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survey period

205 patients were excluded from analysis:
- 192 patients: safety and efficacy unassessable because of
failure to return for the follow-up
- 6 patients: no intake
- 5 patients: deviation from sequential enrollment
- 1 patient: started administration before the contracted

- 1 patient: overlapped

3,618 patients were subjected to
analysis.

6 patient was excluded from safety
analysis due to failure of follow-up.

196 patients were excluded from efficacy
analysis.

+ 121 patients: off-label use
- 75 patients: efficacy unassessable
- 18 patients: concomitant drug use
- 19 patients: change to other hospitals or
failure to visit
- 16 patients: administration was
discontinued due to adverse events
- 8 patient: insufficient intake
- 14 patients: other reasons

3,612 patients were subjected
to safety analysis.

3,422 patients were subjected
to efficacy analysis.

Fig. 1.

Breakdown of patients.
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Table 1. Incidence of ADRs stratified by patient demography

Total in Use—results surveillances

Patients subjected to examination 3,612
Patients with ADRs 368
Number of ADR events 384
Incidence of ADRs (%) 10.19

Organs with ADRs Incidence of ADRs, % (Patients with ADRs*)
Skin and appendages disorders 0.42 (15)
Rash 0.25 (9
Urticaria 0.08 (3
Eruption 0.03 (D
Wheals 0.03 (D
Eczema 0.03 (D
Psychiatric disorders 0.03 (D
Sleep disorder 0.03 (D
Gastrointestinal system disorders 9.83 (855)
Diarrhoea’ 9.69 (350)
Vomiting 0.11 (4
Nausea 0.03 (D
Constipation 0.06 (2
Enterocolitis 0.06 (2
Stomatitis 0.03 (D
Abdominal pain 0.03 (D
Defecation frequency 1 0.03 (D
Liver and biliary system disorders 0.06 (2
Hepatic function disorder 0.03 (v
General disorders 0.08 (3
Fever 0.06 (2
Discomfort 0.03 (D
Disorders in host defense mechanism 0.03 (D
Candidiasis 0.03 (D

ADRs: adverse drug reactions

*Multiple ADRs experienced by 1 patient were totaled individually in each corresponding class.

‘included with loose bowels, caddy stools and watery stools.
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Table 2. Incidence of ADRs by patient demography
Result
Item Stratum Incidence of ADRs (%) 2esu
(5 test)
Allpatients 10.19 368 /3,612
Gender male 11.27 219 /1,943 5<0.05
female 8.93 149 /1,669
pregnancy no 8.93 149 /1,669
yes 0 /0
<1 18.51 52 /281
1= <3 14.84 177 /1,193
3= < 6 7.49 104 /1,389
A, <0.05
8¢ 6= <12 4.58 32 /699 P
12= <15 3.03 /33
15= 11.76 /17
absent 10. 20 311 /3,048
n.s
present 10.05 41 /408
unknown 10.26 16 /156
renal disorder absent 10.19 349 /38,424
n.s
present 6.25 1 /16
unknown 10. 47 18 /172
Complications
hepatic disorder ~ absent 10.18 349 /3,429
n.s
present 10.00 1 /10
unknown 10. 40 18 /173
others absent 10.22 316 /3,092
n.s
present 9.95 39 /3892
unknown 10. 16 13 /128
Hypersensitive absent 10. 06 341 /3,391
n.s
predisposition present 14.29 21 /147
unknown 8.11 6 /74
hyper— drugs 35.00 7 /20
sensitive to  foods 8.11 3 /37
others 5.00 1 /20
unknown 17.86 10 /56
duplicate 0.00 0 /14
Preexposure to absent 9.50 267 /2,811
e . p<0.05
antibiotics present 12.73 98 /770
unknown 9.68 3 /31
< 2 0.00 0 /9
2= < 4 6. 80 24 /353
D 4= < 6 10.50 318 /8,029
osage n.s
( /kg> 6= <9 13.66 22 /161
m;
/%8 9= <11 7.41 2 /21
11= 0.00 0 /3
unknown 6.67 2 /30
< 3 13.51 77 /570
i 4= < 8 9.69 218 /2,249
Duration of
. . 8= <15 9.81 71 /724 p<0.05
administration
(days) 15= 2.94 2 /68
ays
Y [30=] 0.00 0 /2
unknown 0.00 0 /1
Concomitant drugs | no 6.42 24 /374
p<0.05
yes 10.62 344 /8,238

ADRs: adverse drug reactions
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Table 3. Incidence of diarrhoea by age
Age
<1M 1M= <2Y | 2Y=s <6Y |6Y= <16Y unknown Total
Patients subjected to examination 2 948 1,913 732 17 3,612
Patients with diarrh
ahients with ciarrhoea 0 156 163 29 2 350
(Number of patients)
Incidence of diarrhoea (%) 0.00 16.46 8.52 3.96 11.76 9.69
Classification Incidence of ADRs % (Patients with ADRs)
Diarrhoea 0.00(0) 6.22(59) 2.09(40) 0.68 (5) 0.00(0) 2.88 (104)
Loose bowels 0.00(0) 5.17(49) 3.45(66) 2.05 (15) 5.88(1) 3.63 (131)
Caddy stools 0.00(0) 3.16(30) 1.73(33) 0.96 (7) 0.00(0) 1.94 (70)
Watery stools 0.00(0) 1.90(18) 1.25(24) 0.27 (2) 5.88(1) 1.25 (45)
ADRs: adverse drug reactions
Table 4. Incidence and occurrence timing of diarrhoea and loose stools by drug administration duration
Duration of drug administration to occurrence
Starti Total
aring day 1 day 2 day 3 day 4-7 day 8= unknown
date
Number of patients
with diarrhoea and 37 108 119 45 33 2 6 350
loose bowels
Cumulative ratio (%) 10.8 42.2 76.7 89.8 99.4 100 —
Number of patients
. 3,611 3,041 792 1 3,612
administered
Incidence (%) 8.56(309/3,611) 1.09 0.25 — 9.69
Table 5. Days required for recovery from diarrhoea and loose bowels by change in administration regimen*
Day 0 Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 Day 7 Day 8= Total
Continued 0 21 35 34 18 15 9 6 19 157
ontinue
(0.0) (13.4) (35.7) (57.3) (68.8) (78.3) (84.1) (87.9) (100.0)
Dosage 0 0 0 0 0 0 0 2 0 2
decreased — — — — (100.0) (100.0)
Di tinued 0 4 23 28 24 22 10 5 23 139
iscontinue
(0.0) (2.9) (19.4) (39.6) (56.8) (72.7) (79.9) (83.5) (100.0)
Total 0 25 58 62 42 37 19 13 42 298
'ota
(0.0) (8.4) (27.9) (48.7) (62.8) (75.2) (81.5) (85.9) (100.0)

*14 patients in whom administration of FRPM was terminated before the onset of adverse events, 33 were excluded because outcome was
unknown and 5 because days required for recovery could not be calculated.
(' ):ratio of days required for recovery for each change in administration regimen
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Table 6. Days required for recovery from diarrhoea and loose bowels by presence or absence of treatment*
Day 0 Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 Day 7 Day 8= Total
No
svmptomatic 0 14 37 30 20 9 6 3 13 132
ymp (0.0) (10.6) (38.6) (61.4) (76.5) (83.3) (87.9) (87.9) (100.0)
treatment
Symptomatic 0 12 22 35 22 33 14 11 31 180
treatment (0.0) (6.7) (18.9) (38.3) (50.6) (68.9) (76.7) (76.7) (100.0)
Total 0 26 59 65 42 42 20 14 44 312
(0.0) (8.3) (27.2) (48.1) (61.5) (75.0) (81.4) (81.4) (100.0)

*33 patients were excluded because outcome was unknown and 5 because days required for recovery could not be calculated.

(' ):ratio of days required for recovery by treatment

3) ErFHAIEH

© THI - BEOFEBLRN

BIVEH & SN7-HRkAE, JRIRME, KBRMEZ & FRO%
H#1Z 9.69% (350 #1/3,612 ) TH -7,

B O THOFEEHEEZ, F—FIRE TP EHE
10.71% (208 f/1, 943 #) , M 8.51% (142 #1/1, 669
Bl) THY, BUETEIS7

HGRPUVEWE O (4] B, [H] O THOIEH R
X ZE N 2N 12.08% (93 #/770 B), 9.04% (254 1)/
2,811 %) T [H] B ED» o720

F72, OFHEHI O [H] &, TE] o TR OB
X ZFhEh 10.10% (327 #1/3,238 1), 6.15% (23 fi
/374 1) T [H] BdED o7,

EWP O TR OFEHHE % Table 31283 T, 1 2ALE

Appendix 1.

2 i A i 16.46% (156 151/948 #1), 2 5% LL L 6 i &K i
8.52% (163 /1,913 #), 6% LL L 16 % £ i 3.96%
(29 B1/732B1) TH Y, FlnHE 2 5 K O FLI
HECTHRIDFEBIARD E Ao 720

THIOFEBIRGH] & ¥ 5-WIF B 56 BRI % Table 4 127K
To FMBHEFOS H, ¥5HEH% 1 HIZ30.8%, 2
H1Z 84.0%, 3 HIZ12.9% P THERZFHL, &5
Biliate 3 HDLN O BFEFEBIA1L 89.8% ThH o720 Th
5ORERNCEEML R L, 85% LI LB TH - 72,

@ THRIFEHEEOULE B X Ozl

)R A O 35 Bl & B & w3 b IEIRFE R T AHK] O
AR RIEFRIC X 0 B F 2B L 72,

THRIDFEBUEG D4 G-kt - RN B S | -
B A RS 5 TOHEE Table 5 1R 7, [#kie] B

Incidences of ADRs stratified by patient demography

Clinical studies for approval

Patients subjected to examination 587
Patients with ADRs 48
Number of ADR events 50
Incidence of ADRs (%) 8.18

Organs with ADRs Incidence of ADRs, % (Patients with ADRs*)
Skin and appendages disorders 0.68 (4)
Rash 0.17 (D
Rash aggravated 0.17 (1)
Urticaria-like rash 0.17 (1)
Urticaria 0.17 (1)
Gastrointestinal system disorders 7.50 (44)
Diarrhoea’ 7.50 (44)
Disorders in host defense mechanism 0.34 (2
Candidiasis 0.34 (2)

ADRs: adverse drug reactions

*Multiple ADRs experienced by 1 patient were totaled individually in each corresponding

class.

'included with loose bowels
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Faropenem dry syrup for pediatric: A postmarketing surveillance
safety review of 3, 823 cases

Hiroaki Kubota”, Shigeko Tsutsumi’, Atsushi Hikita",
Kazuteru Funahashi’, Shinobu Matsumoto”, Akira Kojima®,

Yukio Kubota® and Yasukazu Kajiura”

YDrug safety and postmarketing surveillance pharmaceutical Div., SUNTORY Litd.,
Kojimachi No 31 MT BLDG, 4 F, 5-7-2 Kojimachi Chiyoda—ku, Tokyo 102—-8530, Japan
?QA & RA Div., Dept of PMS, Yamanouchi Pharmaceutical Co., Ltd.

The use-results surveillance study of Farom® dry syrup for pediatric (faropenem, FRPM) was

conducted from the time of sale in 1999 to 2002, covering 3, 823 cases at 630 institutions nationwide. Of
these, safety was analyzed in 3, 612 and efficacy in 3, 422. Results for safety were as follows:

1. The incidence of adverse drug reactions (ADRs), including abnormal laboratory findings in the Use
—results surveillance data, was 10.19% (368 cases) , higher than 8.18% (48/587) in premarketing studies.

2. Major of ADRs were gastrointestinal disorders at 9.83% (355 cases) including diarrhoea, wastery

stool, loose stools and mushy stool. Other ADRs were skin and appendages disorders at 0.42% (15 cases).

These symptom were slight, and resolved after administration of this agent was stopped. We confirmed

a higher incidence of ADRs in younger patients, i.e., less than 3 years old patient, and these ADRs was
almost appeared within 3 days.



