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10 Laboratory tests: WBC count, Neutrophil count, ESR, CRP
20 Bacteriological examination: Bacterial culture, Mycoplasma antibody, C. pneumoniae antibody, etc.

Fig. 1.
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No. of cases collected 778
No. of cases excluded from safety analysis 60
Contract deviation 24
Never visited after prescription 35
Did not use the drug 2
Violation of inclusion criteriatdC . . o2
O including some duplications]| O

No. of cases subject to safety analysis 718

10 Patients whose WBC count was not measured on the day of administration

No. of cases excluded from efficacy analysis 87
Deviation from dosage and administration®t 48
Off-label use 12
Effective evaluation undetermined 17
Did not meet criteria for evaluation2d 0 34

O including some duplications(] O

No. of cases subject to efficacy analysis 631

10 Patients treated at a dosage per kg body weight over 13 mgO potency[TJ
or less than 8 mg potency

Patients who were administered tablets

Patients whose exposure period was 2 days or less, or 4 days or more
20 Cases evaluated based on information obtained from other sources

besides pysician’s examination

Cases evaluated based on information obtained after evaluation period

Fig. 2. Cases subject to analysis.
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Table 1. Patient profiles in safety and efficacy analysis
No. of cases[] %[
Safety Efficacy
Background factor Respiratory tract L .
& 718 Ii)nfec tilgns Otitis media
589 42
01 420 5.8%0 260 4.4%0 40 9.5%0
10 toO 4 2740 38.2%0 2300 39.0%0 1200 28.6%0
40 toO 7 2020 28.1%0 1810 30.7%0 80 19.0%0
Agell yearsDl 70 toO 10 1130 15.7%0 920 15.6%0C 50 11.9%0
100 toO 13 610 8.5%0 490 8.3%0 20 4.8%0
130 toO 16 260 3.6%0 110 1.9%0 110 26.2%0
02 1400 19.5%0 1040 17.7%0 60 14.3%0
02 5780 80.5%[1 4850 82.3%[] 3601 85.7%0]
Gender Males 3830 53.3%0 3080 52.3%0 300 71.4%0
Females 3350 46.7%0 2810 47.7%0 1200 28.6%0
025 00 0.0%0 00 0.0%0 00 0.0%0
250 toO 10 620 8.6%0 440 7.5%0 20 4.8%0
100 to O 20 4130 57.5%0 3540 60.1%0 190 45.2%0
200 to O 30 1400 19.5%0 1210 20.5%0 80 19.0%0
300 toO 40 670 9.3%0 5200 8.8%0 20 4.8%0
Body weight kg 400 to O 50 190 2.6%0 120 2.0%0 40 9.5%0
500 to O 60 120 1.7%0 50 0.8%0 30 7.1%0
600 tod 70 30 0.4%0 00 0.0%0 30 7.1%0
700 toO 80 00 0.0%0 00 0.0%0 00 0.0%0
800 to O 90 00 0.0%0 00 0.0%0 00 0.0%0
90 0 to O 100 20 0.3%0 10 0.2%0 10 2.4%0
. Outpatient 5130 71.4%0 4260 72.3%0 230 54.8%0
In/Outpatient Inpatient 20500 28.6%0 | 16300 27.7%00 1900 45,2907
Laryngopharyngitis 570 7.9%0 440 7.5%0 00 0.0%0
Acute bronchitis 2090 29.1%0 1810 30.7%0 00 0.0%0
Tonsillitis 3000 4.2%0 230 3.9%0 00 0.0%0
Type of infection Pneumonia 36401 50.7%(] 3410 57.9%0 00 0.0%0
Pulmonary suppuration 001 0.0%0 00 0.0%0 00 0.0%0
Otitis media 460 6.4%0 00 0.0%0 4200 100.0%0
Off-label use 120 1.7%0 00 0.0%0 00 0.0%0
Mild 3390 47.2%0 2560 43.5%0 280 66.7%0
Severity of infection Moderate 3740 52.1%0 3290 55.9%0 130 31.0%0
Severe 50 0.7%0 40 0.7%0 10 2.4%0
Acute 6960 96.9%0 5860 99.5%0 280 66.7%0
Type of infection Acute exacerbation of chronic disease 130 1.8%0 20 0.3%0 90 21.4%0
Chronic 90 1.3%0 10 0.2%0 50 11.9%0
Tablets 40 0.6%0 00 0.0%0 00 0.0%0
Formulation Capsules 710 9.9%0 640 10.9%0 00 0.0%0
Fine granules 6430 89.6%0 5250 89.1%0 420 100.0%0
0 10 620 8.6%0 370 6.3%0 70 16.7%0
Initial dosagelJ mg/kg/day] 10 6220 86.6%C 5200 88.3%0] 350 83.3%0
0 10 340 4.7%0 320 5.4%0 00 0.0%0
0 1,500 7030 97.9%0 5830 99.0%0 360 85.7%0
Total dosage] mg[] 1,500 130 1.8%0 60 1.0%0 60 14.3%0
0 1,500 20 0.3%0 00 0.0%0 00 0.0%0
1 50 0.7%0 00 0.0%0 00 0.0%0
Duration of drug exposuréd] days[ | 2 210 2.9%0 00 0.0%0 00 0.0%0
3 6910 96.2% 58901 100.0%0 420 100.0%0C
4 10 0.1%0 — _
History None 6640 92.5%0 5480 93.0%0 390 92.9%0
Yes 540 7.5%0 410 7.0%0 30 7.1%0
Complication None 4220 58.8%0 3370 57.2%0 310 73.8%0
Yes 2960 41.2%0 2520 42.8%0 110 26.2%0
None 6730 93.7%0 55000 93.4%0 390 92.9%0
Hepatic dysfunction Yes 130 1.8%0 | 0017%0 | 102.4%0
Unknown 320 4.5%0 2901 4.9%0 20 4.8%0
None 6160 85.8%0 4980 84.6%0 390 92.9%0
Renal impairment Yes 100.1%0 | 0000%0 | 102.4%0
Unknown 1010 14.1%0 910 15.4%0 20 4.8%0
None 320 4.5%0 160 2.7%0 80 19.0%0
Concomitant drug s00 Yes 6830 95.1%0 | 5720 97.1%0 | 330 78.6%0
Unknown 30 0.4%0 10 0.2%0 10 2.4%0
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Table 2. Incidence of adverse drug reactions] ADRs[T] %[

Upon approval Positrggﬁﬁitégg

No. of cases subject to analysis for safety 726 718

No. of cases with ADRs 103 38

No. of ADRs 119 39

Incidence of ADRs[] %0 14.19 5.29

No. and incidence of ADRs by type %[

ADRs

Infections and infestations — 10 0.140
Gastroenteritis — 10 0.140

Gastrointestinal disorders 170 2.340 270 3.760
Abnormal faeces 10 0.140 —
Diarrhoea 100 1.380 190 2.650
Stools watery 10 0.140 —
Loose stools 20 0.280 10 0.140
Vomiting 30 0.410 70 0.970

Hepatobiliary disorders — 10 0.140
Hepatic function abnormal — 10 0.140

Skin and subcutaneous tissue disorders 60 0.830 20 0.280
Eczema — 10 0.140
Rash 20 0.280 —
Urticaria 40 0.550 10 0.140

Investigations 8500 11.7100 70 0.970
AST increased 60 0.830 10 0.140
ALT increased 120 1.650 20 0.280
Platelet count decreased 10 0.140 —
Platelet count increased 30 0.410 —
Blood lactate dehydrogenase increased 10 0.140 —
Eosinophil count increased 400 5.510 —
Neutrophil count decreased — 20 0.280
WBC count decreased 330 4.550 30 0.420

Data compiled using PT of MedDRA/J 7.1.
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Table 3. Incidence of ADRs by patient background factor
Background factor Rate %0 PO x 20
Total 5.2900 38/71801
Premature —0—0 p 0O 0.061 NS10O
Newborns[ [0 28 days[l —0—0
A ent Infants 28 days O O O 24 months[] 9.290 13/1400
ge segme Preschool children(] 24 months [0 O 00 6 years[ 4.550 15/3300
School children and adolescents
06 years 0O O 16 years[ 4.030 10/2480
01 19.050 8/420 p 0 0.001°° 10
10 toO 4 4.740 13/2740
40 toO 7 5.9400 12/2020
70 toO 10 3.5400 4/1130
Agel] years] 100 toO 13 1.640 1/610
130 toO 16 0.000 0/260
o2 9.2900 13/14000 p O 0.019° 10
o2 4.330 25/5780
0 25 —0—0 p O 0.001°0 10
250 toO 10 19.350 12/6200
100 toO 20 4.120 17/4130
200 toO 30 5.710 8/1400
300 tod 40 1.490 1/670
Body weight[ kg 400 to O 50 0.000 0/190
500 to O 60 0.000 0/120
600 tod 70 0.0000 0/30
700 to O 80 —0—0
800 toO 90 —0—0
900 to O 100 0.000 0/20
. Outpatient 2.730 14/5130 p 0 0.001°° 10
In/Out patient Inpatient 11.710 24/2050
Mild 5.010 17/3390 p O 0.331 NS10O
Severity of infection Moderate 5.3500 20/3740
Severe 20.000 1/60
Tablets 0.000 0/40 p O 0.268 NS10O
Formulation Capsules 1.410 1/710
Fine granules 5.7500 37/6430
0 10 3.230 2/620 p O 0.594 NS10
Initial dosage] mg/kg/day[] 10 5.630 35/62200
O 10 2.940 1/340
0 1,500 5.4100 38/70301 p O 0.652 NS10
Total dosage[] mg[] 1,500 0.0000 0/130
O 1,500 0.000 0/20
1 40.000 2/50 p 0 0.004°° 10
. 2 0.0000 0/210
Duration of drug exposure(] days 3 5.210 36/6910
4 0.000 0/10
Histo None 5.42[1 36/664 01 p O 0.588 NS10
= Yes 3.700 2/5400
Complication None 6.160 26/42200 p O 0.214 NS10O
omplcatio Yes 4050 12/29601
None 5.500 37/6730 p O 0.732 NS10O
Hepatic dysfunction Yes re0011300
Unknown 0.0000 0/3200
None 5.680 35/61601 p O 0.806 NS10O
Renal impairment Yes ooo00ML |
Unknown 2.970 3/1010
None 0.000 0/320 p O 0.170 NS10
Concomitant drug s Yes 55600386830 | .
Unknown 0.000 0/30
None 5.170 37/7150 p O 0.030° 10
Nondrug therapy Yes 33.330 1/30

10k 2, NS: no significant difference,

0.p0 0.05 00 :p0 0.01
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Table 4. Incidence of ADRsO In/Outpatient/Duration of drug exposure/Nondrug therapy
In/Outpatient Duration of drug exposurel] days[] Nondrug therapy
Outpatient | Inpatient 2 3 04 None Yes Total
R s‘;ffgfes evaluable 513 205 21 | 691 1 715 3 718
No. of cases with ADRs 14 24 0 36 0 37 1 38
No. of ADRs 15 24 0 37 0 38 1 39
Incidence of ADRs[J %[ 2.73 11.71 40.00 0.00 5.21 0.00 5.17 33.33 5.29
ADRs p O 0.001°° 10 p O 0.004°° 10 p O 0.030° 10
No. and incidence of ADRs by type %[

Infections and infestations — 10 0.490 — — 100.140| — 10 0.140 — 10 0.140
© Gastroenteritis | — 100490 | — | — | 10010 — | 10o0mn] — | 100140
Gastrointestinal disorders 120 2.340 | 160 7.320 | 2040.000| — |2603.620| — |2703.780 — 270 3.760
* Diarrhoea | 901750 | 1004880 | — | — |1902750| — |1902660] — | 1902650

Loose stools — 10 0.490 — — 100.140| — 10 0.140 — 10 0.140
Vomiting 300.580 | 40 1.950 | 2040.000 — 500.720 — 70 0.980 — 70 0.970
Hepatobiliary disorders — 10 0.490 — — 100.140| — — 10 33.330| 100.140
* Hepatic function abnormal | — 100490 | — | — | 1moun| — | — [1083330) 100.140
Skin and subcutaneous — 200980 | — — | 200200| — | 200280 — | 200280
tissue disorders
" Bezema | — | 100490 | — | — | wmown| — [ wouan| — | 100140
Urticaria — 10 0.490 — — 100.140| — 100.140 — 100.140
Investigations 2000.390 | 502440 — — 701010 — 70 0.980 — 70 0.970
© ASTincreased | woen | — | — | — | woun| — | wmomn| — | 1moun
ALT increased 100.190 | 100.490 — — 200290 — 20 0.280 — 20 0.280
Neutrophil count decreased 100.190 | 10 0.490 — — 200.290| — 20 0.280 — 20 0.280
WBC count decreased — 30 1.460 — — 300430 — 30 0.420 — 30 0.420

Data compiled using PT of MedDRA/J 7.1.
1% %% :p00.05°% :p0 0.01
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Table 5. Incidence of ADRs[] O 2 years/2 years [0 O
Years 02 20 Total
No. of cases evaluable for safety 140 578 718
No. of cases with ADRs 13 25 38
No. of ADRs 13 26 39
Incidence of ADRs[ %0 9.29 4.33 5.29
ADRs No. and inci(ﬁer?ceogfl ?AIU)I%SD by typel %0
Infections and infestations — 100.170 10 0.140
 Gastroenteriis | — | 100170 | 10040
Gastrointestinal disorders 120 8.570 150 2.600 270 3.760
. Diarthoea | 805710 | 1101900 | 1902650
Loose stools 100.710 — 10 0.140
Vomiting 30 2.140 40 0.690 70 0.970
Hepatobiliary disorders 100.710 — 10 0.140
© Hepatic function abnormal | 100710 |  — | 100140
Skin and subcutaneous tissue disorders — 20 0.350 20 0.280
CEBezema | — | 1o | 1womn
Urticaria — 100.170 10 0.140
Investigations — 70 1.210 70 0.970
© ASTincreased | — | 100170 | 100140
ALT increased — 20 0.350 20 0.280
Neutrophil count decreased — 20 0.350 200 0.280
WBC count decreased — 30 0.5620 30 0.420
Data compiled using PT of MedDRA/J 7.1.
1 34" :p0O 0.050"% : pO 0.01
Table 6. Efficacy
Laryngopharyngitis 44 36 81.8
Acute bronchitis 181 157 86.7
Resli)riéztcft’gntsmt Tonsillitis 23 23 100.0
Pneumonia 341 307 90.0
Sub total 589 523 88.8
Otitis media 42 36 85.7
Total 631 559 88.6
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Table 7. Efficacy by causative organism
Total Resplratory act | - (yitis media
Causative organism
No. of cases with .identiﬁed Efficacy Efficacy
causative organism[] %[]
Staphylococcus spp. 8 3% — 6/8 — 4/6 — 2/2
Streptococcus spp. 3 1% — 2/3 — 2/3 — /
S.pneumoniae 14 6% 85.7% 12/14 84.6% 11/13 100.0% | 1/1
M.catarrhalisO B.catarrhalist 4 2% — 4/4 — 3/3 — 1/1
H.influenzae 38 16% 73.7% | 28/38 77.1% 27/35 333% | 1/3
Mycoplasma spp. 131 56% 93.1% | 122/131 | 93.1% | 122/131 — /
C.pneumoniae 5 2% — 5/5 — 5/5 — /
Mixture bacillus 30 13% 83.3% | 25/30 83.3% 25/30 — /
Staphylococcus spp. O M.catarrhalis 1 — — 11 — /1 — /
S.pneumoniae O M.catarrhalis 1 — — 0/1 — 0/1 — /
S.pneumoniae U H.influenzae 9 — — 8/9 — 8/9 — /
S.pneumoniae O Mycoplasma spp. 8 — — 6/8 — 6/8 — /
S.pneumoniae O C.pneumoniae 1 — — 1/1 — 1/1 — /
M.catarrhalis O Mycoplasma spp. 2 — — 2/2 — 2/2 — /
H.influenzae O Mycoplasma spp. 2 — — 2/2 — 2/2 — /
H.influenzae [ others 1 — — 11 — 1/1 — /
Streptococcus spp. O others 1 — — 11 — /1 — /
S.pneumoniae O H.influenzae 1 — — 1/1 — /1 — /
0 Mycoplasma spp.
M.catarrhalis O H.influenzae 1 — — 1/1 — /1 — /
0 Mycoplasma spp.
S.pneumoniae 0 M.catarrhalis 1 — — 1/1 — 1/1 — /
0 H.influenzae 0 Mycoplasma spp.
Staphylococcus spp. O M.catarrhalis 1 — — 0/1 — 0/1 — /
0 H.influenzae 0 Mycoplasma spp.
Total 233 100% 87.6% | 204/233 | 88.1% | 199/226 | 71.4% | 5/7
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Table 8. Efficacy by patient background factor

Background factor RatelJ %0
PO 20
Total 88.600 559/6310)
Premature —O0—a p O 0.234 NS10O
NewbornsO O 28 days[ —O0—0
Age segment Infants( 28 days O 0 O 24 monthsO 86.40 95/1100
Preschool children[] 24 months [ [0 [0 6 years[] 90.80 277/30501
School children and adolescents 6 years 0 0 00 16 years[] 86.60 187/21601
o1 86.701 26/3001 p O 0.180 NS10O
10 tod 4 92.10 223/2420
Agel] vears] 40 toO 7 86.80 164/1890)
geLy 70 toO 10 82.500 80/9701
100 toO 13 90.20 46/510
130 toO 16 90.90 20/220
025 —0—0 p O 0.100 NS10O
250 toO 10 76.10 35/460
100 to O 20 90.90 339/3730)
200 to O 30 86.000 111/12901
300 toO 40 88.90 48/5400
Body weight[ kgl 400 to O 50 93.80 15/160
50 0 to O 60 87.500 7/801
600 tod 70 66.70 2/30
700 toO 80 —0—0
80 0 to O 90 —0—0
90 0 to O 100 100.00 2/20
. Outpatient 88.600 398/44901 p O 0.949 NS10O
In/Outpatient Inpatient 88.500 161/18200
Mild 85.90 244/2840] p O 0.120 NS10O
Severity of infection Moderate 90.900 311/34201
Severe 80.00 4/50)
Acute 88.600 544/61401 p O 0.895 NS10O
Type of infection Acute exacerbation of chronic disease 90.90 10/110
Chronic 83.30 5/601
Formulation Capsules 89.100 57/640 p O 0.900 NS1O
Fine granules 88.500 502/56701
0 10 88.600 39/4400 p O 0.743 NS10O
Initial dosagel] mg/kg/day) 10 88.80 493/55500
0 10 84.40 27/3200
0 1,500 88.700 549/61901 p O 0.563 NS10
Total dosage[] mg) 1,500 83.30 10/120
0 1,500 —0—0
Hist None 88.800 521/58701 p O 0.630 NS10O
Story Yes 86.400 38/440)
Complication None 90.500 333/36801 p O 0.076 NS10O
ompleato Yes 85.90 226/2630
None 88.100 519/58901 p O 0.224 NS10O
Hepatic dysfunction YOS ooy |
Unknown 93.500 29/3101
None 88.60 476/5370 p O 0.720 NS10O
Renal impairment YOS e 10000110 1
Unknown 88.20 82/930
. . ) None 87.30 352/4030 p O 0.191 NS10O
Previous antibacterial therapy Yes 90.80] 207/2280
Previous nondrug thera None 88.30 537/60801 p O 0.278 NS10O
g therapy Yes 95.70 22/230
None 95.80 23/2401 p O 0.253 NS10O
Concomitant drug sCJ oS e 88.30534/60500 | .
Unknown 100.00 2/20
None 88.70 557/62801 p O 0.231 NS10O
Nondrug therapy Yes 66.70 2/30

10k 2, NS: no significant difference, ” : p 0 0.05, °Y : p O 0.01
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Post marketing Surveillance of Azithromycin in pediatric patients

Kouji Aoki, Toshiro Otake, Yuki Yoshida, Keiko Minamiyama and Kyoko Imamura
Medical Affairs, Pfizer Inc., 3-22-7 Yoyogi, Shibuya-ku, Tokyo, Japan

Azithromycifl AZM: Zithromac®[ a 15-membered ring maclolide antibiotic, was approved in March 2000 and
launched in June 2000 in Japan. A special investigation of Zithromac®O in pediatric patientsd was started in Au-
gust 2001 to collect and confirm proper use information, including safety and efficacy in pediatric patients. Of
778 patients, 718 were analyzed for safety and 631 for efficacy.

Of the 718 in the safety analysis, 39 cases of adverse drug reactions] ADRswere reported in 38 patients, with
an ADR incidence of 5.290 0 38/71800 The commonest ADRs were diarrheal] 19 cases and vomitingd 7 cases[]
No cases of serious ADR were seen.

The incidence of gastrointestinal disorders in patients under 2 years of age, pinpointed in Precautions on the
package insert, was 8.570 00 12/14001 In all cases, seriousness was slight and the outcome of relief or resolu-
tion/recovery confirmed.

The incidence of decreased WBC count and decreased neutrophil count also pinpointed in Precautions on
the package insert was 0.680 O 3/4420 and 0.530 0 2/3760

Efficacy was 88.80 0 523,/5890 for respiratory tract infection laryngopharyngitis, acute bronchitis, tonsilli-
tis and pneumoniall and 85.70 0 36/4200 for otolaryngology tract infectionsO otitis medial] respectively.

The causative organism was identified only in 226, including those with multiple causative organisms, among
those included in efficacy analysis in respiratory tract infection. Efficacy for commonest causative organisms
was 93.10 0 122,/1310 for Mycoplasma spp., 84.60 0 11,/130 for Streptococcus pneumoniae, and 77.10
0 27/350 for Haemophilus influenzae.



