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Total cases collected

3,073

Cases excluded from safety evaluation 26
(Including cases with duplicated reasons for
exclusion)

Drug administration not started within
contract period

Discrepancy in entry between registration form
and case report

Duplicate cases

No follow-up

No recording on safety evaluation

Original case report forms returned to doctor

o]

T W Wk >

Cases evaluated for safety

3,047

Cases excluded from efficacy evaluation 9

Off-label use (disease not indicated) 9

Cases evaluated for efficacy

3,038

Cases excluded from clinical efficacy

evaluation 59
Unassessable for clinical efficacy 43
No definite sign of infection 15

Evaluation results inconsistent with
sign of infection 1

Cases excluded from bacteriological
efficacy evaluation

2,712

No bacteriological examination 2,617
Infection-causing bacteria not isolated 38
Off-label use (bacteria not indicated) 17

Inappropriate timing of bacteriological
examination 22
Evaluation results inconsistent

with bacteriological data 17

Unassessable for bacteriological
efficacy 1

Cases evaluated for clinical efficacy 2,979 |

| Cases evaluated for bacteriological efficacy 326

Off-label use (disease not indicated)
Staphylococcal scalded skin
syndrome
Transmissible gastroenteritis
Sweat gland abscess
Enteritis
Secondary infection in burn
Rash

= = = DD O

Fig. 1.
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Off-label use (bacteria not indicated)

Haemophilus spp. 3
H. parainfluenzae 3
E. faecalis 2
P. aeruginosa 2
Others 7

Breakdown of cases.
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Table 1. Background of cases evaluated for safety
Item Category Cases % Item Category Cases %
Total cases examined 3,047 100.0 History of No 2,594 85.1
Gender Male 1,681 552 || disease Yes 451 14.8
Female 1,366 44.8 Unknown 2 0.1
Age < 29 days 1 0.0 Allergy No 2,629 86.3
29 days = to < 24 months 783 25.7 Yes 347 114
24 months = to < 6 years 1,580 51.9 Unknown 71 2.3
6 years = to < 16 years 675 22.2 Maximum daily =6 36 1.2
16 years = to < 65 years 4 0.1 dosage (mg/kg) |g<to=9 1,381 45.3
65 years = 4 0.1 9<to=12 1,534 50.3
Means = S.D. 51.1 £ 52.6 months 12< 67 2.2
Range 0-1,164 months Unknown 29 1.0
In/Outpatients In 30 1.0 Means = S.D. 93 * 1.2
Out 2,987 98.0 Range 2.7-27
In & out 30 1.0 Frequency of Once 2 0.1
Weight (kg) <5 7 0.2 administration Twice 56 18
5<to=10 369 12.1 || Perday Three times 2,974 97.6
10<to=15 1,016 33.3 4 times or more 14 0.5
15 <to =20 924 30.3 Unknown 1 0.0
20<to =25 435 14.3 Duration of 1-3 344 11.3
25 < 267 8.8 administration 4-6 1,488 48.8
Unknown 29 Lo || (days) 79 818 26.8
Mean + S.D. 16.0 = 6.4 10-12 262 8.6
Range 2.5-65 13- 135 44
Infection type Dermatological 395 13.0 Mean += S.D. 6.4 = 3.2
Respiratory 2,127 69.8 Range 1-41
Urinary 71 2.3 Total dosage =27 182 6.0
Scarlet fever 58 1.9 (mg/kg) 27 < to < 54 1,409 46.2
Otorhinolaryngological 387 12.7 54 <to="T72 695 22.8
Others (offlabel use) 9 0.3 72 < to = 117 595 19.5
Severity Mild 1,107 36.3 117 < 137 4.5
Moderate 1,835 60.2 Unknown 29 1.0
Severe 105 34 Mean * S.D. 60.0 = 33.8
Unknown 0 0.0 Range 9-878.6
Underlying No 2,673 84.4 Concomitant No 371 12.2
disease/ Yes 473 15.5 drugs Yes 2,676 87.8
complications Unknown 1 0.0 Concomitant No 2,816 92.4
treatments Yes 231 7.6
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Table 2. Adverse drug reactions
Studies conducted before | 2-year investigation after Total
marketing approval marketing approval

No. of institutes investigated 39 566 601

No. of cases investigated 617 3,073 3,690

No. of cases evaluable for safety 558 3,047 3,605

No. of cases with ADRs 37 131 168

No. of occurrences of ADRs 43 138 181

Incidence of ADRs 6.63% 4.30% 4.66%

Types of ADRs No. of occurrences of ADRs (%)

Skin and appendages disorders 0 11 (0.36) 11 (0.31)
Urticaria 0 4 (0.13) 4 (0.11)
Rash 0 7 (0.23) 7 (0.19)

Central and peripheral nervous system disorders 1 (0.18) 0 1 (0.03)
Dizziness 1 (0.18) 0 1 (0.03)

Gastrointestinal system disorders 17 (3.05) 118 (3.87) 135 (3.74)
Vomiting 0 4 (0.13) 4 (0.11)
Diarrhea 17 (3.05) 114 (3.74) 131 (3.63)
Cheilitis 0 1 (0.03) 1 (0.03)
Stomatitis 0 1 (0.03) 1 (0.03)
Abdominal pain 0 1 (0.03) 1 (0.03)
Mucous stool 0 1 (0.03) 1 (0.03)

Liver and biliary system disorders 8 (1.43) 2 (0.07) 10 (0.28)
Hepatic function abnormal 0 1 (0.03) 1 (0.03)
AST (GOT) increased 6 (1.08) 1 (0.03) 7 (0.19)
ALT (GPT) increased 7 (1.25) 0 7 (0.19)

Metabolic and nutritional disorders 2 (0.36) 0 2 (0.06)
CK (CPK) increased 2 (0.36) 0 2 (0.06)

White blood cell and RES disorders 9 (161 1 (0.03) 10 (0.28)
Eosinophilia 9 (1.61) 1 (0.03) 10 (0.28)
Leucopenia 1 (0.18) 0 1 (0.03)

Resistance mechanism disorders 0 2 (0.07) 2 (0.06)

* Infection mycotic 0 1 (0.03) 1 (0.03)
Superinfection 0 1 (0.03) 1 (0.03)

*. Unexpected from precautions described in the packages insert

ADRs: adverse drug reactions

Incidence of ADRs % = No. of cases with ADRs/No. of cases evaluable for safety X 100

Table 3. Days required for recovery from diarrhea
Days required for recovery from diarrhea *
0 1 2 3 4 5 6 7 8 o | 11~15 | 16~20 21~ Total
Drug administration discontinued 2 9 9 10 8 5 0 1 0 1 1 1 47
Drug administration continued 0 5 14 6 9 2 3 2 4 4 1 1 51

*: Discontinued: from day of discontinuation. Continued: from day of diarrhea onset
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Table 4. Incidence of adverse drug reactions by patient background

Item Category Incidence of ADRs % P

Total cases evaluated for safety 4.30 (131/3,047)

Gender Male 4.46 ( 75/1,681) pl = 0.6241
Female 4.10 ( 56/1,366)

Age < 29 days —Co D pl < 0.0001 *
29 days = to < 24 months 856 ( 67/ 783) p2 = 0.1261
24 months = to < 6 years 3.29 ( 52/1,580) p3 < 0.0001 *
6 years = to < 16 years 1.78 ( 12/ 675)
16 years =< to < 65 years — (o 4
65 years = — (o 4

In/Outpatients In 333 ( 1/ 30) pl = 0.4877
Out 4.35 (130/2,987)
In © out 0.00 ( 0/ 30)

Weight (kg) <5 —Co 7 pl < 0.0001 *
5 < to =10 10.84 ( 40/ 369) p2 = 0.0034 *
10<to=15 5.41 ( 55/1,016) p3 < 0.0001 *
15 < to = 20 249 ( 23/ 924)
20<to =25 2.07 ( 9/ 435)
25 < 1.50 ( 4/ 267)
Unknown 0.00 ( 0/ 29)

Infection type Dermatological 253 ( 10/ 395) pl = 0.2161
Respiratory 4.80 (102/2,127)
Urinary 141 ( 1/ 71
Scarlet fever 172 ( 1/ 58)
Otorhinolaryngological 439 ( 17/ 387)
Others (off-label use) — o 9

Severity Mild 4.07 ( 45/1,107) pl = 0.8450
Moderate 447 ( 82/1,835)
Severe 381 ( 4/ 105)

Underlying disease/complications No 3.96 (102/2,573) pl = 0.0531
Yes 5.92 ( 28/ 473)
Unknown — (v 1)

History of disease No 4.12 (107/2,594) pl = 0.2477
Yes 5.32 ( 24/ 451)
Unknown — (o 2)

Allergy No 3.99 (105/2,629) pl = 0.1942
Yes 5.48 ( 19/ 347)
Unknown 986 ( 7/ 71

Maximum daily dosage (mg/kg) <6 278 ( 1/ 36) pl = 0.9227
6<to=9 456 ( 63/1,381)
9<to=12 4.17 ( 64/1,534)
12 < 448 ( 3/ 67)
Unknown 0.00 ( 0/ 29)

Frequency of administration per day Once — (o 2) pl = 0.6559
Twice 179 ( 1/ 56)
Three times 4.37 (130/2,974)
4 times or more 000 ( 0/ 14)
Unknown — (o 1)

Duration of administration (days) 1-3 11.05 ( 38/ 344) pl < 0.0001 *
4-6 4.37 ( 65/1,488) p2 = 0.0003 *
79 257 ( 21/ 818) p3 < 0.0001 *
10-12 153 ( 4/ 262)
13- 222 ( 3/ 13b)

Total dosage (mg/kg) <27 16.48 ( 30/ 182) pl < 0.0001 *
27 < to < 54 4.19 ( 59/1,409) p2 < 0.0001 *
54 < to < 72 4.03 ( 28/ 695) p3 < 0.0001 *
72 < to < 117 1.85 ( 11/ 595)
117 < 219 ( 3/ 137)
Unknown 0.00 ( 0/ 29)

Concomitant drugs No 2.70 ( 10/ 371) pl = 0.1041
Yes 4.52 (121/2,676)

Concomitant treatments No 4.23 (119/2,816) pl = 0.4852
Yes 5.19 ( 12/ 231)

*p <0.05

pl: x?test, p2: Goodness of fit test, p3: Cochran-Armitage test

ADRs: adverse drug reactions

Incidence of ADRs % = No. of cases with ADRs/No. of cases evaluable for safety X 100
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Table 5. Clinical efficacy by infection type

Infetion type

Clinical efficacy %

Dermatological infections
Superficial skin infections
Folliculitis
Impetigo contagiosa
Deep skin infections
Furuncle
Furunculosis
Carbuncle
Erysipelas
Phlegmon
Lymphangitis (lymphadenitis)
Felon

Suppurative perionychia (paronychia)

Chronic pyoderma
Subcutaneous abscess
Hidradenitis
Infectious atheroma

94.5 ( 359/ 380)
93.3 ( 292/ 313)

—( 9 9
93.1 ( 283/ 304)
100.0 ( 53/ 53)

—( & 9

—(C 1 1

—( v 1

—( 2 2
100.0 ( 27/ 27)

—( 4 4
100.0 ( 10/ 10)
100.0 ( 14/ 14)
100.0 ( 13/ 13)

—(C 1 1

Respiratory tract infections

Acute upper respiratory tract infections

95.3 (1,997/2,096)
95.3 (1,948/2,044)

Pharyngolaryngitis (pharyngolaryngeal abscess) 95.3 ( 566/ 594)

Acute bronchitis 95.0 ( 725/ 763)
Tonsillitis 95.5 ( 599/ 627)
Peritonsillitis 100.0 ( 29/ 29)
Peritonsillar abscess 935 ( 29/ 31)
Pneumonia 942 ( 49/ 52)
Urinary tract infections 95.7 ( 67/ 170)
Pyelonephritis 85.0 ( 17/ 20)
Cystitis 100.0 ( 50/ 50)
Scarlet fever 983 ( 57/ 58)
Otorhinolaryngological infections 91.2 ( 342/ 375)
Otitis media 93.1 ( 242/ 260)
Sinusitis 87.0 ( 100/ 115)

Total

94.7 (2,822/2,979)

Clinical efficacy % = No. of cases judged as “effective” /No. of cases evauable for clinical

efficacy X 100
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Table 6. Clinical efficacy by infetion type [duration of administration (days) ]

Clinical efficacy %

Infection type Duration of administration (days)
1-3 4-6 79 10-12 13- Total

Dermatological infections | 93.8( 30/ 32) | 93.3( 168/ 180) | 96.2(125/130) | 95.8( 23/ 24) | 92.9(13/14) | 94.5( 359/ 380)

Superficial skin 92.6( 25 /27) | 92.1( 140/ 152) | 95.3(101/106) | 95.5( 21/ 22) | —( 5/ 6) | 933( 292/ 313)

infections

Deep skin infections —( 4/ 4) | 100.0( 23/ 23) | 100.0( 19/ 19) —( 2 2 —( 5/5) | 100.0( 53/ 53)

Chronic pyoderma —(C v 1 —( 5 5 —( 5/ 5) —(3/3) | 100.0( 14/ 14)
Respiratory tract 89.1(228/256) | 95.5(1,058/1,108) | 97.5(499/512) | 97.4(148/152) | 94.1(64/68) | 95.3(1,997/2,096)
infections

Acute upper respiratory 89.3(225/252) 95.5(1,042/1,091) 97.6(483/495) 97.2(138/142) | 93.8(60/64) 95.3(1,948/2,044)
tract infections

Pneumonia —( 8 4) | 941( 16/ 17) | 94.1( 16/ 17) | 100.0( 10/ 10) —( 4/ 4) | 942( 49 52)
Otorhinolaryngological 71.9( 23/ 32) | 93.5( 129/ 138) | 93.0(119/128) | 96.0( 48/ 50) | 85.2(23/27) | 91.2( 342/ 375)
infections

Otitis media 76.2( 16/ 21) | 95.6( 87/ 91) | 955( 84/ 88) | 95.1( 39/ 41) | 84.2(16/19) | 93.1( 242/ 260)

Sinusitis 63.6( 7 /11) | 89.4( 42/ 47) | 87.5( 35/ 40) —( 9 9 —( 78 | 87.0( 100/ 115)

Clinical efficacy % = No. of cases judged as “effective” /No. of cases evaluable for clinical efficacy X 100

Table 7. Clinical efficacy by infection type [concomitant drugs]

Concomitant drugs ‘ Clinical efficacy %

Dermatological infections

Superficial skin infections

Gentamicin sulfate 95.7 ( 88/ 92)
Betamethasone valerate * Gentamicin sulfate 91.7 ( 66/ 72)

Chronic pyoderma

Respiratory tract infections

Acute upper respiratory tract infections

Tipepidine hibenzate 94.6 (599/633)
Carbocisteine 95.2 (601/631)
Cyproheptadine hydrochloride 94.7 (501/529)
Lysozyme hydrochloride 97.6 (320/328)
Tulobuterol hydrochloride 94.7 (304/321)
Procaterol hydrochloride 93.8 (211/225)
Theophylline 98.0 (198/202)
Pneumonia
Carbocisteine 95.7 ( 22/ 23)
Tulobuterol hydrochloride 100.0 ( 23/ 23)

Otorhinolaryngological infections

Otitis media

Carbocisteine 93.2 ( 96/103)

Lysozyme hydrochloride 91.3 ( 63/ 69)
””””” Sinusiis
"~ Cabocisteine | 907 (4950

Lysozyme hydrochloride 91.7 ( 33/ 36)

Clinical efficacy % = No. of cases judged as “effective” /No. of cases evaluable for
clinical efficacy X 100

375 6) T o720 RABITIEF B % L AREIZ VRIS ED [4~6 H] PIRDE L, FRZFROER)
100.0% (17 BI/17B)) ThHo7225, GEIELS BB & (L Table 6 DEBY Tho 7z PRI, INVKY AT
X557 (p=0.2012) . AFIOBL- M, PHEB X 4V, BERIEAL) VF—20%L, SNSOERDAE
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Table 8. Clinical efficacy by isolated strains

Isolated strains Clinical efficacy %

94.6 (159/168)

Staphylococcus spp.

S. aureus 94.4 (135/143)
S. epidermidis 100.0 ( 10/ 10)
Streptococcus spp. 96.2 (276/287)
S. pyogenes 97.5 (118/121)
S. agalactiae — (2 2
S. preumoniae 88.9 ( 64/ 72)

Peptostreptococcus spp. -
81.3 ( 13/ 16)

Propionibacterium spp. —

Moraxella catarrhalis

Escherichia coli 100.0 ( 18/ 18)
Citrobacter spp. — (V1
Kilebsiella spp. — ( 5/ 6)
K. pneumoniae — (v
K. oxytoca — (4 4
Enterobacter spp. — ( 3/ 3)
Serratia spp. — (1 2
S. marcescens — (o1
Proteus spp. — (2 2
P. mirabilis — (2 2

Morganella morganii —

Providencia spp. —
97.0 (131/135)

Bacteroides spp. —

Haemophilus influenzae

Clinical efficacy % = No. of cases judged as
“effective” /No. of cases evaluable for clinical
efficacy X 100

#EIL Table 7 DL B THo 7z,

(2) BT R ) A R =8

Fifh P 2 SR B ) S 1 2,979 B BT, FG-RITITHR
WS- EIN R ThH 5N 638 RO NFIL, Strepto-
coccus spp. B3 b % < 287 bk (RERE=E 45.0%), R\ T
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726
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TS WA OB 23 % Table 10 127876
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I 353 TR HSAE 8 X OB AL 2L Tl Streptococcus spp. 3%
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Table 9. Clinical efficacy by patient background

Item ‘ Category Clinical efficacy % P

Total cases evaluated for clinical efficacy 94.7 (2,822/2,979)

Gender Male 95.5 (1,570/1,644) pl = 0.0371 *
Female 93.8 (1,252/1,335)

Age < 29 days —(C v 1 pl = 0.3305
29 days < to < 24 months 93.8 ( 706/ 753)
24 months = to < 6 years 94.5 (1,468/1,554)
6 years < to < 16 years 96.4 ( 639/ 663)
16 years = to < 65 years —( 4 4
65 years = —( 4/ 4)

In/Outpatients In 96.7 ( 29/ 30) pl = 0.0054 *
Out 94.8 (2,772/2,923)
In © out 80.8 ( 21/ 26)

Weight (kg) <5 —(C 6 7 pl = 0.3910
5 < to =10 94.3 ( 330/ 350)
10<to=15 94.2 (1 942/1,000)
15 < to = 20 95.8 ( 871/ 909)
20<to =25 94.4 ( 401/ 425)
25 < 96.2 ( 251/ 261)
Unknown 778 ( 21/ 27)

Severity Mild 96.2 (1,045/1,086) pl = 0.0036 *
Moderate 94.1 (1,690/1,796) p2 = 0.3789
Severe 89.7 ( 87/ 97) p3 = 0.0012 *

Underlying disease/complications No 94.6 (2,379/2,516) pl = 0.3192
Yes 95.7 ( 443/ 463)

History of disease No 94.6 (2,398/2,534) pl = 0.5862
Yes 95.3 ( 422/ 443)
Unknown —( 27 2

Maximum daily dosage (mg/kg) <6 100.0 ( 35/ 35) pl = 0.0771
6<to=9 95.2 (1,284/1,349)
9<to =12 94.3 (1,416/1,502)
12 < 100.0 ( 66/ 66)
Unknown 778 ( 21/ 27)

Frequency of administration per day Once —( 2/ 2) pl = 0.9754
Twice 945 ( 52/ 5b)
Three times 94.7 (2,754/2,907)
4 times or more 929 ( 13/ 14)
Unknown — ( 1/ 1)

Duration of administration (day) 1-3 87.9 ( 282/ 321) pl < 0.0001 *
4-6 95.1 (1,384/1,456) p2 < 0.0001 *
79 96.4 ( 779/ 808) p3 = 0.0005 *
10-12 97.3 ( 254/ 261)
13- 925 ( 123/ 133)

Total dosage (mg/kg) <27 89.0 ( 146/ 164) pl = 0.0002 *
27 < to <54 94.3 (1,299/1,378) p2 = 0.0027 *
54 < to < 72 96.4 ( 662/ 687) p3 = 0.0062 *
72 < to = 117 96.8 ( 570/ 589)
117 < 925 ( 124/ 134)
Unknown 77.8 (21 /27)

Concomitant drugs No 95.3 ( 344/ 361) pl = 0.6108
Yes 94.7 (2,478/2,618)

Concomitant treatments No 95.0 (2,614/2,751) pl = 0.0138 *
Yes 91.2 ( 208/ 228)

*:p <0.05

pl: x%test, p2: Goodness of fit test, p3: Cochran-Armitage test
Clinical efficacy % = No. of cases judged as “effective” /No. of cases evaluable for clinical efficacy X 100
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Table 10. Bacteriological effects by infection type

Elimination %
Isolated strains ; _
Dermatological Respiratory Urinary Scarlet fever Otorol}g}g(;lcailyng Total
Staphylococcus spp. 97.4 (38/39) 95.8 (23/24) — (/1) — 96.7 (29/30) | 95.7 ( 90/ 94)
S. aureus 97.4 (37/38) 95.5 (21/22) — — 100.0 (14/14) | 97.3 ( 72/ 74)
S. epidermidis — — (2/2) — (/1) — — (4 4) — (6 7
Streptococcus spp. — (33 95.7 (90/94) — (/1 95.5 (21/22) 96.7 (29/30) | 96.0 (144/150)
S. pyogenes — (VD 92.9 (39/42) — 95.0 (19/20) — (33 | 939 (62 /66)
S. agalactiae — — (17D — (/1) — — — ( 2/ 2
S. preumoniae — 92.3 (12/13) — — 96.2 (25/26) | 94.9 ( 37/ 39)
Moraxella catarrhalis — — (3 3) — — — ( 5/ 5) — ( & 8
Escherichia coli — (VD — 90.0 (9/10) — — 90.9 ( 10/ 11)
Kiebsiella spp. — — (VD — (1/2) — — — (2 3)
K. oxytoca — — — (I/ 2) — — — ( 2/ 3)
Enterobacter spp. — — (1/2) — — — —( 1/ 2
Serratia spp. — — — — — (v — (11
Haemophilus influenzae — (1 90.6 (48/53) — — (v 100.0 (27/27) | 93.9 ( 77 /82)

Elimination % = No. of eliminated strains/No. of isolated strains X 100
Note: Peptostreptococcus spp., Propionibacterium spp., Citrobacter spp., Proteus spp., Morganella morganit, Providencia spp.,

and Bacteroides spp. were not detected.
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Postmarketing study of cefcapene pivoxil fine granules for children
Yoko Ishikawa", Harumichi Maki”, Akira Ohtaki", Satoshi Iwakura" and Jingoro Shimada”

UDrug Safety Management Dept., Shionogi & Co., Ltd., 5-12—4 Sagisu, Fukushima-ku, Osaka, Japan

YInstitute of Medical Science, St. Marianna University School of Medicine

Cefcapene pivoxil hydrochloride (CFPN-PI, Flomox” Fine granules 100 mg for children), an oral cephem an-
tibiotic, was approved for marketing on April 22, 1997. For 2 years from approval, we studied the practical use
in compliance with new Good Postmarketing Surveillance Practices (GPMSP) . Then, after 6 years of reexami-
nation period, we applied for reevaluation on July 18, 2003.

3,073 cases of collected from 566 medical institutes nationwide; we evaluated 3,047 for safety, 2,979 for clini-
cal efficacy, and 326 for bacteriological efficacy, with the following results:

1) The incidence of adverse drug reactions, 4.30% (131 cases,/3,047 cases), was lower than that obtained in
studies before marketing approval, 6.63% (37 cases/558 cases). The most frequently observed adverse drug re-
action was diarrhea, whose incidence was 3.74% (114 events/3,047 cases). The incidence of diarrhea tended to
be higher in younger patients.

2) Clinical efficacy by infection type was 91.2-98.3%, and results were equivalent to those in studies before
marketing approval.

3) In bacteriological evaluation, elimination was 90% or more in most strains, and results were equivalent to
those in studies before marketing approval.

4) The drug could be taken “easily” or “without any difficulty” in 94.0% of patients.



