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Patient disposition

|Survey collected

|Safety analysis set

|Efficacy analysis set

Cases excluded from 75
clinical efficacy analysis set
Clinical effect was indeterminable 51
No observation at the end of treatment 8
No observation by medical doctor
at the end of treatment 16

Clinical efficacy analysis set

2,769

3,540|
Cases excluded from safety analysis set 209
Non registration (non adverse reaction) 9
Duplicated cases (non adverse reaction) 2
Failure in follow-up (non adverse reaction) 154
Adverse drug reaction presence unknown 36
Non administration 1
Violation of entry manner 1
Use for over 15 years old 6
3,331]
Cases excluded from efficacy analysis set 487
Failure in follow-up (adverse reaction present) 3
Off-label use 5
Outside registration period 115
Use another antibiotics in combination 364
2,844|
Cases excluded from
L . 2,383
bacteriological efficacy analysis set
No bacteriological examination before
the initiation of treatment 1692
No bacterial pathogens identified by
bacteriological 174
Bacteriological efficacy was indeterminate 508
Bacteriological examination before the initiation
of treatment was blank 1
No bacteriological examination at the end of
treatment 7
Another antibiotics efficacy 1

| Bacteriological efficacy analysis set 461
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BN R BUER] 0 33.5% (105/313f) L& %
<, KAIPES-4 HEAIZ82.7% (259/313 ) DHE
BICHBIL Tz (Fig. 2) . EOMEIRIZ BT,
JeRE, KRENIZIZFECEETH -7, T2, &

& AL U 22RO PO ENT 1 H 2~3 (0143 43.8%
(13731365) &k £ <, THIFEBUEGIAATIE
53.4% (167/313%5) THHEMEIII MBI T TH -
(Table 4) .

Table 1. Incidence of adverse drug reactions by patient background factor
Back dr No. of | Composition | Incidence of adverse P val
ackground factor patients | ratio (%) drug reactions (%) vaiue
Safety analysis set 3.331 100.0 332 (9.97)
Male 1,797 53.9 186 (10.35) | p=0.4274
Gender Female 1,533 46.0 146 (9.52)
Unknown 1 0.03 0 (0.00)
Infants (<1) 350 10.5 68 (19.43) | p<0.0001*
Preschooler (=1 - <6) 2.626 78.8 251 (9.56)
1 1,150 345 157 (13.65)
2 492 14.8 41 (8.33)
3 407 12.2 30 (7.37)
Age (years) 4 329 9.9 14 (4.26)
5 248 7.4 9 (3.63)
School children (=6 - <15) 355 10.7 13 (3.66)
Mean + SD 25+22
Minimum - Maximum 2 months - 14 years
<10 795 23.9 121 (15.22) | p<0.0001*
=10- <15 1,471 442 169 (11.49)
=15-<20 695 20.9 32 (4.60)
=20- <30 300 9.0 8 (2.67)
Weight (kg) =30- <40 40 1.2 1 (2.50)
=40 11 0.3 1 (9.09)
Unknown 19 0.6 0 (0.00)
Mean * SD 133 £52
Minimum - Maximum 4.0 - 70.0
. . Outpatient 3,278 98.4 325 (9.91) | p=0.4273
Inpatient/Outpatient Inpatient 53 16 7 (1321)
Pneumonia 523 15.7 59 (11.28) | p=0.0148*
Otitis media 1,856 55.7 204 (10.99)
Sinusitis 769 23.1 54 (7.02)
Tene of infection Others 5 0.2 1 (20.00)
ypeo Pneumonia/Otitis media 25 0.8 5 (20.00)
Pneumonia/Sinusitis 7 0.2 1 (14.29)
Otitis media/Sinusitis 145 44 8 (5.52)
Pneumonia/Otitis media/Sinusitis 1 0.03 0 (0.00)
Mild 577 17.3 50 (8.67) p=0.4476
Infection severity Moderate 2,073 62.2 216 (10.42)
Severe 679 20.4 66 (9.72)
Unknown 2 0.1 0 (0.00)
=3 1,228 36.9 116 (9.45) | p=0.0491*
=Z4—=7 934 28.0 94 (10.06)
Disease duration (days) =8— =14 728 21.9 63 (8.65)
=15 437 13.1 59 (13.50)
Unknown 4 0.1 0 (0.00)
No 992 29.8 88 (8.87) | p=0.1949
Group nursing Yes 2.262 67.9 234 (10.34)
Unknown 77 2.3 10 (12.99)
No 1,420 42.6 125 (8.80) p=0.0503
Underlying disease/complications Yes 1,887 56.6 205 (10.86)
Unknown 24 0.7 2 (8.33)
No 2,793 83.8 274 (9.81) p=0.3120
History of disease Yes 496 14.9 56 (11.29)
Unknown 42 1.3 2 (4.76)
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Table 1. (Continued)
No. of | Composition | Incidence of adverse
Background factor patients | _ratio (%) drug reactions (%) P value
Safety analysis set 3.331 100.0 332 (9.97)
Alleray No 2,199 66.0 232 (10.55) | p=0.1173
= Yes 1,132 34.0 100 (8.83)
Antibiotics used to just before No 1,104 33.1 81 (7.34) | p=0.0004*
TBPM-PI administration Yes 2,227 66.9 251 (11.27)
. No 268 8.0 10 (3.73) | p=0.0004*
Concomitant drugs Yes 3.063 92.0 322 | (10.51)
Concomitant antibiotics No 2,945 88.4 282 (9.58) [ p=0.0372%
except TBPM-PI Yes 386 11.6 50 (12.95)
<8 72 2.2 7 (9.72) | p=0.0011%
=8 <9 2,469 74.1 236 (9.56)
=9 — <10 57 1.7 6 (10.53)
=10 — <11 267 8.0 14 (5.24)
> _
Average daily dosage (mg/kg) > E - i g 43266 112‘.18 635 ((185.3236))
=13 3 0.1 1 (33.33)
Unknown 1 0.03 0 0.00
Mean £ SD 87+15
Minimum - Maximum 39-18.6
<38 68 2.0 6 (8.82) [p=0.0018*
=8- <9 2472 742 237 (9.59)
=9 — <10 56 1.7 6 (10.71)
=10 — <11 264 7.9 14 (5.30)
Maximum daily dosage (mg/kg) =11 — <12 35 1.1 3 (8.57)
=12 — <13 433 13.0 65 (15.01)
=13 3 0.1 1 (33.33)
Mean £ SD 87+ 1.5
Minimum - Maximum 4.0-18.6
<24 140 4.2 121 (86.43) | p<0.0001*
=24 — <56 1,741 52.3 182 (10.45)
=56 — <112 1.426 42.8 29 (2.03)
=112 — <168 21 0.6 0 (0.00)
Total dosage (mg/kg) =168 — <224 1 0.03 0 (0.00)
=224 1 0.03 0 (0.00)
Unknown 1 0.03 0 (0.00)
Mean £ SD 50.9 £20.2
Minimum - Maximum 7.0 - 260.0
=3 358 10.7 219 (61.17) | p<0.0001*
=4—=7 2,343 70.3 105 (4.48)
=8— =14 618 18.6 8 (1.29)
Total administration period =15 — =21 10 0.3 0 (0.00)
(days) =22 — =28 1 0.03 0 (0.00)
Unknown 1 0.03 0 (0.00)
Mean £ SD 58120
Minimum - Maximum 1.0 - 26.0

#p<0.05

Incidence of adverse drug reactions (%) = (No. of patients with adverse drug reactions / No. of patients)x100

THIOERE, BIE (266%1) &3P (31
f5il) 2394.9% (297/313fl) Td - 7= (Table 5). 7
B, ROED 263, [ZhE#EA4S] TREAET
L7z 16lF KO8 [ARANIE G T HIZKREE L 22232
FeDRBEA WD > 72 | 1T dH - 7=z, fii A3 [0l
Tdh 72266012 F 0T, THIOFE D S0 %

TOHBIT4~7 HA553% (1472665 & &% &
%<, THRWNIZ72.2% (192/266 1) OHEH] A3 [E]
BL T,

4. lRAM™
BV SRER 3,331 D 5 B, [IEHEIZAK
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Table 2. Incidence of adverse drug reactions

L Upon approvgl . X Post marketing
(Subjective symptoms or objective findings .

/Abnormal laboratory data changes) surveillance

Safety analysis set 440/432 3331

Patients with adverse drug reactions 101/23 332

Events of adverse drug reactions 119/25 346

Incidence of adverse drug reactions (%) 22.95/5.32 9.97

adverse drug reactions Incidence of adverse drug reactions (%)

Infections and infestations 0 (0.00) 4 (0.12)
*Gastroenteritis 0 (0.00) 2 (0.06)
*Qral candidiasis 0 (0.00) 2 (0.06)
Metabolism and nutrition disorders 0 (0.00) 1 (0.03)
*Hypertriglyceridaemia 0 (0.00) 1 (0.03)
Nervous system disorders 5 (1.14) 2 (0.06)
Headache 4(0.91) 0 (0.00)
*Hypertonia 0 (0.00) 1 (0.03)
Somnolence 2 (0.45) 1 (0.03)
Eye disorders 0 (0.00) 1 (0.03)
*Qcular hyperaemia 0 (0.00) 1 (0.03)
Respiratory, thoracic and mediastinal disorders 2 (0.45) 1 (0.03)
Cough 1(0.23) 0 (0.00)
Epistaxis 1 (0.23) 1 (0.03)
Gastrointestinal disorders 93 (21.14) 317 (9.52)
Abdominal pain 2 (0.45) 1 (0.03)
Abdominal pain upper 1 (0.23) 0 (0.00)
Diarrhoea 87 (19.77) 316 (9.49)
Faeces discoloured 1 (0.23) 0 (0.00)
*Gingival bleeding 0 (0.00) 1 (0.03)
Stomatitis 2 (0.45) 1 (0.03)
Vomiting 5 (1.14) 6 (0.18)
Hepatobiliary disorders 0 (0.00) 1 (0.03)
Hepatic function abnormal 0 (0.00) 1 (0.03)
Skin and subcutaneous tissue disorders 8 (1.82) 6 (0.18)
Dermatitis 1 (0.23) 0 (0.00)
Eczema 0 (0.00) 1(0.03)
Erythema 1(0.23) 0 (0.00)
Rash 6 (1.36) 4 (0.12)
Urticaria 0 (0.00) 1 (0.03)
Renal and urinary disorders 2 (0.45) 0 (0.00)
Chromaturia 1 (0.23) 0 (0.00)
Dysuria 1 (0.23) 0 (0.00)
General disorders and administration site conditions 3 (0.68) 3 (0.09)
Malaise 1 (0.23) 0 (0.00)
*Multi-organ failure 0 (0.00) 1 (0.03)
Pyrexia 1 (0.23) 2 (0.06)
Thirst 1 (0.23) 0 (0.00)
Investigations 23 (5.32) 2 (0.06)
Alanine aminotransferase increased 3 (0.69) 1 (0.03)
Aspartate aminotransferase increased 3 (0.69) 0 (0.00)
Blood urea increased 4 (0.93) 0 (0.00)
White blood cell count increased 4 (0.93) 0 (0.00)
Platelet count increased 7 (1.62) 1 (0.03)
Eosinophil percentage increased 3 (0.69) 0 (0.00)
Protein urine present 1 (0.23) 0 (0.00)

*: Unexpected from precautions described in the packages insert.
Incidence of adverse drug reactions (%) = (No. of patients with adverse drug reactions/No. of patients included in the safety analysis) X 100
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Table 3. Incidence of diarrhoea by patient background factor
Total No. of | No. of patients | No. of events | Incidence of
Background factor patients | with diarrhoea | with diarrhoea|diarrhoea (%) P value
Safety analysis set 3,331 313 316 (9.40)
Male 1,797 175 178 (9.74) p=0.4679
Gender Female 1,533 138 138 (9.00)
Unknown 1 0 0 (0.00)
Infants (<) 350 67 68 (19.14) p<0.0001*
Preschooler (=1 - <6) 2,626 237 239 (9.03)
1 1,150 151 152 (13.13)
2 492 41 41 (8.33)
Age (years) 3 407 25 26 (6.14)
4 329 12 12 (3.65)
5 248 8 8 (3.23)
School children (=6 - <15) 355 9 9 (2.54)
<10 795 117 118 14.72 p<0.0001*
=10 — <15 1,471 162 163 11.01
=15 — <20 695 25 26 3.60
Weight (kg) =20 — <30 300 7 7 233
=30 — <40 40 1 1 2.50
=40 11 1 1 9.09
Unknown 19 0 0 0.00
Mild 577 44 44 (7.63) p=0.2573
Infection severity Moderate 2,073 205 205 (©.89)
Severe 679 64 67 (9.43)
Unknown 2 0 0 (0.00)
=3 1,228 110 112 (8.96) | p=0.0407*
=4—-=7 934 86 87 (9.21)
Disease duration (days) =8— =14 728 60 60 (8.24)
=15 437 57 57 (13.04)
Unknown 4 0 0 (0.00)
No 2,823 250 253 (8.86) p=0.0008*
Vaccination Yes 355 51 51 (14.37)
Unknown 153 12 12 (7.84)
No 992 83 84 (837) | p=0.2055
Group nursing Yes 2,262 221 223 9.77)
Unknown 77 9 9 (11.69)
No 1,420 118 120 (8.31) p=0.0614
Underlying disease/complications Yes 1,887 193 194 (10.23)
Unknown 24 2 2 (8.33)
No 2,793 259 261 (927) | p=03226
History of disease Yes 496 53 54 (10.69)
Unknown 42 1 1 (2.38)
Allergy No 2,199 223 225 (10.14) [ p=0.0401*
Yes 1,132 90 91 (7.95)
ARTV] Fd [BRART W] LHEINIE 5 B

Bl (B 1283.1% (2,767/3,3311) TH -
7z (Table 6) . FLUL (1akATm), Y (1%Ll L6
WA F K OVNR (6P 15 k) Dvd
NOERX T THIRIERETH > 72, 72, F¥
1 H¥% 5850 Tid4mg (i) kgx2ml/H (BAF,
4mg/kg b.id.), 6mg (Jffi)/kgx2ml/H (LA,
6mg/kgb.id) #HLXFTEREN, 83.4%,
81.5% TdH -7z,

1) ERER%HFE

AN PESRIT N SER 2,844 D 5 5, RS
fERTxE ER 2,769 Bl DFH RN#1394.0% (2,604/2,769
i) Td -7z (Table 7). HEEH DA B ILNi 7%
7395.6% (415/434f5), v H % 28 93.7% (1,389/
1,48215), BlELPESA393.6% (659/70415]) T& -
7zo F 7z, BEBUEGUEREEHITIZ94.6% (141/149
) ThHb, HHZK, HRIRPEREDHEITIX95.0%
(115/12145l) TdH > 7=, FwplOFAREE, W
NDOXTE90% U ETH 7=,
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Table 3. (Continued)
Background factor Total No. of | No. of patients | No. of events | Incidence of P value
patients | with diarrhoea | with diarrhoea|diarrhoea (%)
Safety analysis set 3,331 313 316 (9.40)
Antibiotics used to just before No 1,104 74 75 (6.70) p=0.0002*
TBPM-PI administration Yes 2,227 239 241 (10.73)
. No 268 9 9 (3.36) p=0.0004*
Concomitant drugs Yes 3.063 304 307 (9.92)
Concomitant antibiotics No 2,945 265 267 (9.00) p=0.0296*
except TBPM-PI Yes 386 48 49 (12.44)
Concomitant drugs for No 1,797 122 122 (6.79) p<0.0001*
intestinal disorders Yes 1,534 191 194 (12.45)
<8 72 5 5 (6.94) p=0.0015%
=8—<9 2,469 224 226 (9.07)
=9— <10 57 6 6 (10.53)
. =10 — <11 267 13 13 (4.87)
Average daily dosage (mg/kg) >11 — <12 36 3 3 (8.33)
=12 — <13 426 61 62 (14.32)
=13 3 1 1 (33.33)
Unknown 1 0 0 (0.00)
<8 68 4 4 (5.88) p=0.0020%*
=8—<9 2,472 225 227 (9.10)
=9— <10 56 6 6 (10.71)
Maximum daily dosage (mg/kg) =10 — <11 264 13 13 (4.92)
=11 — <12 35 3 3 (8.57)
=12 — <13 433 61 62 (14.09)
=13 3 1 1 (33.33)
<24 137 114 115 (83.21) p<0.0001*
=24 — <56 1,741 174 176 (9.99)
=56 — <112 1,429 25 25 (1.75)
Total dosage (mg/kg) =112 — <168 21 0 0 (0.00)
=168 — <224 1 0 0 (0.00)
=224 1 0 0 (0.00)
Unknown 1 0 0 (0.00)
=3 354 210 213 (59.32) p<0.0001*
=4—=7 2,344 95 95 (4.05)
Total administration period =8— =14 621 8 8 (1.29)
(days) =15 — =21 10 0 0 (0.00)
=22 — =28 1 0 0 (0.00)
Unknown 1 0 0 (0.00)

*»<0.05

Incidence of diarrhoea (%) = (No. of patients with diarrhoea/Total No. of patients) X 100

AF PG HE RN PUREE 2 LT 72 E s
66.3% (1,837/2,769%) T 7=, HHHZH >
7 HANIEE S 58, cefditoren pivoxil 40.9% (911/
2,227 fi),
(308/2,22714) , amoxicillin 12.3% (274/2,227 ),
clarithromycin 10.1% (226/2,227) Td - 7=,

2) EREERRINFE

Hili AR 260 SR A Xk BE 1511 2,769 5l D 5 B, it
B2y Bt X = RERNE 7120 CRERUE TR AR T %
ae) Thol, FRIEEEKRTORKIR (F5)
%) 1392.4% (658/712f5) Td > 7= (Table 8). S.
pneumoniae, H. influenzae % ¥ 75 Jit ELTH
&N, S pneumoniae 73 JFEKE T b - 72856 O

clavulanic acid/amoxicillin 13.8%

AN 13 94.2% (262/278 f5), H. influenzae 3 Jii
KR T & > 72855 DA WH L 92.0% (264/287 f4)
EWNTNEEOARIEEZ R L 72,

3) HEENHE EOER)

HH RS 27 0 20 SR i A o BRE I 461 51 D 5 %,
DI RAER T & 7225261351 8k 12 361 5 M
K#1393.7% (329/351 %) T -7z, JRKEH D
2 13 S, pneumoniae 94.4% (134/142 ¥%), H.
influenzae 92.2% (130/1414k), M (B). catarrhalis
97.8% (45/46 %) TH 7= (Table9), F7z, X=
> ) VS, pneumoniae (PRSP), - 2 &< —
YIERELE 7 v ¥ ) Vit H. influenzae (BLNAR)
ZH LT, 2hTh92.6% (25278), 91.4%
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Fig. 2. Days until diarrhoea occurrence
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Table 4. Type and number/day of diarrhoea
No. of patients (%)
Patients with diarrhoea 313 (100.0)
Loose bowel 98 (31.3)
. Mushy stool 114  (36.4)
Type of diarthoea | g, 1< watery 97 (31.0)
Unknown 4 (1.3)
1 30 (9.6)
2~3 137 (43.8)
Maximum No. of 4~6 91 (29.1)
diarrhoea per day 7~10 16  (5.1)
Over 11 1 (0.3)
Unknown 38 (12.1)
Table 5. Outcome of diarrhoea
Outcome
Period Recovery (%) Remission (%) | Unrecovered (%) Unknown (%)
1 ~ 3days 45 (16.9) 4 (12.9) 0 0.0 3 (214
4 ~ 7days 147 (55.3) 16 (51.6) 1 (50.0) 1 (7.1
8 ~10days 36 (13.5) 7 (22.6) 0 0.0 0 0.0
Over 11 days 29 (10.9) 2 (6.5) 1 (50.0) 1 (7.1
Unknown 9 (3.4) 2 (6.5) 0 0.0 9 (64.3)
Total 266 (100.0) 31 (100.0) 2 (100.0) 14 (100.0)
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Table 6. Compliance of tebipenem pivoxil granules

Patients (%) "E
Background factor Very easy | Easy to Hard to | Unable to asy o
take"(%
Total to take take common take take Unknown | take"(%)
. 3,331 439 2,328 419 81 13 51
Safety analysis set 83.1
(13.2) (69.9) (12.6) (2.4) (0.4) (1.5)
Infants 350 28 246 54 7 3 12 783
(<1) (8.0) (70.3) (15.4) (2.0) (0.9) (3.4) )
Preschooler 2,626 364 1,825 330 62 9 36
- 83.4
(=1-<6) (13.9) (69.5) (12.6) (2.4) (0.3) (1.4)
| 1,150 131 817 155 26 5 16 Q2.4
(11.4) (71.0) (13.5) (2.3) (0.4) (1.4) )
) 492 82 335 50 16 2 7 248
Age (vears) (16.7) (68.1) (10.2) (3.3) (0.4) (1.4)
3 407 74 269 43 12 1 8 Q43
(18.2) (66.1) (10.6) (2.9) (0.2) (2.0) )
4 329 44 231 44 5 1 4 3.6
(13.4) (70.2) (13.4) (1.5) (0.3) (1.2) )
5 248 33 173 38 3 0 1 %31
(13.3) (69.8) (15.3) (1.2) - (0.4) )
School children | 355 47 257 35 12 1 3
85.6
(z6-<15) (13.2) (72.4) (9.9) (3.4) (0.3) (0.8)
<3 72 7 43 13 3 0 6 69.4
9.7) (59.7) (18.1) 4.2) - (8.3)
>g8.<9 2,469 316 1,742 308 58 8 37 834
(12.8) (70.6) (12.5) (2.3) (0.3) (1.5)
>9.<10 57 11 41 4 0 0 1 912
(19.3) (71.9) (7.0) - - (1.8)
. >10-<11 267 31 193 39 1 2 1 83.9
Average daily dose (11.6) (72.3) (14.6) (0.4) (0.7) (0.4)
(mg/kg) >1l-<12 36 3 32 0 1 0 0 972
(8.3) (88.9) - (2.8) - -
>12.<13 426 71 276 53 18 2 6 315
(16.7) (64.8) (12.4) (4.2) (0.5) (1.4)
> 13 3 0 1 2 0 0 0 133
- (33.3) (66.7) - - -
unknown ! 0 0 0 0 ! 0 0.0
- - (100.0) -

"Easy to take" (%) = [ (Very easy to take+Easy to take) /Total] X 100

(32/35%k) & RIFAERERL 72,

4) FEREGAIRTOERARZUELS LURE

DT &

A B A R RIS RIEB 461 Bl D 5 5, AFH

£ 5-Hii 2 T UL HE 0 SEANE S 2 WE U 2= 5E
X, MR [AZ] O26D0ATH > 7=,
EbbemHEICHHAS N, KHREFIXZNETNH.
influenzae, Streptococcus pyogenes Th -7z, £

5 DM & A A 55 #% T TBPM % & ¢ 3571 &
ZMIZZLIZRD 5N h o 7z,

6. #5275 (4mg/kg b.id. £ 6mg/kg b.id.) RE
%, BRHEOLER
AANTDBEIZIG U T 6mg/kg b.id £ THETZ
5ZEh5, WHETH S 4mgkg b.id. HHH &
DRSS K OANEE B U 72, Rt
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Table 7. Clinical efficacy by patient background factor
Background factor N(,)' of Effective |Ineffective Efficacy P value
patients (%)
Clinical efficacy analysis set 2,769 2,604 165 (94.0)
Pneumonia 434 415 19 (95.6) | p=0.7343
Otitis media 1,482 1,389 93 (93.7)
Sinusitis 704 659 45 (93.6)
Type of infection Pneumonia/Otitis media 21 19 2 (90.5)
Pneumonia/Sinusitis 6 6 0 6/6
Otitis media/Sinusitis 121 115 6 (95.0)
Pneumonia/Otitis media/Sinusitis 1 1 0 1/1
Male 1,479 1,392 87 (94.1) | p=0.8515
Gender Female 1,289 1,211 78 (93.9)
Unknown 1 1 0 1/1
Infants (<1) 275 256 19 (93.1) [ p=0.0266*
Preschooler (=1 - <6) 2,188 2,070 118 (94.6)
1 934 875 59 (93.7)
2 416 399 17 (95.9)
3 342 324 18 (94.7)
Age (years) 4 273 261 12 (95.6)
5 223 211 12 (94.6)
School children (26 - <15) 306 278 28 (90.8)
Mean £+ SD 26+ 22
Minimum - Maximum 2 months - 14 years
<10 638 595 43 (93.3) | p=0.0538
=10- <15 1,213 1,145 68 (94.4)
=15-<20 599 574 25 (95.8)
=20- <30 260 235 25 (90.4)
Weight (kg) =30- <40 35 33 2 (94.3)
=40 10 9 1 (90.0)
Unknown 14 13 1 (92.9)
Mean + SD 134+ 52
Minimum - Maximum 4.0 - 70.0
Inpatient/Outpatient (I)]l:;z?it;l:t 2’37 ; ! 2’3576 7 1?4 8;23 p=0.3830
No 2,346 2,206 140 (94.0) | p=0.7909
Vaccination Yes 299 280 19 (93.6)
Unknown 124 118 6 (95.2)
No 808 762 46 (94.3) | p=0.7150
Group nursing Yes 1,899 1,784 115 (93.9)
Unknown 62 58 4 (93.5)
Mild 495 472 23 (95.4) | p=0.0047*
Infection severity Moderate 1,775 1,678 97 (94.5)
Severe 498 453 45 (91.0)
Unknown 1 1 0 1/1
<3 1,008 965 43 95.7) | p=0.0008*
=4—=7 746 705 41 (94.5)
Disease duration (days) =Z8— =14 626 583 43 (93.1)
=15 386 348 38 (90.2)
Unknown 3 3 0 3/3
No 1,217 1,138 79 (93.5) | p=0.3018
Underlying disease/complications Yes 1,531 1,446 85 (94.4)
Unknown 21 20 1 (95.2)
No 2,325 2,186 139 (94.0) | p=0.7791
History of disease Yes 409 386 23 (94.4)
Unknown 35 32 3 (91.4)
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Table 7. (Continued)
Background factor N(?' of Effective | Ineffective Efficacy P value
patients (%)
Clinical efficacy analysis set 2,769 2,604 165 (94.0)
No 1,833 1,722 111 (93.9) | p=0.7633
Allergy Yes 936 882 54 (94.2)
Antibiotics used to just before No 932 883 49 94.7) | p=0.2668
TBPM-PI administration Yes 1,837 1,721 116 (93.7)
. No 252 231 21 (91.7) | p=0.0949
Concomitant drugs Yes 2517 | 2373 144 | (94.3)
<8 58 56 2 (96.6) | p=0.7025
=8—<9 2,047 1,923 124 (93.9)
=9— <10 46 43 3 (93.5)
=10 — <11 227 209 18 (92.1)
Average daily dosage (mg/kg) =11 — <12 31 29 2 (93.5)
=12 — <13 359 343 16 (95.5)
=13 1 1 0 1/1
Mean + SD 8.7+ 14
Minimum - Maximum 3.9-14.0
<8 55 53 2 (96.4) | p=0.9516
=8—<9 2,048 1,925 123 (94.0)
=9— <10 45 42 3 (93.3)
=10 — <11 224 208 16 (92.9)
Maximum daily dosage (mg/kg) =11 — <12 30 28 2 (93.3)
=12 — <13 366 347 19 (94.8)
=13 1 1 0 1/1
Mean + SD 8.7+ 14
Minimum - Maximum 4.0-14.0
<24 10 7 3 (70.0) | p=0.0001%*
=24 — < 56 1,447 1,362 85 (94.1)
=56 — <112 1,290 1,218 72 (94.4)
> _
Total dosage (mg/kg) ; iéé _ z égi 201 106 (5) (722)
=224 1 1 0 1/1
Mean + SD 535+ 18.7
Minimum - Maximum 8.0 - 260.0
=3 121 102 19 (84.3) [p<0.0001*
=4 =7 2,084 1,978 106 (94.9)
L . >8— =14 554 517 37 (93.3)
Total adml(ndlz;r:)tlon period >15— <21 9 6 3 6/9
=22 — =28 1 1 0 1/1
Mean + SD 6.1+ 1.8
Minimum - Maximum 1.0 - 26.0

<0.05
Efficacy (%) = (Effective/No. of patients) X 100

233315105 B, KAEOHE - HEIZHEN S
WIR b 4mg/kg b.id., 6mg/kg bid. TG X h T
WRERNE, 2R 2,369, 4126TH > 7=,
I F 78 BUGE (5 2213 4 mg/kg b.i.d. T 9.46% (224/
2,36915l), 6mg/kg b.i.d. T15.29% (63/412f) T
» -7 (Table 10), RIFHOMIZES6E [T
W b o7z [T, TR, [ITHEE
W, [ZhE&SEAL] & 112 6mg/kgbid TO
AR BT,

BIEH®D S B, [TH| OFRBIVEFIFIT4mg/kg
b.id. T 8.95% (212/2,369 f5il), 6mg/kgb.id. T
14.32% (59/4125) Td 7= (Table 11), -7l
O THFFBUERFIHEILE B 5 D55 & D F- X
SR ER ARG E <, £E1118.83% (45/
239%l), 26.79% (15/56f) Td -7z,

i A SR AR R SERI 2,769 Bl D 5 5, 4mg/kg
b.i.d. 131,964 5, 6mg/kgb.i.d. i&348% T dH 1,
BRI (A3h#) 1321 2193.8% (1,843/1,964



66 (66) THE JAPANESE JOURNAL OF ANTIBIOTICS 69—1 Feb. 2016
Table 8. Clinical efficacy by causative organism
Causative organism Total Effective Ineffective | Efficacy (%)

(Clinical efficacy analysis set) T2 553 52 04

S. aureus* 27 25 2 92.6

Streptococcus sp. 16 13 3 81.3

S. milleri group 1 1 — 11

S. pyogenes 12 9 3 75.0

B-Streptococcus 1 1 — 11

B-Streptococcus group G 1 1 — 11

Streptococcus sp. 1 1 — 1/1

S. pneumoniae 278 262 16 94.2

PSSP 118 110 8 93.2

PISP 42 40 2 95.2

PRSP 52 50 2 96.2

Others 7 7 — 77

Unknown 59 55 4 93.2

M (B). catarrhalis 104 94 10 90.4

H. influenzae 287 264 23 92.0

BLNAS 66 61 5 92.4

BLNAR 77 67 10 87.0

BLPAR 4 4 — 4/4

Others 5 4 1 4/5

Unknown 135 128 7 94.8

Efficacy (%) = (Effective/Total) X 100

*: except methicillin-resistant S. aureus (MRSA)

PSSP: Penicillin-susceptible S. pneumoniae

PISP: Penicillin-intermediate S. pneumoniae

PRSP: Penicillin-resistant S. pneumoniae

BLNAS: f-lactamase-nonproducing ampicillin-susceptible
BLNAR: f-lactamase-nonproducing ampicillin-resistant
BLPAR: f-lactamase-producing ampicillin-resistant

i), 95.7% (333/348f4l) Td > 7z (Table 12),

1. #%

B FEIE D/ NG IR AR C I3 2 M T o S 51
ELTA440MENIEL 72728, G Xh-EBEED
WIIERIAR S T B Z e h b, KEIOMH
FRET CORWERH, FHARROENER B & OMfthod
HNINNR S L RPIEHETREMISRY 5 hTn b
HEHRR (E¥ELE) ORERNEHE 22T 5
728, 5o REN T 23 EE 52
3LEZONBERIZONTHE T2 7D ICAKH
FH AR AR A A F2hE L 72,

AFE TORWEFRBIFEIZ9.97% TH D, ¥
IRE D /N Y B IR G % C o Bl A H 76 B3R 0 23.0%

(101/44005) X 0{&» 5729, F7=, NNREKRR
55T 19.5% (86/440%) Td - 7= T - $WfEDFEI
ERFEBIE & KFHA T3 9.40% (313/3,331f) T
HO, KK 572, KANZ K S TH - KEED
FEBUZ B3 % i E A S WA R B = L,
WY PR PHSEAI S Wz Z &K EH Z
Y (W

ZINY B DR AU C 1 DR Ao A A T 22 1 5.3%
(23/432f5l) DIEGNZFED 6 N7z h, KA TIEA
Al 51 % C IR AL % F2hE L 72 23360 5 5 7
S=vT 3/ bI VAT 2T — BB LU
MREEEMA 2 1B Sh, HYEKIZKBM5
2 DRE 73 B 75 FHZA IR 5 s i o 7z,
L Lans, HHAEETTIILY LS HKRE
NEENEDITTIEAL, 72, BEICKDER
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Table 9. Eradication rate by causative organism

Causative organism T?tilr T:I;) Eradication | Reduction | No changes Erra(;llc(e(l;;) "
(Bacteriological efficacy analysis set) O SiTaus el

351 329 13 9 93.7
S. aureus™ 11 10 1 — 90.9
Streptococcus sp. 11 10 0 1 90.9
S. milleri group 1 1 — — 11
S. pyogenes 7 6 — 1 6/7
B-Streptococcus 1 1 — — 11
B-Streptococcus group G 1 1 — — 11
Streptococcus sp. 1 1 — — 1/1
S. pneumoniae 142 134 6 2 94.4
PSSP 57 55 2 — 96.5
PISP 22 20 1 1 90.9
PRSP 27 25 1 1 92.6
Others 1 1 — — 1/1
Unknown 35 33 2 — 94.3
M (B). catarrhalis 46 45 0 1 97.8
H. influenzae 141 130 6 5 92.2
BLNAS 35 31 3 1 88.6
BLNAR 35 32 1 2 914
BLPAR 2 2 — — 2/2
Others 3 2 — 1 2/3
Unknown 66 63 2 1 95.5

Eradication rate (%) = (Eradication/Total No. of strains) X 100
*: except methicillin-resistant S. aureus (MRSA)

PSSP: Penicillin-susceptible S. pneumoniae

PISP: Penicillin-intermediate S. pneumoniae

PRSP: Penicillin-resistant S. pneumoniae

BLNAS: f-lactamase-nonproducing ampicillin-susceptible
BLNAR: f-lactamase-nonproducing ampicillin-resistant
BLPAR: f-lactamase-producing ampicillin-resistant

IRAEIR S U 72 A2 3R KI5 D IR A
NEENENENIr—28H5Z 05, I
IO II VB EZ 5,

TR F T OB CTIEHE S T2k
HOWSG S EERNE, TELL, [TkEH vy
SHE] 530.06% (&21F), [ MY 7)Y R
fE], TARSRIRVGHES, WAL, [SRPII] & &
U [Zld#A%] 230.03% (B 11F) Tho7z. W
THEHE KL, 2OARFNFFRNIZALNS
RIMEFC & 2 AREMEIIIR VN & F & 72,

BE AR E R BRI [, [RE]
[EEFHERE ], [P ], [ARRIEE G BT i SE A
el [DERSEA ], [OFFPIRSEA ], R
Hfeba ], [kl HitGE] [HB5a] s&kU
[Fare 5-HIM ] CRIMEHEBRICHEENRD 5

iz, T (EARN) CTid moal
TERRBIE AR L 22, $RTIEHEET, MiE
TZFBIRLTWBZ 6, FHCHEICAS LD
T ABEWEHIWL 72, 72, RSB T3
HLL T ORIERARBEREDS EH - 7208, ZHUSEIE
HZFRBL 72l TR G- & b 20EG A £ 5 >
7o728, RN GHIRE AR X5 TRIE-
BENGL A, ARENROOhZEEZ 72,
ARFATIE, ARANEGHE TR £ 7213 kRS El
TERAFEBL L T o ZIEFNZ DWW T OE
TAEIT > TOERNOD, ZOH%ROEENRIEY &S
& % H & OEIE TSRS B A & B 72 2 BIE -
WHREBU 722 L MG 3L h o7z, KHAD
RO, KANZ X DRD 52 IEH ORI
REGEO/NERPIRSE L ARk CH 0 Y, 205
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Table 10. Incidence of adverse drug reactions by dosage
4mg/kg b.i.d. 6mg/kg b.i.d.
No. of patients 2,369 412
Patients with adverse drug reactions 224 63
Events of adverse drug reactions 232 68
Incidence of adverse drug reactions (%) 9.46 15.29
adverse drug reactions Incidence of adverse drug reactions (%)
Infections and infestations 2 (0.08) —
*Qral candidiasis 2 (0.08) —
Metabolism and nutrition disorders 1 (0.04) —
*Hypertriglyceridaemia 1 (0.04) —
Nervous system disorders 1 (0.04) —
Somnolence 1 (0.04) —
Eye disorders — 1 (0.24)
*Qcular hyperaemia — 1 (0.24)
Respiratory, thoracic and mediastinal disorders 1 (0.04) —
Epistaxis 1 (0.04) —
Gastrointestinal disorders 215 (9.08) 60 (14.56)
Abdominal pain — 1 (0.24)
Diarrhoea 214 (9.03) 60 (14.56)
*Gingival bleeding 1 (0.04) —
Stomatitis 1 (0.04) —
Vomiting 3 (0.13) 2 (0.49)
Hepatobiliary disorders — 1 (0.24)
Hepatic function abnormal — 1 (0.24)
Skin and subcutaneous tissue disorders 4 (0.17) 2 (0.49)
Eczema 1 (0.04) —
Rash 2 (0.08) 2 (0.49)
Urticaria 1 (0.04) —
General disorders and administration site conditions 2 (0.08) 1 (0.24)
*Multi-organ failure — 1 (0.24)
Pyrexia 2 (0.08) —
Investigations 2 (0.08) —
Alanine aminotransferase increased 1 (0.04) —
Platelet count increased 1 (0.04) —

*: Unexpected from precautions described in the packages insert.

Incidence of adverse drug reactions (%) = (No. of patients with adverse drug reactions/No. of patients included in the safety analysis) X 100

WS o722 en b, REVEIZFEX DO
M nnWEELT,

RITEF D 5 5 i & FEBE 23522 - 72 T O i
B EIE B [, [AREL, [
WM, [PHiEmEaRE], [7 Xl [ARA
PeG- RS ], [OFSEA M, [HF N
AN, EEAIDEA R, [P H SR
[kl B GR], [RiEE] 5X0 [R50
W] THBEELRD bz, o FRiEBE

IR (AT 2R e @Eh - 7o, —ic, 7
VS HISE 2 5 L 22554, KA TLE & BE
WHROZIZENTRIARE LR T W L2 HIS
NTHD Y, KAITE RO EED 5 h 7z,
7=, BIGAIA B LT WEEFNC IR, BEE
U COWERIT THRIFREBE N G > 72, /N
JHPUESR TR FEBROME Y b0, THERBIL
TN ERDLr S TWARIIIZIE, 557200
BIGHIDTT =70 & Z 7=, DRI /-8
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Evaluation of safety and efficacy of tebipenem pivoxil granules
for pediatric in pneumonia, otitis media and sinusitis

Hirosur Kataoka? , Hirosti Kasarara®? | Yun Sasacawa? |
Masato Matsumoto? and SErva SHiMaDA"

D Safety Vigilance & Management Dept., Reliability & Quality Assurance Division,
Meiji Seika Pharma Co., Ltd.
2 Clinical Data Science Dept., Pharmaceutical Development Division,
Meiji Seika Pharma Co., Ltd.
3 Regulatory Registration & Quality Audit Dept., Reliability & Quality Assurance Division,
Meiji Seika Pharma Co., Ltd.

We conducted a postmarketing surveillance of tebipenem pivoxil granules (Orapenem® fine
granules 10% for pediatric), an oral carbapenem antibacterial agent, between April 2010 and
March 2013 to evaluate the safety and efficacy in patients with pneumonia or otitis media, or
sinusitis.

Of 3,547 patients enrolled, 3,540 from whom survey forms were collected were analyzed. Of
these 3,540 patients, there were a total of 3,331 patients included in the safety analysis, 2,844 in
the efficacy analysis, 2,769 in the clinical efficacy analysis, and 461 in the bacteriological
efficacy analysis.

The incidence of adverse drug reactions (ADRs) was 9.97% (332/3,331 patients), and the
major ADRs were gastrointestinal disorders including diarrhoea in 317 patients (9.52%).
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Diarrhoea was reported in 313 patients (316 events), which were not clinically significant and
94.9% (297/313 patients) were recovery and/or remission.

The overall clinical efficacy rate was 94.0% (2,604/2,769 patients). The clinical efficacy
rate by the type of infection was 95.6% (415/434 patients) for pneumonia, 93.7% (1,389/1,482
patients) for otitis media and 93.6% (659/704 patients) for sinusitis.

The eradication rate of Streptococcus pneumoniae, Haemophilus influenzae and Moraxella
(Branhamella) catarrhalis which are major causative organisms in pediatric infection of
pneumonia, otitis media and sinusitis were 94.4% (134/142 strains), 92.2% (130/141 strains)
and 97.8% (45/46 strains) , respectively.

The compliance was good in 83.1% of the patients (2,767/3,331 patients) .

Overall, Orapenem® fine granules 10% for pediatric showed good safety, efficacy, and
compliance. These results indicate that Orapenem® fine granules 10% for pediatric is a useful
agent in pediatrics with pneumonia or otitis media, or sinusitis.



