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[Cases collected 6,915]
Cases excluded from safety analysis * 503
Failure of follow-up 475
Not evaluated for safety 4
Violation of register 25
[Cases subject to safety analysis 6,412]
Cases excluded from clinical efficacy analysis* 341
Off-label use (disease not indicated) 76
Failure of follow-up 261
Not evaluated for clinical efficacy 1
Contraindication 5
Overdosed 2
[Cases subject to clinical efficacy analysis 6,071]
Cases excluded from efficacy analysis by organism* 5,561
No bacteriological examination before treatment - ¢
(excluding cases identified organism by rapid diagnostic test) ™
Inadequate sampling 39
Off-label use (organism not indicated) 943

[Cases subject to clinical efficacy analysis by organism 510]

Cases excluded from bacteriological efficacy analysis* 356

[Cases subject to bacteriological efficacy analysis 154]

Only rapid diagnostic test before treatment 158
No bacteriological examination after treatment 325

Fig. 1. Disposition of patients.

*Including cases with duplicated reasons for exclusion
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Table 1. Patient demographics

Item Category Number of cases (%)
Cases subject to safety analysis 6,412
Male 3,199 (49.9)
Gender
Female 3,213 (50.1)
15=t0<65 4,081 (63.6)
65=to=103 2,331 (36.4)
Age -
min—max 15-103
mean = S.D. 54.3*19.5
. Inpatient 445  (6.9)
In/Outpatient .
Outpatient 5967 (93.1)
22=t0<40 139 (2.2)
40=to<50 655 (10.2)
50=to<60 889 (13.9)
Body weight (kg) 60=to<70 594 (9.3)
70=to<80 292 (4.6)
80=to=117 166 (2.6)
Unknown 3,677 (57.3)
Respiratory tract infections 5175 (80.7)
Pharyngitis/Laryngitis 1,073 (16.7)
Tonsillitis * 712 (11.1)
Acute bronchitis 1,389 (21.7)
X X Pneumonia 1,450 (22.6)
Infectious disease . . . . .
Secondary infection of chronic respiratory disease 551  (8.6)
Otorhinolaryngological infections 1,161 (18.1)
Otitis media 254 (4.0)
Sinusitis 907 (14.1)
Others 76 (1.2)
Mild 2,924 (45.6)
Severity of infection™® * Moderate 3,180 (49.6)
Severe 307  (4.8)
Ni 2,998 (46.8
Underlying disease/Complications © (468)
Yes 3414 (53.2)
Ni 5,888 (91.8
Diabetes mellitus/Glucose tolerance impaired © (01.8)
Yes 524  (8.2)
Hvoertonsi No 5,142 (80.2)
ertension
P Yes 1270 (19.8)
. No 6,401 (99.8)
Hypotension
Yes 11 (0.2)
Ni 5925 (924
Cardiac disorders © ©24)
Yes 487  (7.6)
Ni ,94 2.
COoPD o 5943 (92.7)
Yes 469 (7.3)
No 4,810 (75.0)
Hepatic impairment Yes 508  (7.9)
Unknown 1,094 (17.1)
No 5091 (79.4)
Renal impairment* * Yes 214 (3.3)
Unknown 1,106 (17.2)
No 6,113 (95.3)
History of ADRs™* * Yes 203  (3.2)
Unknown 94 (1.5)
No 5,806  (90.5)
Allergy ™ * Yes 471 (7.3)
Unknown 132 (2.1)
No 5171 (80.6)
Antimicrobials in advance Yes 1,190 (18.6)
Unknown 51  (0.8)

(Continued)
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Table 1. (Continued)
Item Category Number of cases (%)
Cases subject to safety analysis 6,412
200 213 (33)
Maximum daily dosage (mg) 400 6,197 (96.6)
>400 2 (0.0)
1=<to=2 62 (L0)
3=to=7 4749 (74.1)
8=<to=14 1427 (22.3)
Duration of administration (days) 15<t0=<49 174 (2.7)
min—max 1-49
mean *+ S.D. 6.7£3.3
400=t0<1,200 154 (24)
Totald () 1,200=t0< 3,200 4713 (73.5)
otal dosage (m,
g & 3,200=t0< 6,000 1,381 (21.5)
6,000=t0=19,600 164  (2.6)
, No 618  (9.6)
Concomitant drug
Yes 5794 (90.4)

COPD: Chronic obstructive pulmonary disease
ADRs: Adverse drug reactions

*Including peritonsillitis and peritonsillar abscess
**Excluding unassessable cases
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Table 2. Incidence of adverse drug reactions (ADRs)

Vot 1 Postmarketing
0 approval
P PP surveillance
Number of cases subject to safety analysis 702 6,412
Number of cases with ADRs 292 221
Number of ADRs 572 277
Incidence of ADRs (%) 41.60 3.45
Category of ADRs Number and incidence of ADRs (%)
Infections and infestations 5(0.71) 2(0.03)
Gastroenteritis clostridial 0(0.00) 1(0.02)
Nasopharyngitis 2(0.28) 0 (0.00)
Pharyngitis 1(0.14) 0(0.00)
Pneumonia staphylococcal 0(0.00) 1(0.02)
Pseudomembranous colitis 1(0.14) 0 (0.00)
Oral herpes 1(0.14) 0 (0.00)
Blood and lymphatic system disorders 0(0.00) 5(0.08)
Anaemia 0(0.00) 2(0.03)
Leukopenia 0(0.00) 3(0.05)
Thrombocytopenia 0(0.00) 1(0.02)
Metabolism and nutrition disorders 6(0.85) 13 (0.20)
Dehydration 0(0.00) 1(0.02)
Glucose tolerance impaired 0(0.00) 1(0.02)
Hyperglycaemia 0(0.00) 5(0.08)
Hypoglycaemia 0(0.00) 3(0.05)
Decreased appetite 6(0.85) 3(0.05)
Psychiatric disorders 4(0.57) 0(0.00)
Insomnia 4(0.57) 0 (0.00)
Nervous system disorders 30 (4.27) 13 (0.20)
Dizziness 6(0.85) 3(0.05)
Dysgeusia 5(0.71) 1(0.02)
Headache 12 (1.71) 2(0.03)
Hypoaesthesia 3(0.43) 1(0.02)
Hypogeusia 1(0.14) 0 (0.00)
Somnolence 6(0.85) 4(0.06)
Tremor 0(0.00) 1(0.02)
Visual field defect 0(0.00) 1(0.02)
Eye disorders 4(0.57) 0 (0.00)
Conjunctival haemorrhage 1(0.14) 0 (0.00)
Conjunctivitis allergic 1(0.14) 0(0.00)
Eye pain 1(0.14) 0(0.00)
Eyelid oedema 2(0.28) 0 (0.00)
Ocular hyperaemia 1(0.14) 0(0.00)
Eye pruritus 1(0.14) 0 (0.00)
Ear and labyrinth disorders 0(0.00) 1(0.02)
Ear pain 0(0.00) 1(0.02)
Cardiac disorders 7 (1.00) 13 (0.20)
Atrial fibrillation 1(0.14) 1(0.02)
Bradycardia 2(0.28) 1(0.02)
Cardiac failure 2(0.28) 1(0.02)
Extrasystoles 1(0.14) 0 (0.00)
Palpitations 1(0.14) 5(0.08)
Sinus arrhythmia 1(0.14) 0(0.00)
Sinus bradycardia 0(0.00) 2(0.03)
Supraventricular extrasystoles 0(0.00) 2(0.03)
Ventricular extrasystoles 0(0.00) 1(0.02)

(Continued)
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Table 2. (Continued)
Vot | Postmarketing
0 approval
P PP surveillance
Number of cases subject to safety analysis 702 6,412
Number of cases with ADRs 292 221
Number of ADRs 572 277
Incidence of ADRs (%) 41.60 3.45
Category of ADRs Number and incidence of ADRs (%)
Vascular disorders 2(0.28) 5(0.08)
Hypertension 0(0.00) 2(0.03)
Hypotension 0(0.00) 3(0.05)
Hot flush 2(0.28) 0(0.00)
Respiratory, thoracic and mediastinal disorders 12 (1.71) 4(0.06)
Alveolitis allergic 0(0.00) 1(0.02)
Asthma 2(0.28) 0 (0.00)
Dyspnoea 0(0.00) 1(0.02)
Epistaxis 1(0.14) 0(0.00)
Haemoptysis 2(0.28) 0(0.00)
Nasal congestion 1(0.14) 0(0.00)
Pleural effusion 0(0.00) 1(0.02)
Pneumothorax 1(0.14) 0(0.00)
Rhinorrhoea 1(0.14) 0(0.00)
Upper respiratory tract inflammation 2(0.28) 0(0.00)
Nasal discomfort 1(0.14) 0(0.00)
Eosinophilic pneumonia chronic 0(0.00) 1(0.02)
Oropharyngeal pain 1(0.14) 0(0.00)
Gastrointestinal disorders 65(9.26) 56 (0.87)
Abdominal discomfort 2(0.28) 4(0.06)
Abdominal distension 4(0.57) 2(0.03)
Abdominal pain 3(0.43) 3(0.05)
Abdominal pain lower 1(0.14) 0(0.00)
Abdominal pain upper 2(0.28) 5(0.08)
Abnormal faeces 1(0.14) 0(0.00)
Aphthous stomatitis 0(0.00) 1(0.02)
Cheilitis 3(0.43) 1(0.02)
Constipation 8(1.14) 1(0.02)
Diarrhoea 34 (4.84) 31(0.48)
Dry mouth 1(0.14) 0 (0.00)
Dyspepsia 1(0.14) 0(0.00)
Glossitis 3(0.43) 2(0.03)
Lip oedema 0 (0.00) 1(0.02)
Lip swelling 0(0.00) 1(0.02)
Nausea 7 (1.00) 4(0.06)
Oral mucosal eruption 0(0.00) 1(0.02)
Stomatitis 3(0.43) 2(0.03)
Tongue coated 1(0.14) 0(0.00)
Tongue disorder 2(0.28) 0(0.00)
Vomiting 5(0.71) 3(0.05)
Chapped lips 1(0.14) 0(0.00)
Epigastric discomfort 1(0.14) 0(0.00)
Hypoaesthesia oral 0(0.00) 1(0.02)
Hepatobiliary disorders 0(0.00) 31(0.48)
Hepatic function abnormal 0(0.00) 24 (0.37)
Liver disorder 0(0.00) 7(0.11)

(Continued)
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Table 2. (Continued)

Vot 1 Postmarketing
0 approval
P PP surveillance
Number of cases subject to safety analysis 702 6,412
Number of cases with ADRs 292 221
Number of ADRs 572 277
Incidence of ADRs (%) 41.60 3.45
Category of ADRs Number and incidence of ADRs (%)
Skin and subcutaneous tissue disorders 14 (1.99) 40 (0.62)
Cold sweat 0(0.00) 1(0.02)
Dermatitis 1(0.14) 0 (0.00)
Drug eruption 0(0.00) 6 (0.09)
Eczema 3(0.43) 5(0.08)
Erythema 1(0.14) 2(0.03)
Erythema nodosum 0(0.00) 1(0.02)
Papule 1(0.14) 0 (0.00)
Pruritus 3(0.43) 2(0.03)
Rash 7 (1.00) 18 (0.28)
Stevens-Johnson syndrome 0(0.00) 1(0.02)
Swelling face 0(0.00) 1(0.02)
Urticaria 0(0.00) 5(0.08)
Musculoskeletal and connective tissue disorders 9(1.28) 4(0.06)
Back pain 5(0.71) 1(0.02)
Muscle spasms 1(0.14) 1(0.02)
Muscular weakness 0(0.00) 1(0.02)
Musculoskeletal pain 1(0.14) 0 (0.00)
Myalgia 1(0.14) 0(0.00)
Neck pain 0(0.00) 1(0.02)
Plantar fasciitis 1(0.14) 0 (0.00)
Renal and urinary disorders 1(0.14) 7(0.11)
Dysuria 0(0.00) 1(0.02)
Pollakiuria 1(0.14) 0(0.00)
Renal disorder 0(0.00) 3(0.05)
Renal failure acute 0(0.00) 1(0.02)
Urinary retention 0(0.00) 1(0.02)
Renal impairment 0(0.00) 1(0.02)
Congenital, familial and genetic disorders 1(0.14) 0 (0.00)
Colour blindness 1(0.14) 0 (0.00)
General disorders and administration site conditions 12 (1.71) 13(0.20)
Chest discomfort 1(0.14) 1(0.02)
Chest pain 1(0.14) 0(0.00)
Chills 0(0.00) 2(0.03)
Face oedema 0(0.00) 1(0.02)
Feeling abnormal 2(0.28) 1(0.02)
Feeling hot 1(0.14) 1(0.02)
Malaise 3(0.43) 5(0.08)
Oedema peripheral 0(0.00) 1(0.02)
Pyrexia 0 (0.00) 2(0.03)
Thirst 5(0.71) 1(0.02)

(Continued)
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Table 2. (Continued)
Postmarketing
Up to approval surveillance
Number of cases subject to safety analysis 702 6,412
Number of cases with ADRs 292 221
Number of ADRs 572 277
Incidence of ADRs (%) 41.60 3.45
Category of ADRs Number and incidence of ADRs (%)
Investigations 211 (30.06) 46 (0.72)
Alanine aminotransferase increased 72 (10.26) 9(0.14)
Aspartate aminotransferase increased 58 (8.26) 6(0.09)
Bilirubin conjugated increased 5(0.71) 0(0.00)
Blood amylase increased 29 (4.13) 0(0.00)
Blood bilirubin increased 8(1.14) 0(0.00)
Blood chloride decreased 3(0.43) 0(0.00)
Blood creatine phosphokinase increased 9(1.28) 0(0.00)
Blood creatinine increased 6(0.85) 2(0.03)
Blood glucose decreased 9(1.28) 3(0.05)
Blood glucose increased 12 (1.71) 5(0.08)
Blood lactate dehydrogenase increased 9(1.28) 1(0.02)
Blood potassium decreased 2(0.28) 0(0.00)
Blood potassium increased 13 (1.85) 0(0.00)
Blood pressure decreased 6(0.85) 6(0.09)
Blood pressure increased 1(0.14) 0(0.00)
Blood sodium decreased 1(0.14) 0(0.00)
Blood urea increased 2(0.28) 1(0.02)
C-reactive protein increased 1(0.14) 0(0.00)
Cold agglutinins positive 1(0.14) 0(0.00)
Electrocardiogram QT prolonged 3(0.43) 3(0.05)
Eosinophil count increased 19 (2.71) 4(0.06)
Gamma-glutamyltransferase increased 24 (3.42) 1(0.02)
Glucose urine present 4(0.57) 0(0.00)
Haematocrit decreased 3(0.43) 0(0.00)
Haemoglobin decreased 4(0.57) 1(0.02)
Liver function test abnormal 0(0.00) 2(0.03)
Lymphocyte count decreased 1(0.14) 0(0.00)
Lymphocyte count increased 2(0.28) 0(0.00)
Monocyte count increased 1(0.14) 0(0.00)
Neutrophil count decreased 4(0.57) 1(0.02)
Platelet count decreased 1(0.14) 1(0.02)
Red blood cell count decreased 1(0.14) 0(0.00)
Red blood cells urine positive 1(0.14) 0(0.00)
Urinary casts 1(0.14) 0(0.00)
White blood cell count decreased 9(1.28) 7(0.11)
White blood cells urine positive 2(0.28) 0(0.00)
Electrocardiogram P wave abnormal 1(0.14) 0(0.00)
Platelet count increased 6(0.85) 0(0.00)
Eosinophil percentage increased 0(0.00) 1(0.02)
Neutrophil percentage decreased 1(0.14) 0(0.00)
Protein urine present 14 (1.99) 0(0.00)
Muscle enzyme increased 0(0.00) 1(0.02)
Blood alkaline phosphatase increased 19(2.71) 1(0.02)
Hepatic enzyme increased 0(0.00) 1(0.02)
Electrocardiogram ST-T change 1(0.14) 0(0.00)
Renal function test abnormal 0(0.00) 1(0.02)
Lymphocyte morphology abnormal 1(0.14) 0(0.00)
Urobilinogen urine increased 2(0.28) 0(0.00)

ADRs: Adverse drug reactions

Incidence of ADRs (%) = Number of cases with ADRs/Number of cases subject to safety analysis
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Table 3. Incidence of ADRs by patient demographics

Number of Number of cases

It Cat P Val
em ategory cases (%) with ADRs (%) aue
Number of cases subject to safety analysis 6,412 221  (3.45)
Male 3,199 110 (3.44) P
Gender
Female 3,213 111 (3.45) 0.9717
N 15=t0< 65 4,081 121 (2.96) Ve
e
8 65=t0o=103 2,331 100 (4.29) 0.0051*
22=t0<40 139 6 (4.32) P
40=to<50 655 24 (3.66) 0.9720
50=t0< 60 889 33 (3.71)
Body weight (kg) 60=to<70 594 20  (3.37)
70=t0< 80 292 13 (445)
80=to=117 166 7 (422)
Unknown 3,677 118 (321) —
Underlying disease/Complications No 2,998 66 (2.20) x?
Yes 3,414 155  (4.54) 0.0000*
Diabetes mellitus/ No 5,888 199  (3.38) x?
Glucose tolerance impaired Yes 524 22 (4.20) 0.3249
) No 5,142 171 (3.33) P
Hypertension
Yes 1,270 50  (3.94) 0.2848
. No 6,401 220  (3.44) Fisher
Hypotension
Yes 11 1 (9.09) 0.3203
N 5.925 188 (3.17 2
Cardiac disorders © (317) / «
Yes 487 33 (6.78) 0.0000
No 5,943 197 (3.31) Ve
CorD "
Yes 469 24 (5.12) 0.0394
No 4,810 150 (3.12) x?
Hepatic impairment Yes 508 43 (8.46) 0.0000*
Unknown 1,094 28  (2.56)
No 5,091 171 (3.36) 12
Renal impairment™ * Yes 214 20 (9.35) 0.0000*
Unknown 1,106 30 (2.71)
Normal (Cer=80) 256 18  (7.03) Fisher
o o Mild failure (80 >Cer=50) 223 20 (8.97) 0.7802
Renal 1I.npa1rrnent based on creatinine clearance Moderate failure (50 >Cer=30) 130 9 (6.92)
(mL/min) Severe failure (Ccr<30) 44 2 (4.55)
Unknown 5.759 172 (2.99) —
No 6,113 191  (3.12) Fisher
History of ADRs™* * Yes 203 27 (13.30) 0.0000*
Unknown 94 3 (319
No 5,806 194  (3.34) Fisher
Allergy™ * Yes 471 23 (4.88) 0.2125
Unknown 132 4 (3.03)
200 213 10 (4.69) Ve
Maximum daily dosage (mg) 400 6,197 210 (3.39) 0.3032
>400 2 1 (50.00) —
1=<to=2 62 25 (40.32) Fisher
) o 3=<to=7 4,749 126 (2.65) 0.0000*
Duration of administration (days)
8<to=14 1,427 64 (4.48)
15<t0=49 174 6 (345)
400=t0< 1,200 154 30 (19.48) x?
Total d (mg) 1,200=t0< 3,200 4713 126 (2.67) 0.0000*
otal dosage (m,
g & 3,200=t0< 6,000 1,381 61  (4.42)
6,000=t0=19,600 164 4 (244)

(Continued)
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Table 3. (Continued)
It Cat Number of Number of cases P Val
em ategor alue
sory cases (%) with ADRs (%)
Number of cases subject to safety analysis 6,412 221 (3.45)
) No 618 12 (194) be
Concomitant drug "
Yes 5,794 209 (3.61) 0.0310
Nitroglycerine/ No 6,337 217 (342) Fisher
Isosorbide dinitrate Yes 75 4 (5.33) 0.3295
Antiarrhythmic agent No 6,396 221 (3.46) Fisher
(Class IA and class 1II) Yes 16 0  (0.00) 1.0000
) ) No 5451 184 (3.38) 21
Fenylacetic or propionate NSAIDS
Yes 961 37 (3.85) 0.4571
Theophylline/Aminophylline/ No 6,014 203 (3.38) x?
Choline Theophylline Yes 398 18  (4.52) 0.2244
Any antihypertensive No 5,282 170 (3.22) x?
(Hypertensive agent/Diuretic agent etc.) Yes 1,130 51  (4.51) 0.0303*
I I . ¢ No 6,111 207 (3.39) x>
oglycemic agen
ypogly 8 Yes 301 14 (4.65) 0.2406
ADRs: Adverse drug reactions
COPD: Chronic obstructive pulmonary disease
NSAIDS: Nonsteroidal anti-inflammatory drugs
*P<0.05
**Excluding unassessable cases
Incidence of ADRs (%) = Number of cases with ADRs/Number of cases subject to safety analysis
Table 4. Multivariate analysis of factors associated with the occurrence of ADRs
Variable Crude odds ratio Adjusted odds ratio 95% C.I. P value
Gender Male 1.00 . o .
Female 1.00
Age Unaged 1.00 o - -
Aged 1.47
Severity of infection Mild 1.00 1.00
Moderate 0.93 0.99 0.75-1.31 0.9524
Severe 0.34 0.38 0.14-1.06 0.0639
Underlying disease/Complications No 1.00 1.00
Yes 2.11 1.84 1.36—2.50 0.0001
History of ADRs No 1.00 1.00
Yes 4.76 4.40 2.84-6.81 0.0000
Allergy No 1.00 o o o
Yes 1.49
Concomitant drug No 1.00 1.00
Yes 1.89 1.48 0.81-2.69 0.1993
ADRs: Adverse drug reactions
C.L: Confidence interval
»HY, 170% (19/1,116 Bl) IZRELH IR 5N 720 T (3) MEALT

D9 b, MFEHE AT 1.16% (13/1,116 1), IMUBEEL T
12054% (6/1,116 B) T o720

2) LEMOREES

GRNX O3 F1 #4120 X % 58 L 729 5113 286 11
HY, 280% (8/286 ) ICREEHNTRD bNize TD
I b, RN OERIEE DR 2o 7HERI Tl 215% (5/
233 B), HEERTH HOERBEE RS HNTWIZER T
12566% (3/53%1) Thol,

GRNX O¥zBERI A M 2 5 L 7255113 1,862 51 &
D, 059% (11/1,862 f) \ZMEAL T AT H =8, &
BRMERTE o7, BT TOHKIZ2~8HT,
ZEHRE D ZE B S PUGE I C — 10~ - 51 mmHg, $iE5R
WIMET+1~-43mmHg EMAELH o720 ek, &
SRET O PG LE AY 90 mmHg BLF O 5E B i 22 6 & -
72085, EN 5 ORI TIIMER TIERED N2 7z
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Table 5. The influence of GRNX on blood glucose level, cardiovascular system and pigmentation
Abnormal change Incidence of abnormal
Item Number of cases Before treatment
(Number of ADRs) change (%)
Blood glucose level 1,116 19 (15) 1.70
— Increase 13 (9) 1.16
Decrease 6(6) 0.54
Electrocardiogram 286 8(6) 2.80
Normal 233 5(4) 2.15
Abnormal 53 3(2) 5.66
Blood pressure 1,862 — 11(8) 0.59
Pigmentation
Oral mucosa 6,129 0 0
Normal 6,125 0 0
Abnormal 4 0 1]
Palpebral conjunctiva 6,099 0 0
Normal 6,099 0 0
Abnormal 0 0 —
Skin 6,108 0
Normal 6,101 0
Abnormal 7 0

ADRs: Adverse drug reactions

Incidence of abnormal change (%) = Number of cases with abnormal change/Number of cases assessed at before and after

treatment

Table 6. Clinical efficacy by indication

Indication Efficacy rate (%)

Cases subject to clinical efficacy analysis 958 (5,711/5,964)

Respiratory tract infections 95.9 (4,664/4,865)
Pharyngitis/Laryngitis 97.4 (965/991)
Tonsillitis (including peritonsillitis and peritonsillar abscess) 96.8 (639/660)
Acute bronchitis 97.3  (1,279/1,315)
Pneumonia 93.0 (1,283/1,379)
Secondary infection of chronic respiratory lesion 95.8 (498/520)
Otorhinolaryngological infections 953 (1,047/1,099)
Otitis media 90.3 (223/247)
Sinusitis 96.7 (824/852)

Efﬁcacy rate (%) Number of cases judged as “effective” /Number of cases judged as “effec-

tive” or poor

(4) WFKLA
GRNX D3 ni 2 (2 3k b8 O A i 2 B S M2

BUIE ARG B 2% 6,129 51, TR BG#S A% 6,099 B, 12 f§ 7%
6,108 1 TdH 1, GRNX IR IZEFLEVRO LN
IEFNE 2 220 72,

3. ARME

1) ERRRIR

AR PEREAT 0 GBI 6,071 FIrh, FIEABEAE S 2 B v

FATRIEIE 95.8% (5.711/5964 B1) T H, WO
BTH 90% %Mz Tz (Table 6)o MR, s, e

EaEOBREEFMNIBVTH 90% 2 THSLHDIE%
M o7z (Table7)s GRNX % 1 JGRINFEE L CTHIE L7
JEBI DO BRI 96.1% (4,636/4,824 1), TR OPLHIEAH
H BREFITIE 94.2% (1,032/1,095 Bl) Tdh -7z, Xl

PR3 7 = 258113, =7 a4 FRENEDS
LMD F 7 v 2 RfELHETH Y, GRNX OARHIT
FTHhoBHEDS 90% UL Th -7z (Tabled)s

2) IR A B R A R

JEL R R Bl D BRIR KD SR % Table 9 (2R L7zo IR 2%
B L 72 Bl O A RYER 1L 97.4% (484/497 ) TH 1, HEL
WEATIE 98.0% (441/450 B1), BRI &S Tld 91.5%
(43/47 B1) Th o720 FERIERKHITIE, S. pneumoniae
98.1% (153/156 %), Haemophilus influenzae 100% (98/98
B1), Chlamydophila pneumoniae 92.5% (37/40 1), Myco-
plasma pneumoniae 100% (68/68 1) TH V), 77 LBtk
W, 77 5BMHREE DIZ%% U EOFRFELRL,

3) MEFHIRAR (HOWHE)

HEPHERTE KR 169 2B 1T 2 H K



506 H A& b = 8 % & M &S SEPT. 2011
Table 7. Clinical efficacy by patient demographics
Item Category Efficacy rate (%) P Value
Cases subject to clinical efficacy analysis 958 (5,711/5,964)
Male 955 (2.817/2,951) P
Gender
Female 96.1 (2,894/3,013) 0.2573
15=t0<65 96.6  (3.633/3,760) x
Age #
65=t0o=103 94.3  (2,078/2,204) 0.0000
22=<t0< 40 90.9 (120/132) x2
40=t0< 50 95.9 (591/616) 0.1137
50=to< 60 95.2 (786/826)
Body weight (kg) 60=t0<70 94.9 (526/554)
70=to<80 95.2 (260/273)
80=to=117 98.0 (149/152)
Unknown 96.1 (3,279/3,411)
Mild 96.7  (2.629/2,719) P
Severity of infection Moderate 95.3  (2,825/2,963) 0.0000*
Severe 91.1 (257/282)
N 96.9 (2,666/2,750 2
Underlying disease/Complications © ( / ) i "
Yes 94.7 (3,045/3214)  0.0000
N 5.8 5,286/5,516 2
COPD © %58 (5286/5516) £
Yes 94.9 (425/448) 0.3301
No 959  (4,316/4,501) P
Hepatic impairment Yes 94.5 (444/470) 0.3468
Unknown 95.8 (951/993)
No 958  (4,569/4,767) P
Renal impairment Yes 92.9 (184/198) 0.1330
Unknown 95.9 (957/998)
No 96.1  (4,636/4,824) Fisher
Antimicrobials in advance Yes 94.2  (1,032/1,095) 0.0213*
Unknown 95.6 (43/45)
200 94.1 192/204 2
Maximum daily dosage (mg) (192/204) £
400 958 (5,519/5,760) 0.2369
1=to=2 57.1 (12/21) Fisher
. L. . 3=to=7 95.6 (4,236/4,433) 0.0000*
Duration of administration (days)
8=to=14 97.3  (1,311/1,348)
15=<to=49 93.8 (152/162)
) No 96.8 (551/569) P
Concomitant drug
Yes 95.6  (5,160/5,395) 0.1795
. No 959  (5,259/5,484) %2
Antimicrobials
Yes 94.2 (452/480) 0.0713
) No 959 (5571/5.811) P
Antacid
Yes 915 (140/153) 0.0082
*P<0.05

Efficacy rate (%) = Number of cases judged as “effective” /Number of cases judged as “effective” or

poor

97.6% (165/169 %) THVH, ZDH b7 T ABTEREH
96.7% (88/91 #k), 7T LREPEE A3 987% (77/78 k) T
& o7z (Table10)o EZ2EERE R TIL, S. pneumoniae
A3 985% (66/67 ¥k), H. influenzae %5 100% (58/58 #k) T
HY, TXNTORMETHERIZI0% U ETHo72,
111 S

PRI DR CII REAPRESNTEY, %
Mz BBEE RS  OFHER DI S h 2 BUEIRGE R
DRWAELTLORBL TS LTV RV, F72,

GRNX O [El PN BH 58 105 o i R 3B 1 702 Bl CHE i S ¢
BY, ZEUFMOMmMTIET5EIdVwiEdholzs £2
T, 4, GRNX OffifiEE T ToRalts X OH Rk
DM AR B & U Ol BORNAE % 940 L, 6,412 ok,
Ra2G72. T2, RIEHOIERRABRBHE PO ¥ 7 1
VETHROOLNTVRRIERSEI VYA LEZ b
MRS A S, OEMOREES, MEKTSL LR
FAORB 2 BIGRAEB IR E L, R 2 53R
£ 21T 72
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Table 8. Clinical efficacy by antimicrobials in advance

Antimicrobials
Dosage form Efficacy rate (%)
Reason for change to GRNX
Penicillins 90.3 (56/62)
Oral drug 88.9 (24/27)
Ineffectiveness 92.3 (24/26)
Others — (0/1)
Injection 91.4 (32/35)
Ineffectiveness — (1/2)
Switch from injection 92.9 (26/28)
Others — (5/5)
Cephems 95.2  (373/392)
Oral drug 95.8  (293/306)
Ineffectiveness 95.6 (285/298)
Others — (8/8)
Injection 93.0 (80/86)
Ineffectiveness 80.0 (8/10)
Switch from injection 93.9 (62/66)
Others 100 (10/10)
Macrolides 94.9 (277/292)
Oral drug 94.8 (276/291)
Ineffectiveness 94.6  (265/280)
Others 100 (11/11)
Injection — (1/1)
Switch from injection — (1/1)
Quinolones 94.8 (163/172)
Oral drug 949 (149/157)
Ineffectiveness 94.7  (142/150)
Others — (7/7)
Injection 100 (12/12)
Ineffectiveness — (1/1)
Switch from injection 100 (11/11)
Others — (2/3)
Ineffectiveness - (2/3)
Others 88.7 (63/71)
Oral drug 87.5 (35/40)
Ineffectiveness 88.6 (31/35)
Others — (4/5)
Injection 90.0 (27/30)
Ineffectiveness — (6/6)
Switch from injection 85.0 (17/20)
Others — (4/4)
Others — (1/1)
Others — (1/1)
Multi-antimicrobials 94.3  (100/106)
Oral drugs 96.6 (28/29)
Injections 90.0 (18/20)
Others 94.7 (54/57)

Efficacy rate (%) = Number of cases judged as “effective” /Number of cases judged as “effective”
or “poor”
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Table 9. Clinical efficacy by causative organism
Causative organism Efficacy rate (%)
Cases subject to clinical efficacy analysis by organism 97.4  (484/497)
Monomicrobial infection Gram-positive Staphylococcus sp. 95.5 (21/22)
S. aureus 100 (21/21)
Others — (0/1)
Streptococcus sp. (Excluding S. pneumoniae) 100 (28/28)
S. pyogenes 100 (15/15)
Others 100 (13/13)
S. pneumoniae 98.1 (153/156)
PSSP 957  (66/69)
PISP 100 (27/27)
PRSP 100 (11/11)
Resistance unknown 100 (49/49)
Subtotal 98.1 (202/206)
Gram-negative M. (B.) catarrhalis 95.8 (23/24)
K. pneumoniae - (5/6)
H. influenzae 100 (98/98)
BLNAS 100 (44/44)
BLNAR 100 (25/25)
BLPAR — (2/2)
Resistance unknown 100 (27/27)
C. pneumoniae 92.5 (37/40)
M. pneumoniae 100 (68/68)
Others — (8/8)
Subtotal 98.0 (239/244)
Total 98.0  (441/450)
Polymicrobial infection 2 organisms 90.9 (40/44)
3 organisms — (3/3)
Total 915  (43/47)

PSSP: Penicillin susceptible S. pneumoniae

PISP: Penicillin intermediate resistant S. pneumoniae
PRSP: Penicillin resistant S. pneumoniae

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

Efficacy rate (%) = Number of cases judged as “effective” /Number of cases judged as “effective” or “poor”

ARMAOB B FRIE, KB OREHEHEEK
1880% (132/702 f5), MREMAAE R F 5B 30.06%
(211/702 1) LWL T, HLAR2bD TR AL -7
(Table 2)o FZ2EWEMIZ TR, FFAERERS, BB TH Y,
AGERF & e U CRBMERNIC K S ALk sk
holze T2, KFETIE 126 13 o EE L EIEH S
D B NTRITEHIC L 23 TIE 7 LoV ¥ — ks 2% (38
IR Z) D 1BIDARTH - 7205 FEEEBBICEE Y
RFEBETAHEFTH Y, HLEMIZA ML FY—1
W2 & B EEFIEN 25 % B v GRNX & ORI EBRIZEZEN
Tholze TNOHLOEELREMEMIZE L T, ARAL
AVCINE L7-RIERTE R & &bE T, mICED [EH
roEE] o [ERLZEWEH] OFICHY% T 5HE % #
RRE L, EEBREEZX - TE72,

BEMITELRIZTEEZONLEINE LT, A
BB - APHER X OREMEITEHE RIS W7z (Ta-
bles3, 4). HBERMA - AHHED Y THRO LNz E

PERE, T 053% (18 #), MFHERESHE 0.50% (17 Bi)
ThY, EIEHORBEIRE OB R 720 72,
HBERE - APHED D B, BRI (MR E 2 &),
SILEAE, ARIMEAE, (OB E B X OVE Mk R 22 v e
(COPD) OA #:5) CRIVEHFEBIZ & fERR L7248, Lok
EB IV COPD 2 B9 HIEHI TRINEA B IE B2
FROTEL o2bon, FELRIEH O E
FLEFABETH Y, IFICHELLRE2B0TIE e h o7z B
BHEIEHED ) CROON-ELRAMEN I, TH
345% (7#1), %% 148% (3#1) TH Y, HIVEHOMH
\ZHEE DI R D o 7228, RIER OO B % B
BT LEEITEENLELEEZ SNz,

GRNX & population PK T 12 & 0 65 % DL L 0 & i
B D Coax D3R W D 11315, AUCo 2% 1.20 5553
LT EPMEEINTVAE™, 72, 40 kg K OMEKRER
BTHhOEN ZZ T TR VEEEREREEES (Cer
30 mL/min i) 12 GRNX 400 mg % KAEHKR G- L 720



VOL.59NO. 5

Garenoxacin $E D &

%

A 509

Table 10. Bacteriological efficacy by causative organism

Causative organism

Eradication rate (%)

Cases subject to bacteriological efficacy analysis 97.6  (165/169)
Gram-positive Staphylococcus sp. 100 (15/15)
S. aureus 100 (15/15)
Streptococcus sp. (Excluding S. pneumoniae) — (7/9)

S. pyogenes — (4/4)

Others — (3/5)

S. pneumoniae 98.5 (66/67)

PSSP 100 (42/42)

PISP 923 (12/13)

PRSP — (5/5)

Resistance unknown — (7/7)

Subtotal 96.7 (88/91)

Gram-negative M. (B.) catarrhalis 100 (13/13)
K. pneumoniae — (4/4)

H. influenzae 100 (58/58)

BLNAS 100 (29/29)

BLNAR 100 (18/18)

BLPAR — (1/1)

Resistance unknown 100 (10/10)

Others - (2/3)

Subtotal 98.7 (77/78)

PSSP: Penicillin susceptible S. pneumoniae

PISP: Penicillin intermediate resistant S. pneumoniae

PRSP: Penicillin resistant S. pneumoniae

BLNAS: -lactamase nonproducing ampicillin susceptible

BLNAR: ff-lactamase negative ampicillin resistant

BLPAR: ff-lactamase producing ampicillin resistant

Eradication rate (%) = Number of cases judged as “eradication” /Number of cases judged as

“ . . ” “ . ”
eradication or persistence

Y39 AUCoo01d 219 ug - hr/mL (28NS % & O i 78
HB" T, EEmERLEAEELE, Cer 30 mL/min
Al O v BE AR AR B R E AN DB O W THERR L 726
65 iDL Lo Bk < O EIVEH 53L& 4.29% (100/2,331
Bl) T, FREWEHIZTHRB X OHFRERERH 25% 0.56%
(13 81), %Z53039% (9 B) TH v, FEmEEH & FET
B olzo AREBEZ ORIV BT 4.32% (6/139 1)
T, 7 N KRR, B, O EANIGE, T,
JFEERE L, J895, MERT @ 6 61 7 £ (4% 0.72%) A58
HoHNTz, BB, 7T FYREEMZORIUERNIL, #ik
HELTHAMNARILRZESIHONTEY, 512

GRNX AT OMBEMAIIER L TRV OD, KWK
RAEE L BbN b H7-%Mi% (MRSA VB X h
72) BB 5N, GRNX L O EBRIIBETE Lo

7o B AR AR IR B C ORI S BIERIT 455% (2/44
BT, RIRB L OBITHRZENEN227% A B1)TH Y

WTNOBETICB VT O IR R MR 5tk
Molze T2, HEEE D 82% (192/2,331 #i), KRR K
B 158% (22/139 B1), w5 B AR E B F 0 31.8%
(14/44 1) TiZFHER%E 200 mg (ZIE I N TW225,

200 mg HFIEBI DA RIFIZ 94.1% (192/204 1) & 400
mg P HEIEBI DA R 958% (5,519/5,760 Bl) & [[l%ET

& - 7z (Table 7)o BIFA A 7 { AR ORE L7205 Tl Y)
R 24T 2 I3 L \WaS, miEE, BAEEEB X
OV R BB 42 ;R 12 GRNX 2 %385 B BRI, iR 3L
FBEBYICHBENEOZEENSLELEZ b,
BERTEEEH L OB T, BEEH 2 AT 5357
PERBI CRIERBEHENAGRICE 2o 7275, Bashb
RIMLE 38 & OSMEAR T O RIEAZEBLIE I 053% (6/1,130
Bl) L, MBIAhwWEEZ LN, 72, AT
T A FEER S8 # (NSAIDS) B OB I DD 5
¥, RRETEROBIII L L, TOMOERTHIHM
L7-8IERICRIEIZ 2 h o 720

BT E ISR E LRI, /0 v RE
TROONBLEIVERTH D, ZORF 3R g Mfaic s
5 ATP EZMA VT A F v Y ANHEIZXL B VA Y
VWO E E 2 5T WA, GRNX D EHNBST
VB b F-OFEBIHAY 1.8% (12/682 Bi), MUBEHEAL T
A13% (9/68251) THY, FEELRFENEMITED ST
W\ ARFHAR T o U AE SR 228 1.70% (19/1,116
BTHY, HEOEBENPLELELDLBDOTIE ko7,
QT EEHDLEXERD 5/ 0 v REICASNLH
EHTHY, LHOA) I A8F v FIVEHEIZX 5HS
WOBRIEAFH & % 2 5 TWBY?, GRNX 13 IR
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AERICB W TEHERS T QTc EAFRD b IL7zhs,
N OFGRAER T OER T — & % 0T L7z 504 BlicBw»
T QTc PERET AMINIIR SN h o 72 KFAETIZ
2.80% (8/286 i) IC.LEMBEEHRD HNIze WA
B2 LER QT IERED 1 fld o A EHETIER L,
ZOMOFERTITERITED ST, $72, #iE
DR T E7ERNE T RTRE S 5 Z & 7 < [IE LR
L7

WL CHEME L 72159 #] O B R BABR C MU AR T I B3
BEIWEHDS K AbN7=Z &5, BSR4 T AHER
PR EABR C G IILE A% 90 mmHg LT 0 B 2 BRA L

2 FEDTO, RRETIEIMER T 2 ERFHAEHA L L
TIHEMZIEE L7z ME T 0.59% (11/1,862 B) 125
HLTHBY, EERMERTIERD N o7 BB,
e 3 71 o IUHE B 1 E A% 90 mmHg DL F o JE B 1% 22 $1
o725, ENSOEFTIHMEML T IXFED SN ho
7zo —REMICF /B Y REICXBMERETIZC RS I ¥
WEEDBE ST 0wbNTWBE DY, GRNX IZX 558
PR EECHETII R, FHRABEZEOE R M
HRRELEbNS,

FERR BT A X ICGRNX BHE %2 %G Lz L
Z A, DIWERGIE, B2 THIRR, KEIRZ SR8 E
O BDFED 572, AFATIE GRNX B3
PR IIEREIE, BRIGHEIER X OB ot RibE0AES
FERR L7228, @®BICED Sk holz2 b, b M
B RGO RMEIIKWEEZ Shi,

ARPETIE, AWEOHRFITAKRIRFDOH R 92.9%
(522/562 B) L Ikk, VKR TH o720 T2, AR
IZHRTS 903~974% DBEMEZRL, EEIZ»PDS
TRERGHR L ENTHR R E R T EAMERTE /2
(Table 6)o M EE LTIE, 1 RERIEL LTHIES
NIIEBIAS 80% % b T\ 7z (Table 1) EHIPLAHRZ
BRI NEMIIBWTIE, BOVIREEMNC L 2EH
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Postmarketing surveillance of garenoxacin tablets
Seiji Hori" and Nobuko Maki”

U Department of Infectious Diseases and Infection Control, Jikei University School of Medicine, 3—25—8 Nishi-
Shinbashi, Minato-ku, Tokyo, Japan

? Pharmacovigilance & Surveillance Department, Toyama Chemical Co., Ltd.

A survey of the efficacy and safety of garenoxacin(GRNX; Geninax® Tablets 200 mg), an oral quinolone an-
timicrobial, was conducted between May 2008 and March 2010, and data were obtained for 6,915 subjects
from 1,259 medical facilities nationwide. Safety and efficacy were analyzed for 6,412 and 6,071 cases, respec-
tively.

1. The incidence of adverse drug reactions(ADRs) including abnormal laboratory values was 345% (221/
6,412 cases), and the main ADRs were gastrointestinal disorders (0.87%, 56 cases), abnormal laboratory val-
ues (0.72%, 46 cases) and skin or subcutaneous tissue disorders (0.62%, 40 cases). In addition, although under-
lying disorders/complications and history of ADRs were identified as factors affecting safety, there were no
specific trends in this surveillance.

2. The incidence of abnormal changes in blood glucose was 1.70% (19/1,116 cases), and those of abnormal
electrocardiogram and decreased blood pressure were 2.80% (8/286 cases) and 0.59% (11/1,862 cases), re-
spectively. Pigmentation was not observed.

3. The efficacy of GRNX was 95.8% (5,711/5,964 cases), and exceeded 90% for all indications. In addition,
the eradication rates for Streptococcus pneumoniae and Haemophilus influenzae, major pathogens of respiratory
tract infections and otorhinolaryngological infections, were 98.5% and 100%, respectively.

These results suggest that both the clinical efficacy and safety profile of GRNX are excellent.



