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Survey forms collected 797 |
Cases excluded from compliance analysis set 37
Never visited after prescription 30
Violation of registration 7

Compliance analysis set 760 |
Cases excluded from safety analysis set 1
Did not use the drug 1

‘ Safety analysis set 759 |

Cases excluded from efficacy analysis set 71
Disease not eligible 20
Deviation from dosage and administration 17
Clinical efficacy was indeterminate 21
No observation/examination at the 13
initiation/end of treatment

Efficacy analysis set 688
Cases excluded from 588
bacterial pathogens detection set
No rapid diagnosis/serological test/
bacteriological examination before the 485
initiation of treatment
Clinical specimen before the initiation of 18

treatment was inappropriate

No bacterial pathogens identified by rapid
diagnosis/serological test/ 85
bacteriological examination before the
initiation of treatment

Bacterial pathogens detection set 100

Cases excluded from 30
bacteriological efficacy analysis set

No bacteriological examination at the end
80
of treatment

Bacteriological efficacy analysis set 20 |
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Table 1. Incidence of ADRs by patient background factor
Number of | Composition Incidence of ADRs
Background factor X . P value
patients ratio(%) (%)
Safety analysis set 759 (100) 21 (2.77)
Male 414 (54.5) 13 (3.14) %
Gender
Female 345 (45.5) 8 (2.32) 0.4922
Newborns/infants (< 1) 43 (5.7) 6 (13.95) Fisher
Preschool children (>1-<6) 617 (81.3) 15 (2.43) 0.0004*
1 217 (28.6) 5 (2.30)
2 137 (18.1) 5 (3.65)
Age (year) 3 109 (14.4) 3 (2.75)
4 89 (11.7) 1 (1.12)
5 65 (8.6) 1 (1.54)
School children (>6—-<15) 99 (13.0) 0 (0.00)
Mean 29
>6-<10 112 (14.8) 5 (4.46) Fisher
>10-<15 358 (47.2) 15 (4.19) 0.0632
>15-<20 186 (24.5) 1 (0.54)
>20-<30 86 (11.3) 0 (0.00)
Weight (k =
cight (kg) >30-<40 12 (16) 0 (0.00)
>40-<50 0 — 0 —
>50-<59.5 3 (0.4) 0 (0.00)
Unknown 2 (0.3) 0 (0.00)
I tient 17 2.2 0 0.00 Fish:
Inpatient/Outpatient e le_m (2.2) (0.00) 1Sher
Outpatient 742 (97.8) 21 (2.83) 1.0000
Bacterial pneumonia 154 (20.3) 6 (3.90) Fisher
Otitis media 557 (73.4) 13 (2.33) 0.1319
Cholera 0 — 0 —
T, f infecti
ype of infection Anthrax 0 o 0 o
Others 20 (2.6) 2 (10.00)
Multiple infections 28 (3.7) 0 (0.00)
. . Initial infection 419 (55.2) 12 (2.86) x?
History of present illness . .
Recurrent infection 340 (44.8) 9 (2.65) 0.8562
No 328 (43.2) 7 (2.13) Fisher
Underlying diseases/Complications Yes 426 (56.1) 14 (3.29) 0.4615
Unknown 5 (0.7) 0 (0.00)
No 732 (96.4) 20 (2.73) Fisher
History of adverse drug reactions Yes 21 (2.8) 1 (4.76) 0.5375
Unknown 6 (0.8) 0 (0.00)
No 540 (71.1) 16 (2.96) Fisher
Allergy Yes 199 (26.2) 4 (2.01) 0.4848
Unknown 20 (2.6) 1 (5.00)
No 731 (96.3) 20 (2.74) Fisher
Medical history/Surgical history Yes 22 (2.9) 1 (4.55) 0.5507
Unknown 6 (0.8) 0 (0.00)
N 751 98.9 20 2.66 Fish
Symptom of nausea/vomiting at the © (98.9) (2.66) 1sher
o Yes 6 (0.8) 0 (0.00) 0.0643
start of medication
Unknown 2 (0.3) 1 (1/2)
Ni 751 98.9 21 2.80 Fish:
Symptom of joint disorder at the © (98.9) (280) isher
L Yes 0 - 0 — 1.0000
start of medication
Unknown 8 (1.1) 0 (0.00)
No 638 (84.1) 20 (3.13) Fisher
Medication history of TFLX Yes 110 (14.5) 0 (0.00) 0.0528
Unknown 11 (1.4) 1 (9.09)
>6.0-<12 24 (3.2) 0 (0.00) Fisher
Maximum daily dosage (mg/kg) 12 732 (96.4) 20 (2.73) 0.1044
>12-<13.6 3 (0.4) 1 (1/3)

(Continued)
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Table 1. (Continued)
Number of | Composition Incidence of ADRs
Background factor K . P value
patients ratio(%) (%)
Safety analysis set 759 (100) 21 (2.77)
<2 1 (0.1) 0 (0.00) Fisher
>0-<4 117 (15.4) 9 (7.69) 0.0263*
o _ >5-<7 447 (58.9) 8 (1.79)
Administration period (day) >8-<14 189 (24.9) 4 (2.12)
>15 5 (0.7) 0 (0.00)
Mean 6.4
<24 1 (0.1) 0 (0.00) Fisher
>24-<60 126 (16.6) 9 (7.14) 0.0437
>60-<96 441 (58.1) 8 (1.81)
Total d k _
otal dosage (mg/kg) >96-< 180 186 (24.5) 4 (2.15)
180< 5 (0.7) 0 (0.00)
Unknown 0 — 0 —
N 180 23.7 4 2.22 Fish
Antibiotics administered within 3 © ( ) (222) isher
Yes 554 (73.0) 17 (3.07) 0.9005
months
Unknown 25 (3.3) 0 (0.00)
N 302 39.8 6 1.99 Fish
Antibiotics administered © (39.8) (1.99) tsher
o Yes 432 (56.9) 15 (347) 04115
within 7 days
Unknown 25 (3.3) 0 (0.00)
X No 93 (12.3) 0 (0.00) Fisher
Concomitant drugs
Yes 666 (87.7) 21 (3.15) 0.0956
- No 703 (92.6) 19 (2.70) Fisher
Antibiotics except TFLX
Yes 56 (7.4) 2 (3.57) 0.6633

*P<0.05

Incidence of ADRs (%) = Number of patients with ADRs/Total number of patients X 100
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Table 2. Incidence of ADRs

Upon approval Post marketing surveillance
Safety analysis set 235 759
Patients with ADRs 62 21
No. of ADRs 89 26
Incidence of ADRs (%) 26.38% 2.77%
ADRs Incidence of ADRs (%)
Infections and infestations 0 (0.00) 1(0.13)
| Oral candidiasis 0(0.00) 1(0.13)
Metabolism and nutrition disorders 5(2.13) 0(0.00)
‘ Decreased appetite 5(2.13) 0(0.00)
Psychiatric disorders 1(0.43) 0 (0.00)
Delirium 1(0.43) 0(0.00)
Nervous system disorders 5(2.13) 0(0.00)
Somnolence 5(2.13) 0 (0.00)
Eye disorders 0 (0.00) 1(0.13)
‘ Ocular hyperaemia 0 (0.00) 1(0.13)
Vascular disorders 3(1.28) 0 (0.00)
Flushing 1(0.43) 0 (0.00)
Pallor 2(0.85) 0 (0.00)
Respiratory, thoracic and mediastinal disorders 0 (0.00) 1(0.13)
| Cough 0 (0.00) 1(0.13)
Gastrointestinal disorders 29 (12.34) 16 (2.11)
Abdominal distension 1(0.43) 0(0.00)
Abdominal pain 4(1.70) 1(0.13)
Abdominal pain upper 1(0.43) 0(0.00)
Constipation 2(0.85) 0(0.00)
Diarrhoea 13 (5.53) 10(1.32)
Nausea 2(0.85) 0(0.00)
Vomiting 10 (4.26) 8(1.05)
Lip blister 1(0.43) 0 (0.00)
Skin and subcutaneous tissue disorders 9(3.83) 2(0.26)
Eczema 1(0.43) 0 (0.00)
Erythema 3(1.28) 0(0.00)
Pruritus 1(0.43) 0 (0.00)
Rash 4(1.70) 0 (0.00)
Urticaria 0 (0.00) 2(0.26)
Musculoskeletal and connective tissue disorders 2(0.85) 0(0.00)
Arthralgia 2(0.85) 0 (0.00)
Renal and urinary disorders 1(0.43) 1(0.13)
Enuresis 1(0.43) 0(0.00)
Haematuria 0 (0.00) 1(0.13)
Reproductive system and breast disorders 1(0.43) 0(0.00)
Balanoposthitis 1(0.43) 0(0.00)
General disorders and administration site conditions 9(3.83) 1(0.13)
Pyrexia 5(2.13) 1(0.13)
Thirst 4(1.70) 0 (0.00)
Investigations 16 (6.81) 0(0.00)
Alanine aminotransferase increased 1(0.43) 0 (0.00)
Aspartate aminotransferase increased 1(0.43) 0(0.00)
Blood chloride decreased 2(0.85) 0 (0.00)
Blood chloride increased 1(0.43) 0(0.00)
Blood creatine phosphokinase increased 2(0.85) 0(0.00)
Eosinophil count increased 4(1.70) 0 (0.00)
Blood urine present 1(0.43) 0(0.00)
Monocyte count increased 1(0.43) 0(0.00)
Red blood cells urine positive 1(0.43) 0 (0.00)
Urinary casts 2(0.85) 0 (0.00)
White blood cell count decreased 3(1.28) 0(0.00)

Incidence of ADRs (%) = [Number of patients with ADRs (number of ADRs)/Number of patients included in

the safety analysis] X 100
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Efficacy by background factor
Background factor Efficacy (%) P value
Efficacy analysis set 98.1 (675/688)
Male 973 (361/371) P
Gender
Female 99.1  (314/317) 0.0930
Newborns/infants (< 1) 89.2  (33/37) Fisher
Preschool children (>1-<6) 98.8  (562/569) 0.0029%
1 97.5  (195/200)
Age (year) 2 98.4  (123/125)
3 100 (99/99)
4 100 (88/88)
5 100 (57/57)
School children (>6-<15) 97.6  (80/82)
>6-<10 97.0  (97/100) Fisher
>10-<15 976 (322/330) 0.4961
>15-<20 994  (167/168)
Weight N
cight (kg) >20-<30 988  (79/80)
>30—-<38 8/8
Unknown 2/2
No 972 (140/144) Fisher
Group nursing Yes 99.0  (482/487) 0.0074*
Unknown 93.0  (53/57)
X . Inpatient 100 (14/14) Fisher
Inpatient/Outpatient .
Outpatient 98.1 (661/674) 1.0000
Bacterial pneumonia 100 (145/145) Fisher
Otitis media 97.7  (506/518) 0.0724
Multiple infections 96.0  (24/25)
Bacterial pneumonia + Mycoplasma infection 3/3
Bacterial pneumonia + Mycoplasma infection + Chlamydia 1/1
. ) Bacterial pneumonia + Mycoplasma infection 7/8
Type ofinfection Bacterial pneumonia + Pharyngitis 2/2
Bacterial pneumonia + Parotitis 1/1
Bacterial pneumonia + Otitis media 4/4
Bacterial pneumonia + Tonsillitis 1/1
Otitis media + Bronchitis 2/2
Otitis media + Acute sinusitis 2/2
Otitis media + Upper respiratory infection 1/1
. . Initial infection 99.5  (378/380) x?
History of present illness . . *
Recurrent infection 96.4  (297/308) 0.0035
No 98.0  (287/293) Fisher
Underlying diseases/Complications Yes 98.2  (383/390) 1.0000
Unknown 5/5
No 983  (651/662) Fisher
Medical history/Surgical history Yes 90.0  (18/20) 0.0830
Unknown 6/6
. No 98.2  (668/680) Fisher
Symptom of nausea/vomiting at the *
L Yes 6/6 0.0421
start of medication
Unknown 1/2
N 98.1 667/680 Fish
Symptom of joint disorder at the start ° (667/680) 1sher
. Yes — 1.0000
of medication
Unknown 8/8
No 98.3  (575/585) Fisher
Medication history of TFLX Yes 96.9 (93/96) 0.4834
Unknown 7/7

(Continued)
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Table 3. (Continued)
Background factor Efficacy (%) P value
Efficacy analysis set 98.1 (675/688)
There are patients suffering from the same infection in the home. 100 (20/20) Fisher
There are patients suffering from the same infection in nursery or 100 (69/69) 0.4671
Reason for use of TFLX kindergarten.
Previous antibiotics treatment was not effective. 98.4 (362/368)
Others 97.0  (224/231)
>94-<12 8/8 Fisher
Maximum daily dosage (mg/kg) 12 98.1 (666/679) 1.0000
>12-<12.6 1/1
>9-<4 941  (95/101) Fisher
>5-<7 99.3  (406/409) 0.0095*
Administrati iod (d: .
ministration period (day) >8-< 14 977 (170/174)
>15 4/4
>24-<60 941  (96/102) Fisher
>60—-<96 99.3  (407/410) 0.0095*
Total dosage (mg/kg) >96—-<180 97.7  (168/172)
>180 4/4
Unknown —
N 98.8 162/164 Fish
Antibiotics administered within 3 © (162/164) fsher
Yes 98.0  (490/500) 0.4218
months
Unknown 95.8 (23/24)
N 97.8 271/277 Fish
Antibiotics administered © (271/277) isher
. Yes 984  (381/387) 0.3452
within 7 days
Unknown 95.8  (23/24)
. No 97.6  (80/82) Fisher
Concomitant drugs
Yes 982  (595/606) 0.6606
S No 98.3  (624/635) Fisher
Antibiotics except TFLX
Yes 96.2 (51/53) 0.2643

*P<0.05

Efficacy (%) = [effective/(effective + poor)] X 100

Table 4. Clinical efficacy in patients with treatment failure on antibiotics administered within 7 days

Efficacy of TFLX
Group of antibiotics Patients Efficacy (%)
Effective Poor

Total? 324 318 98.1

Penicillin 47 47 1] 100
Penicillin combined with a f-lactamase inhibitor 20 19 1 95.0
Cephem 154 150 4 97.4

Carbapenem 10 10 0 100

Penem 13 13 0 100
Macrolide 80 79 1 98.8

Others 0 0 0 —

2Double count for combination use
ARENOBHERIG 1 A ABRICERLZZ1IBMBOT 75— Wi, A Y IVZ Y FThro725)] Tholz,

AL, 808 Bl DX GIE B A 5 237 FIDIIE 2 Fi 720 A
A OB CHRBITEG L 2o 72 L% L 72ER]
73180 1 (759%) Td o 720 BEHERIZOWTIE, EIR
by EMELEER3HE (13%) ThoZze ZhH3
Bl BEREIRDFER L 72380 & FEBUCBI G- L7 E R 5
NBEKE, Theh TETES OFh  EAZZRIH
orzl, TH AY TRE : #apithi7zo (pEz 0

BeEERT1IENS 2EBD 201243 HICEBL 22
FHOT7 v — MEATIE, 808 Bl GIER A & 168
Bl & D&% 72 RAFEEBICH UREICEREL 2
o7z b &S NHERNE 110 B (655%) THolzo 1
FHOT ¥ — MAET [BMEERD D ] LHESINh
SHITIIERDEE L 22 L 2R L72A, PloHi7k
561 (3.0%) %5 EHRERD Y | L oHEEHEZ, Zh
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Table 5. Efficacy by causative organism
Causative organism Efficacy (%)
Bacterial pathogens detection set 98.0 (98/100)
) ) S. pneumoniae 94.7 (18/19)
Monomicrobial H. influenzae 100 (47/47)
infection
Subtotal 98.5 (65/66)
S. aureus + M (B). catarrhalis 1/1
Group A Streptococcus + S. pneumoniae + H. influenzae 1/1
S. pneumoniae + H. influenzae 95.2 (20/21)
Polymicrobial s o+ H .
. . . pneumoniae + H. influenzae + M (B). catarrhalis 7/7
infection S. pneumoniae + M (B). catarrhalis 2/2
H. influenzae + M (B). catarrhalis 2/2
Subtotal 97.1 (33/34)
Efficacy (%) = [effective/(effective + poor)] X 100
Table 6. Eradication by causative organism
Bacteriological efficacy Eradication
Causative organism Strains
Eradication Persistence (%)
Bacteriological efficacy analysis set 23 21 2 91.3
S. pneumoniae 8 7 1 7/8
H. influenzae 15 14 1 93.3
Eradication rate (%) = [Eradication/(Eradication + Persistence)] X 100
Table 7. Ease of administration
Patients (%) .
Easy to
Age Total Very easy Easy to Neither easy nor Hard to Unable to Unknown take” (%)
to take take hard to take take take
C li lvsis set 760 118 547 88 5 1 1 875
ompliance analysis se .
P ¥ (15.5) (72.0) (11.6) (0.7) (0.1) (0.1)
Newborns * infants 44 7 30 5 1 1 0 841
(<1year) (15.9) (68.2) (11.4) (2.3) (2.3) — :
Preschool children 617 96 445 71 4 0 1 877
(>1year—<6 years) (15.6) (72.1) (11.5) (0.6) — (0.2) ’
School children 99 15 72 12 0 0 0 879
(>6 years—<15 years) (15.2) (72.7) (12.1) — — — ’

“Easy to take” :(Very easy to take + Easy to take)/total X 100

5 5 FIORERFEBA L BHOBFERIZENEN[EE (2
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72 7B, 3BIOFEADFBEAIL [RTEL OF4] 1
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Table 8. Status of proper use
Bacterial Multipl
Total actert i Otitis media Others . v l,p ¢
Proper use pneumonia infections
Yes No Yes No Yes No Yes No Yes No
) o 693 104 133 26 513 76 19 1 28 1
Suitable for administration
(87.0) | (13.0) | (836) | (164) | (87.1) | (129) | (950) | (5.0) | (966) | (34)
R t infecti 353 444 18 141 320 269 5 15 10 19
ecurrent infections
(443) | (55.7) | (11.3) | (88.7) | (54.3) | (45.7) | (25.0) | (75.0) | (345) | (65.5)
o o o 577 220 120 39 413 176 17 3 27 2
Antibiotics administered within 3 months
(724) | (27.6) | (75.5) | (245) | (70.1) | (29.9) | (85.0) | (150) | (93.1) i (6.9)
Previous antibiotics treatment within 7 425 372 108 51 288 301 12 8 17 12
days was not effective (53.3) (46.7) | (67.9) i (32.1) | (48.9) | (51.1) | (60.0) : (40.0) | (58.6) | (41.4)
There were patients suffering from the 78 719 9 150 66 523 2 18 1 28
same infection in nursery or kindergarten (9.8) (90.2) (5.7) (94.3) | (11.2) | (88.8) | (10.0) i (90.0) (3.4) (96.6)
History of adverse drug reactions with 22 775 1 158 21 568 0 20 0 29
antibiotics (28) | (972) | (0.6) | (994) | (36) | (964) | (0) (100) (0) (100)
There were patients suffering from the 10 787 2 157 8 581 0 20 0 29
same infection in the home (1.3) (98.7) (1.3) (98.7) (1.4) (98.6) (0) (100) (0) (100)

Table 9. Questionnaire result

Schedul No. of
chedule/ -0 Question Answer No. of cases (%)
Target responses
1. Have you often (many times) suffered from | Y8 141 (595)
pneumonia (including cough, high fever) and otitis | No 88 (37.1)
media before taking “OZEX fine granules” ? I don’t know 8 (34)
2. After taking “OZEX fine granules” , did you suf- | Yes 57 (24.1)
One month S . .
fer from pneumonia (including cough, high fever)
after the . . . No 180 (75.9)
L and otitis media again?
initiation of 237
treatment Yes 3(13)
808 . . . Shin just below the knee (1 case): It was
3. Did you have symptoms such as pain, swelling, . .
. . painful after playing.
or lack of joint movement to date after taking Part: Cause
“ ” Ear (1 case): Unknown
OZEX fine granules ?
Ankle (1 case): Because of fever
No 234 (98.7)
1. After treatment with “OZEX fine granules” was | Yes 58 (34.5)
finished, did you suffer from pneumonia (including
March 2012 - " . No 110 (65.5)
cough, high fever) and otitis media to date?
(One to two Yes 5 (3.0)
years after 168 Ankle (2 5 " —
the end of 2. Did you have any symptom such as pain, swell- nkle (2 cases): Because of fever Exercising
i . Knee (2 cases): Unknown
treatment) ing, or lack of joint movement to date after treat- Part: Cause .
L w " . Elbow, wrist, knee (1 case): Unknown
808 ment with "“OZEX fine granules” was finished? o . .
whether it might be growing pains
No 163 (97.0)
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Evaluation of safety and efficacy of tosufloxacin granules for children
in bacterial pneumonia and otitis media

Satoshi Iwata”, Kenji Suzuki”, Shinichiro Takayama® and Keisuke Sunakawa”

U Department of Infectious Diseases, Keio University School of Medicine, 35 Shinanomachi, Shinjuku-ku, Tokyo, Japan
? Department of Otolaryngology, The Second Hospital, Fujita Health University
% Department of Surgical Specialties, National Center for Child Health and Develpment

» The Kitasato Institute, Kitasato University Research Organization for Infection Control Sciences

We conducted a postmarketing surveillance of tosufloxacin granules (OZEX™ fine granules 15%), an oral
quinolone antibacterial agent for children, between March 2010 and March 2011 to evaluate the safety, effi-
cacy, and compliance in patients with bacterial pneumonia or otitis media.

Of 808 patients enrolled, 797 from whom survey forms were collected were analyzed. Of these 797 pa-
tients, there were a total of 760 patients included in the compliance analysis, 759 in the safety analysis, 688 in
the efficacy analysis, 100 in the clinical efficacy analysis by causative organism, and 20 in the bacteriological
efficacy analysis.

The incidence of adverse drug reactions (ADRs) was 2.77% (21/759), and the major ADRs were gastroin-
testinal disorders including diarrhea in 16 patients (2.11%). Nausea/vomiting and joint disorders were inten-
sively investigated. Vomiting was reported in 8 patients (1.05%), which was not clinically significant. No
joint disorders were reported.

The overall efficacy rate was 98.1% (675/688). The efficacy rate by the type of infection was 100% (145/
145) for bacterial pneumonia and 97.7% (506/518) for otitis media.

The eradication rates of Streptococcus pneumoniae and Haemophilus influenzae which are major causative or-
ganisms in pediatric infections of pneumonia and otitis media were 7/8 and 93.3% (14/15), respectively.

The compliance was good in 87.5% of the patients (665/760).

Overall, OZEX® fine granules 15% showed good safety, efficacy, and compliance. These results indicate
that OZEX™ fine granules 15% is a useful agent in children with pneumonia or otitis media. We consider that
we should maximize the value of OZEX" fine granules 15% with promotion of the proper use.



