § 5
EEHEMIC, —BEIC L D g S E/NEo S
HRBIULMEARIAPERZ ML E LT, RAFEBIZE
VF % ERRHESE D A R ERA L2 1 H 21, 4mg/
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kg & 5\ iE 6 mg/kg TOMET %47 o720 72721, /NEFE
BUTIETHALEAEIR, HRISTFON - WAEICBY LT, EE LR
TERANEBATT W RBIED D 5 720, BTl REE 2 BIFL L,
WLiE DREHEAL, T 5 7 A )V A O RAS & IRERET T 1ML A
AT,

ARAERIZ BT, AOEHISEE DL D E b
NDLHEFIZOWTHEENT 21T o720 L5256 59
RIS N Lo fans, BEIERE R RS (KH)
¥ 5-BAMGH 6 7 A LN 3|l 721312 7 HLANIC 4
EILL EOZMERE S, 73S SR S S o R ERE 23
b LRER) BEDVLVEAITH o720 £z, TNFETIC
Wi 23d H & 9102, B R AW S W 7REFIC B W T,
S. pneumoniae X H. influenzae \Z & % &R D3 41K D 8 4l
DTz,

Sl SPEHRE B LA ER BRI LT, &
BITHMLLOWETH Y, 4mg/kgx2 Hl/HIZGHB
L6 mg/kgx2 H/HIRGH VT HOKRGHEIIBNT
HENTWARZ R L2 72, RABRIZBWTIEE
BEHEDMIZA 27 OYFERITIHED C—HEIC XD
BRRI RO E 2 FEfE L7z 2B, SN HRZORIKE
filii: & L CTix, Hotomi 12 & DS h>®, A CTD
Al S TV BRI R RFER T ¥ 7V AT
LB EIT L7z, 2006 £ ICFER S W7/NREN P H %
BAARTA OB TERATAT Y YT Y RAT LN
ZEIZEINT VD, TREHRKRNR L H—HEIC X 5
IR R DBIFR % /R L7z (Table 10) o ERIRZN R % [H 8] LA
EEZNDINCIXY) 5 228556, 2 0 DRl I TesED
RO L NTHEBIDOEEIL 95% (2/21) Thotz, 2H1&
bEREERA R [FR] LHEIRIZL 00,
M—HEI L BEHRRFRTIE TRRA6%] LHEsns:
REFIToH o720 WHEBIE b, HGHET - HIREFITREIR 2
A7 BIOPR G - BN 2 a7 oUEsREO L0
7278, BG-BARTOERA 3 7 OEFBMEr o722k,
ZORRTTH Y %H6, fiRAITREPo722 &,
—EDOFERA T 7 23 idw L7ohi R, WEEIMRL, Hi—
HEIZ X BRI BICBNT [RAR] &FHME S,
FREBIRR R & OB E L2 ER SN,

W R R I2B W T, TBPMIZ 3 3 % MIC
21 pug/mL T & - 72 B-lactamase negative ampicillin-
resistant H. influenzae(BLNAR) 1 #kAE#e L 7245, flod
JER R ZH e U7zo BLNAR A35#e L 72hefE, S. pneu-
moniae 7% & UNZ H. influenzae 23K & L Tl S
7ZBEHRIRPEROREGERBITH Y, HH5H TROR
IRNARNE THR ] T o720 $5# TRIZIE, S, pneumo-
niae FHELTHBY, FRAIT7TBITRNA I 7 DY
EAFRO LN, ERERRMRIAR ], H—HEICs
WTH [HR] LHESNIZ, 208, H5HT7HRE
DHFFHEICBNTD, HRERBOON a2l &
5, KREBITIL, S. pneumoniae DIFHER & L TOHE 23

KE&DoltEz oMz,

HMEAERICE T 2 6 HHFRIT 2B 05 h. 2D
I LEELAERZII L TH o 7288, REURBRIZEE
SNiz. F72, RIVERIC &Y ERIREAER % ik U 76X
Loz, BMSTERICET 2 A EHLREIEIL, &

G T680% (17/25), RIVEHZEBIRE, B G-HEAFIT
28.0% (7/25) THh -7z HHREHEFETOFRIED5%
Vo BRI T A 4 EHQUE, RERME, IR,
BIREH, WRHTHh Y, EWEANZ, JRIRME, JKARGE &9H
ALEHERICE TS LD TH o720 —T, BERRAMEICHE
THHEERLER, HVoF METIC & 2 RIMEERZ &
DR LB E 7 2 5 EFRIEIRD ENL o T2,

Tz, RAMKICBVTH 16 (529 ) #kE, T3
FHIRART V], T [RALT W] s,
EHIC L BEVDRDOENL o722 &5, TBPM-PI
DVERARL TNV EATRSI NI,

DEoZEhs, dmg/kgx2H/H¥xS5 8B X056
mg/kgx 2 Bl/HES5H T IOHRGHIIBVTD, BV
BB L ORENPHER SNz, Lza-T, /MR
BUF % TBPM-PI OFRRIEIEH LA, HAIZBIT5
BRRERA R, OAREHRFE SN 1 M4mg/kg D1 H
2 [ ASF2Y5 &HIE L 72

@O

B SIAERL RIS BT B /NRRGSE R & LA — %
BRRABRDOFERICKE L, B 72727 T REE R
OBEEMOGETEH L ET (BT RRR
FERLIE, RIS o

M ATECE N 7 B fe R A A AL 57 SO B« Kl
fe =, B RFENSGIRRFESTH IR R - FEEA,
IR RIRBE © ML AT, WL AR« LA,
MSEATBGE N 57 8 fe FE R AL A AT L 57 SR BT - BRI
B, skt © ZIEY, EREATHES
R 2 V= 7 FEIHFR, BV RFEANNITRPARE
FERMEMRE ¢ LT #E], EREATANZOLILZY
v 7 HEIEW, B2 29 =y 7 HEHEE - I}
BfAIRE, EAREARRE  SHEE
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A open clinical trial study of tebipenem pivoxil fine granule for treatment
of pediatric patients with otolaryngological infections
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We conducted a phase II open clinical study in pediatric patients with acute otitis media and acute rhinosi-
nusitis to assess efficacy, safety, and drug compliance with TBPM-PI 4 mg/kg bid and 6 mg/kg bid admini-

stration.
1. Clinical effect: Efficacy at the end of administration or at discontinuation was 100% (11/11) in

the 4

mg/kg bid group and 100% (10/10) in the 6 mg/kg bid group, showing good clinical effect in all sub-

jects.

2. Bacteriological effect: Isolated causal microorganisms were 5 strains of Streptococcus pneumoniae, 4
strains of Haemophilus influenzae, and 2 strains of Moraxella catarrhalis. Eradication at the end of admini-

stration or at discontinuation was 90.9% (10/11) in all subjects. All strains excluding 1 strain of H.
enzae in the 6 mg/kg bid were eradicated.

influ-

3. Safety: The incidence of adverse drug reactions associated with subjective symptoms and objective
findings was 28.0% (7/25) in all subjects, consisting of 33.3% (4/12) in the 4 mg/kg bid and 23.1% (3/13)

in the 6 mg/kg. Common adverse drug reactions were diarrhea and loose stool. No adverse drug
tions were associated with clinical laboratory tests in any treatment group.
4. Drug compliance: Compliance was 96.0% (24/25) in both treatment groups, i.e., 100% (12/12) in

reac-

the 4

mg/kg bid group and 92.3% (12/13) in the 6 mg/kg bid group. Compliance in the age group of =3 years

old and <6 years old was 92.9% (13/14) and 100% (11/11) in the age group of <3 years old.

Sufficient clinical and bacteriological effects were noted in the 4 mg/kg bid group of the dose converted
by that from the adult study, and no specific clinical problem occurred in safety. The recommended clinical

dose for pediatric patients with acute otitis media and acute rhinosinusitis was therefore 4 mg/kg bid.



