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[ Survey forms collected: 2,679 |

Excluded from safety analysis: 225 |

Patients subject to safety analysis: 2,454 |

Reasons: Duplicated patients: 1
Patients who received LVFX 100 mg product: 1
No information after LVFX administration: 220
Unrecorded or unclear adverse event evaluation: 3

Excluded from efficacy analysis: 19 |

Patients subject to efficacy evaluation: 2,435 |
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Table 1. Patients demographics
. s . o Suppurative
Item Otitis externa | Otitis media Sinusitis i . Overall
sialadenitis
Gender Male 6 ( 53.7%) | 253 ( 52.1%) | 754 (42.6%) | 34 ( 45.3%) | 1,107 (45.1%)
Female 7 ( 46.3%) | 233 ( 47.9%) | 1,016 (57.4%) | 41 ( 54.7%) | 1,347 (54.9%)
Age <15 0( 0.0%) 1( 02%) 4 ( 02%) 0( 0.0%) 5 ( 0.2%)
15=<t0<65 102 ( 82.9%) | 301 ( 61.9%) | 1,536 (86.8%) | 51 ( 68.0%) | 1,990 (81.1%)
65=t0<75 4 (114%) | 121 ( 24.9%) | 160 ( 9.0%) | 16 ( 21.3%) | 311 (12.7%)
75= 7( 57%) | 63 ( 13.0%) 70 ( 4.0%) 8 ( 10.7%) | 148 ( 6.0%)
Mean = SD 474%17.6 55.6 +17.7 440154 50.4+20.3 46.7+16.8
Minimum, Median, Maximum 15, 45,90 11,59, 95 13, 40, 87 16, 52, 86 11,43, 95
Body weight 40-49kg 7( 57%) | 33( 6.8%) 87 ( 4.9%) 7( 93%) | 134 ( 55%)
50-59 kg 4( 33%) | 40 ( 82%) | 149 ( 84%) | 16 ( 21.3%) | 209 ( 8.5%)
6069 kg 1( 89%) | 58 ( 11.9%) | 148 ( 8.4%) 7( 93%) | 224 ( 9.1%)
70-79 kg 5( 41%) | 19 ( 3.9%) 63 ( 3.6%) 3( 4.0%) 90 ( 3.7%)
80kg= 4( 3.3%) 5( 1.0%) 31 ( 1.8%) 3( 4.0%) 43 ( 1.8%)
Unclear/unrecorded 1( 74.0%) | 330 ( 67.9%) | 1,288 (72.8%) 39 ( 52.0%) | 1,748 (71.2%)
Mean = SD 63.8+16.6 59.2+10.6 60.3+11.6 60.0+11.8 60.2+11.7
Minimum, Median, Maximum 15, 45,90 11,59, 95 13, 40, 87 16, 52, 86 11,43, 95
Inpatient/outpatient Inpatient 1( 0.8%) 26 ( 5.3%) 21 ( 1.2%) 7( 9.3%) 55 ( 2.2%)
Outpatient 122 ( 99.2%) | 460 ( 94.7%) | 1,749 (98.8%) | 68 ( 90.7%) | 2,399 (97.8%)
Severity of infection Mild 31 ( 252%) | 136 ( 28.0%) | 341 (19.3%) | 31 ( 41.3%) | 539 (22.0%)
Moderate 79 ( 64.2%) | 327 ( 67.3%) | 1,272 (71.9%) | 36 ( 48.0%) | 1,714 (69.8%)
Severe 13 ( 106%) | 23( 47%) | 157 ( 8.9%) 8 ( 10.7%) | 201 ( 8.2%)
Underlying disease (s) No 100 ( 81.3%) | 321 ( 66.0%) | 1,273 (71.9%) 52 ( 69.3%) | 1,746 (71.1%)
complications Yes 23 ((18.7%) | 165 ( 34.0%) | 497 (28.1%) | 23 ( 30.7%) | 708 (28.9%)
Hepatic disease 0( 0.0%) 5( 1.0%) 4 (1 0.2%) 0( 0.0%) 9 ( 0.4%)
Renal disease 1( 0.8%) 4( 0.8%) 6 ( 0.3%) 0( 0.0%) 11 ( 0.4%)
Heart disease 2 ( 1.6%) 6 ( 1.2%) 20 ( 1.1%) 0( 0.0%) 28 ( 1.1%)
Cerebrovascular disorder 2 ( 1.6%) 16 ( 3.3%) 14 ( 0.8%) 0( 0.0%) 32 ( 1.3%)
Diabetes 3( 24%) | 27 ( 5.6%) 32 ( 1.8%) 6 ( 8.0%) 68 ( 2.8%)
Convulsive disease 0( 0.0%) 1( 0.2%) 2 ( 0.1%) 0( 0.0%) 3 ( 0.1%)
Others 21 ((17.1%) | 155 ( 31.9%) | 469 (265%) | 22 ( 29.3%) | 667 (27.2%)
History of allergies No 117 ( 95.1%) | 430 ( 88.5%) | 1,437 (81.2%) | 68 ( 90.7%) | 2,052 (83.6%)
Yes 5( 41%) | 42( 86%) | 314 (17.7%) 6 ( 80%) | 367 (15.0%)
Unclear/unrecorded 1( 0.8%) 14 (1 2.9%) 19 ( 1.1%) 1( 1.3%) 35 ( 1.4%)
Dose form Tablets 123 (100.0%) | 486 (100.0%) | 1,768 (99.9%) | 75 (100.0%) | 2,452 (99.9%)
Fine granules 0( 0.0%) 0( 0.0%) 2 ( 0.1%) 0( 0.0%) 2 ( 0.1%)
Daily dose 500 mg 120 ( 97.6%) | 477 ( 98.1%) | 1,737 (98.1%) | 74 ( 98.7%) | 2,408 (98.1%)
(1st day of administration) 500 mg q.d 120 ( 97.6%) | 477 ( 98.1%) | 1,730 (97.7%) 74 ( 98.7%) | 2,401 (97.8%)
250 mg b.i.d 0( 0.0%) 0( 0.0%) 7 ( 0.4%) 0( 0.0%) 7 ( 0.3%)
250 mg (250 mg q.d) 3( 24%) 9 ( 1.9%) 32 ( 1.8%) 1( 1.3%) 45 ( 1.8%)
Others 0( 0.0%) 0( 0.0%) 1( 0.1%) 0( 0.0%) 1( 0.0%)
No. of days of administration |1-3 days 6 ( 4.9%) 10 (1 2.1%) 40 ( 2.3%) 4 ( 5.3%) 60 ( 2.4%)
4-7 days 80 ( 65.0%) | 312 ( 64.2%) | 1,148 (64.9%) | 54 ( 72.0%) | 1,594 (65.0%)
8-14 days 31 ( 252%) | 149 ( 30.7%) | 509 (28.8%) | 17 ( 22.7%) | 706 (28.8%)
15-29 days 6( 49%) | 15( 3.1%) 67 ( 3.8%) 0( 0.0%) 88 ( 3.6%)
30 days or longer 0( 0.0%) 0( 0.0%) 6 ( 0.3%) 0( 0.0%) 6 ( 0.2%)
Mean = SD 7.1%+34 7.3%3.0 75*44 6.5*2.7 74%4.1
Minimum, Median, Maximum 1,7,21 2,7,28 1,7,120 3,6,14 1,7,120
Concomitant drug No 33 ( 26.8%) | 163 ( 335%) | 196 (11.1%) | 16 ( 21.3%) | 408 (16.6%)
Yes ( 732%) | 323 ( 665%) | 1,574 (88.9%) | 59 ( 78.7%) | 2.046 (83.4%)
Antimicrobials in advance No 8 ( 79.7%) | 391 ( 80.5%) | 1,472 (83.2%) 55 ( 73.3%) | 2,016 (82.2%)
Yes 25 (120.3%) | 95 ( 195%) | 296 (16.7%) | 20 ( 26.7%) | 436 (17.8%)
Unclear/unrecorded ( 0.0%) 0( 0.0%) 2 ( 0.1%) 0( 0.0%) 2 ( 0.1%)
Thotzo Tz, BIGERICRTD, BHAHRDINIEER) 3)  EEHE R OGS
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Table 2. Incidence of adverse drug reactions (ADRs)

Otiti S ti
Item s Otitis media Sinusitis 1.1p P ura.l\.le Overall
externa sialadenitis
Number of patients subject to safety analysis 123 486 1,770 75 2,454
No. of patients with ADRs 0 6 36 4 46
No. of occurrences of ADRs 0 8 47 4 59
Incidence of ADRs (%) 0% 1.23% 2.03% 5.33% 1.87%
Type of ADRs Incidence by type of ADRs (%)
Infections and infestations 0 (0%) 0( 0%) 1 (0.06%) 0( 0%) 1 (0.04%)
Vulvovaginal candidiasis 0 (0%) 0( 0%) 1 (0.06%) 0( 0%) 1 (0.04%)
Metabolism and nutrition disorders 0 (0%) 0( 0%) 1 (0.06%) 0( 0%) 1 (0.04%)
Decreased appetite 0 (0%) 0( 0%) 1 (0.06%) 0( 0%) 1 (0.04%)
Psychiatric disorders 0 (0%) 0( 0%) 5 (0.28%) 0( 0%) 5 (0.20%)
Insomnia 0 (0%) 0( 0%) 5 (0.28%) 0( 0%) 5 (0.20%)
Nervous system disorders 0 (0%) 1 (0.21%) 3 (0.17%) 0( 0%) 4 (0.16%)
Dizziness 0 (0%) 1(0.21%) 1 (0.06%) 0( 0%) 2 (0.08%)
Headache 0 (0%) 0( 0%) 2 (0.11%) 0( 0%) 2 (0.08%)
Eye disorders 0 (0%) 0( 0%) 1 (0.06%) 0( 0%) 1 (0.04%)
Visual impairment 0 (0%) 0( 0%) 1 (0.06%) 0( 0%) 1 (0.04%)
Cardiac disorders 0 (0%) 0( 0%) 0( 0%) 1 (1.33%) 1 (0.04%)
Palpitations 0 (0%) 0( 0%) 0( 0%) 1 (1.33%) 1 (0.04%)
Vascular disorders 0 (0%) 1 (0.21%) 0( 0%) 0( 0%) 1 (0.04%)
Hypertension 0 (0%) 1 (0.21%) 0( 0%) 0( 0%) 1 (0.04%)
Respiratory, thoracic and mediastinal disorders 0 (0%) 0( 0%) 1 (0.06%) 0( 0%) 1 (0.04%)
Rhinorrhoea 0 (0%) 0( 0%) 1 (0.06%) 0( 0%) 1 (0.04%)
Gastrointestinal disorders 0 (0%) 2 (0.41%) 18 (1.02%) 3 (4.00%) 23 (0.94%)
Abdominal discomfort 0 (0%) 1 (0.21%) 2 (0.11%) 0( 0%) 3 (0.12%)
Abdominal distension 0 (0%) 1 (0.21%) 0( 0%) 0( 0%) 1 (0.04%)
Abdominal pain 0 (0%) 0( 0%) 1 (0.06%) 0( 0%) 1 (0.04%)
Abdominal pain upper 0 (0%) 0( 0%) 1 (0.06%) 0( 0%) 1 (0.04%)
Diarrhea 0 (0%) 1 (0.21%) 9 (0.51%) 2 (2.67%) 12 (0.49%)
Gastritis 0 (0%) 0( 0%) 0( 0%) 1 (1.33%) 1 (0.04%)
Gastrointestinal disorder 0 (0%) 0( 0%) 1 (0.06%) 0( 0%) 1 (0.04%)
Nausea 0 (0%) 0( 0%) 4 (0.23%) 0( 0%) 4 (0.16%)
Vomiting 0 (0%) 0( 0%) 1 (0.06%) 0( 0%) 1 (0.04%)
Skin and subcutaneous tissue disorders 0 (0%) 3 (0.62%) 5 (0.28%) 0( 0%) 8 (0.33%)
Cold sweat 0 (0%) 0( 0%) 1 (0.06%) 0( 0%) 1 (0.04%)
Drug eruption 0 (0%) 2 (0.41%) 0( 0%) 0( 0%) 2 (0.08%)
Pruritus 0 (0%) 0( 0%) 3 (0.17%) 0( 0%) 3 (0.12%)
Rash 0 (0%) 1 (0.21%) 2 (0.11%) 0( 0%) 3 (0.12%)
Urticaria 0 (0%) 0( 0%) 1 (0.06%) 0( 0%) 1 (0.04%)
Musculoskeletal and connective tissue disorders 0 (0%) 0( 0%) 1 (0.06%) 0( 0%) 1 (0.04%)
Myalgia 0 (0%) 0( 0%) 1 (0.06%) 0( 0%) 1 (0.04%)
Renal and urinary disorders 0 (0%) 0( 0%) 1 (0.06%) 0( 0%) 1 (0.04%)
Pollakiuria 0 (0%) 0( 0%) 1 (0.06%) 0( 0%) 1 (0.04%)
General disorders and administration site conditions 0 (0%) 0( 0%) 2 (0.11%) 0( 0%) 2 (0.08%)
Irritability 0 (0%) 0( 0%) 1 (0.06%) 0( 0%) 1 (0.04%)
Oedema peripheral 0 (0%) 0( 0%) 1 (0.06%) 0( 0%) 1 (0.04%)
Investigations 0 (0%) 0( 0%) 3 (0.17%) 0( 0%) 3 (0.12%)
Alanine aminotransferase increased 0 (0%) 0( 0%) 2 (0.11%) 0( 0%) 2 (0.08%)
Aspartate aminotransferase increased 0 (0%) 0( 0%) 2 (0.11%) 0( 0%) 2 (0.08%)
Blood urea increased 0 (0%) 0( 0%) 1 (0.06%) 0( 0%) 1 (0.04%)

ENLFEREPESHET, ToHEEZHEL 272 330%) Tholo EARWHIX Staphylococcus & A3 147
300 ¥k D HHEL S04 % Table 10 (2R 3o HARHHBUESR B (490%) L&R1L L, £D9H B Staphylococcus aureus
FEERO R O3 & A L, FEE 300k, 775 23120 #k (40.0%) % 5%, methicillin-resistant Staphy-
2 B Mk T AT 201 Bk (67.0%), 7 T A BETER A998k lococcus aureus (MRSA) EHFESINMRIT 1I3HTH -
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Table 3. Incidence of ADRs by diseases and age

Diseases Age Incidence of ADRs (%) X2 test

<65 0% (0/102)

Otitis externa | 65=to<<75 0% (0/14) —
75< 0% (0/7)
<65 0.66% (2/302)

Otitis media 65=to<75 2.48% (3/121) P=0.2992
75= 1.59% (1/63)
<65 2.01% (31/1,540)

Sinusitis 65=t0<75 1.88% (3/160) P=0.8773
75< 2.86% (2/70)

s ; <65 5.88% (3/51)

uppurative

uppurath 65=10<75 6.25% (1/16) P=0.7758

sialadenitis
75< 0% (0/8)
<65 1.80% (36/1,995)

Overall 65=to<75 2.25% (7/311) P =0.8559
75=< 2.03% (3/148)

720 W\AT, S. pneumoniae 75 44 ¥k (14.7%) #BDH SN,
Pseudomonas aeruginosa 5% 35 ¥ (11.7%), H. influenzae
2T #k (9.0%) TH -7z,

EAGENICERR 2 K5 &, SAELRTRD LN 41
¥k W, Staphylococcus J& 75 20 ¥ (48.8%), P. aeruginosa
A3 11 #R(268% ) Tdh o 720 HEHJTIE 156 #kH, Staphy-
lococcus &A% 104 #k (66.7%) &% < & i, P. aeruginosa
A 23 ¥k (14.7%), S. pneumoniae 5% 10 ¥k (64%) TdH -
720 E BE 25 T U100 Bk Hr, S, preumoniae 7% 34 #k
(34.0%) & i d% <, H. influenzae %% 24 ¥k (24.0%),
Staphylococcus J&75 22 ¥k (22.0%), M.(B.) catarrhalis 7%
81k (8.0%) Th o720 LMRIEMERIR 55 T I3 K B A3 T
EN/=DIZ3WTH Y, Staphylococcus J&, Wi SIRW % B
< Streptococcus J&, Klebsielli BB DB D 1K TH -
7o

(2) MR A

WHARIZ T 94.0% (282/300 ¥k) TH -7z (Ta-
ble 10)o 77 L 5Pk O BiTH K51 93.5% (188/201 k)
T, Staphylococcus J& @ T 16 2k 513 92.5% (136/147 #%),
95 MRSA ORHEFIE 615% (8/13 #k) & i b iAo
720 S. pneumoniae D W KA1E 955% (42/44 #k) Th -
720 77 KBEROWIEREIZ 949% (94/99 #) T, W
T 5l T \& H. influenzae 25100% (27/27 ), M.(B.) ca-
tarrhalis %5 100% (9/9 #%), P. aeruginosa %* 85.7% (30/35
) THhHoiz,

7o, BRAYER ORI LRI, SAH£951% (39/41
BR), WE % 91.0% (142/156 Bk), HIGEEES 980% (98/
100 %), ALBRPEMERIL S 100% (3/34k) THh o720

(3) JEL IR B o B R A A

JEC R R B D B R A % Mt % 7200, BeG-RNC K R
PR S NIEF D ) B, MR EIAE B O F R =R 2
Table 11 1277970 ARFIE 4T 92.2% (260/282 #) T
HY, IBLTTABYE, 7T ABRERBRINEIOF R

X ZF N2 90.9% (189/208 f51), 95.9% (71/74 B1) TH -
720 Staphylococcus BB DH &) =12 89.7% (140/156
Bl) T, MRSA HHBIT571% (8/14 1), MRSA DAt
® Staphylococcus JEMMBIT 93.0% (132/142 1) TH -
720 T OMD T 2 WHER O R ZL S. pneumoniae
%1 955% (42/44 1), H. influenzae B 100% (28/28
%), M.(B.) catarrhalis #H1 100% (10/10 B1), P. aerug-
inosa M) 885% (23/26 B) TdH -7z
m. % 3

LVFX500 mg1 H 1 MRG0 HEEICB TS
Ak, HEMEMETAZEEHMWKE LT 2009 4F 10
H~2010 4 9 AN L 7= BGEFR A (32,200 1) 0
I H, HEREEUERGGE OhE %, RHE, RIRPEE,
ALY IR 95) DIEBIAS 2679 BIER S iz 2 L5,
NS EYIEICH 5 LVFX 500 mg 1 H 1 B I#H:5-
DERE, eV EWE Lz,

H SR BUR G SR O RIEH F BT 1.87% (46/
2454 61) TH Y, BRSO ko - B
1.61% (482/29,880 #l) L FIAREETH -7z, FAEIEHIX
TR, EOSO BEEEEDT 23 61(094%), B, FIIE
FESE DR E B XL O TAHLKREE AT 8 41 (0.33%), ASHRAE
DAEMBEED 5 H (0.20%) TH Y, MFHAKERESED
BRI S BRI & K& BV IZ R h o 72 T 72, HEE R
RITEEERO ST, IR 2B C& 2ho 7z 3% K
Wz A3 BT S EE T 3R L Twi, F 7,
1994 4£~1996 4E (2 FEjifi L 72 LVFX 100 mg 35 4l F 5%
A B 5 H S RHE o BIE R BT 200%
(22/1,098 #1) TH v, 1 HFH-2A51 [l 500 mg & 7= - T
b EIVEH OFEBUREE X FFLEE T o 720 B O EIVEH
ZEHIERIT 65 MR - 1.80% (36/1,995 1), 65 Ll 75
WA 0 225% (7/31141), 75 LA E 1 203% (3/148
Bl) &, A CRIEHEBEIREC 252 13 % L,
e BRI A A R o0 A i ) IV FH Z6 BLER 65 ik At -
142% (269/18970 1), 65 % LL k75 3% & i : 2.01%
(104/5,162 Bl), 75 Ll L : 1.90% (109/5,748 ) & [l Bk
DA TdH > 720 F 72, NSAIDs i 24.6% (604/2,454
Bl) ICHEHES N, o) HLIRMCEHETHEERL SNT
W57z = )VEEEESR - 70 ¥t VR NSAIDs & o Bf
1L 135% (332/2454 Bl) T o 720 HIRHIFRSREINE
H o 5 B3 13 NSAIDs 9 Bf H 7 0.27% (5/1,850 1),
7z = VEEEE SR - 7 1 € %~ R NSAIDs §f H B
0.60% (2/332%1), ZoAlo> NSAIDs BEHI#E 037% (1/
27260 T, ST THEZREDON o720 2O
BiL, HHEEREY SRR TORBETH ), BaF
FIREYYEICB W TH, NSAIDs BRI X 2 Fi i %
BRI SBICH 2 2 BN S W E DR S NTz,

AL, B HRMEBURGYE &R T 94.7% (2,305/2,435
B THY, BIIER TIIIE LR T 96.7% (119/123 #1),
HH 28T 92.3% (445/482 B1), R SLIEESE T 95.1% (1,669/



1,755 B) , ALHRIENERER 2% 96.0% T (72/75 1) TH > 720
1994 4E~1996 4F 12 9 J L 72 LVFX 100 mg %25 5 F ik
TR O H SR SSRGS O A I,
(972/1,058 1),
89.4% (437/489 fl),

HLH 2T 944% (85/90 #i),

KT 91.9%
HH%T
I SIPE 96T 93.6% (392/419 #1),

VOL. 60 NO. 2 HRBMEEGEICBIT 5 LVFX 500 mg 1 H 1 MR OHRS- oG8 - 24tk 181
Table 4. Incidence of ADRs by age
Age <65 65=to<75 75= Overall
Number of patients subject to safety analysis 1,995 311 148 2,454
No. of patients with ADRs 36 7 3 46
No. of occurrences of ADRs 44 11 4 59
Incidence of ADRs (%) 1.80% 2.25% 2.03% 1.87%
Type of ADRs Incidence by type of ADRs (%)
Infections and infestations 1 (0.05%) 0( 0%) 0( 0%) 1 (0.04%)
Vulvovaginal candidiasis 1 (0.05%) 0( 0%) 0( 0%) 1 (0.04%)
Metabolism and nutrition disorders 0( 0%) 1 (0.32%) 0( 0%) 1 (0.04%)
Decreased appetite 0( 0%) 1 (0.32%) 0( 0%) 1 (0.04%)
Psychiatric disorders 4 (0.20%) 1 (0.32%) 0( 0%) 5 (0.20%)
Insomnia 4 (0.20%) 1 (0.32%) 0( 0%) 5 (0.20%)
Nervous system disorders 4 (0.20%) 0( 0%) 0( 0%) 4 (0.16%)
Dizziness 2 (0.10%) 0( 0%) 0( 0%) 2 (0.08%)
Headache 2 (0.10%) 0( 0%) 0( 0%) 2 (0.08%)
Eye disorders 1 (0.05%) 0( 0%) 0( 0%) 1 (0.04%)
Visual impairment 1 (0.05%) 0( 0%) 0( 0%) 1 (0.04%)
Cardiac disorders 0( 0%) 1 (0.32%) 0( 0%) 1 (0.04%)
Palpitations 0( 0%) 1 (0.32%) 0( 0%) 1 (0.04%)
Vascular disorders 0( 0%) 1 (0.32%) 0( 0%) 1 (0.04%)
Hypertension 0( 0%) 1 (0.32%) 0( 0%) 1 (0.04%)
Respiratory, thoracic and mediastinal disorders 1 (0.05%) 0( 0%) 0( 0%) 1 (0.04%)
Rhinorrhoea 1 (0.05%) 0( 0%) 0( 0%) 1 (0.04%)
Gastrointestinal disorders 21 (1.05%) 2 (0.64%) 0( 0%) 23 (0.94%)
Abdominal discomfort 3 (0.15%) 0( 0%) 0( 0%) 3 (0.12%)
Abdominal distension 0( 0%) 1 (0.32%) 0( 0%) 1 (0.04%)
Abdominal pain 1 (0.05%) 0( 0%) 0( 0%) 1 (0.04%)
Abdominal pain upper 1 (0.05%) 0( 0%) 0( 0%) 1 (0.04%)
Diarrhea 10 (0.50%) 2 (0.64%) 0( 0%) 2 (0.49%)
Gastritis 1 (0.05%) 0( 0%) 0( 0%) 1 (0.04%)
Gastrointestinal disorder 1 (0.05%) 0( 0%) 0( 0%) 1 (0.04%)
Nausea 4 (0.20%) 0( 0%) 0( 0%) 4 (0.16%)
Vomiting 1 (0.05%) 0( 0%) 0( 0%) 1 (0.04%)
Skin and subcutaneous tissue disorders 4 (0.20%) 3 (0.96%) 1 (0.68%) 8 (0.33%)
Cold sweat 1 (0.05%) 0( 0%) 0( 0%) 1 (0.04%)
Drug eruption 0( 0%) 1 (0.32%) 1 (0.68%) 2 (0.08%)
Pruritus 3 (0.15%) 0( 0%) 0( 0%) 3 (0.12%)
Rash 1 (0.05%) 2 (0.64%) 0( 0%) 3 (0.12%)
Urticaria 1 (0.05%) 0( 0%) 0( 0%) 1 (0.04%)
Musculoskeletal and connective tissue disorders 1 (0.05%) 0( 0%) 0( 0%) 1 (0.04%)
Myalgia 1 (0.05%) 0( 0%) 0( 0%) 1 (0.04%)
Renal and urinary disorders 0( 0%) 0( 0%) 1 (0.68%) 1 (0.04%)
Pollakiuria 0( 0%) 0( 0%) 1 (0.68%) 1 (0.04%)
General disorders and administration site conditions 1 (0.05%) 1 (0.32%) 0( 0%) 2 (0.08%)
Irritability 0( 0%) 1 (0.32%) 0( 0%) 1 (0.04%)
Oedema peripheral 1 (0.05%) 0( 0%) 0( 0%) 1 (0.04%)
Investigations 2 (0.10%) 0( 0%) 1 (0.68%) 3 (0.12%)
Alanine aminotransferase increased 1 (0.05%) 0( 0%) 1 (0.68%) 2 (0.08%)
Aspartate aminotransferase increased 1 (0.05%) 0( 0%) 1 (0.68%) 2 (0.08%)
Blood urea increased 1 (0.05%) 0( 0%) 0( 0%) 1 (0.04%)

ALBRPERE IR 4 T 94.3% (33/35 61) TH VY, SHOHR
I VTN O EGE I B VT D 1994 4:~1996 4F 0 JR
WCHANFESDETH - 720

&Y SE FREFE M DA R EIL, BRE T 959% (514/536
i), HrAEE T 94.9% (1,614/1,701 1), HJET 89.4% (177/
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Table 5. Incidence of ADRs by presence/absence of NSAIDs

N
0_ Concomitant use of Concomitant use )
concomitant ) X test
propionate/phenylacetate NSAIDs of other NSAIDs
NSAIDs
No. of cases 1,850 332 272 —
29 11 6
No. of patients with ADRs (%) P =0.0886
(1.57) (3.31) (2.21)
. . 5 2 1
No. of patients with CNS ADRs (%) P=0.6151
(0.27) (0.60) (0.37)

Table 6. Clinical efficacy by type of diseases

Diseases No. of cases Effective Ineffective Efficacy rate (95%CI)
Otitis externa 123 119 4 96.7% (91.9% —99.1%)
Otitis media 482 445 37 92.3% (89.6% —94.5%)
Sinusitis 1,755 1,669 86 95.1% (94.0% —96.1%)
Suppurative sialadenitis 75 72 3 96.0% (88.8% —99.2%)
Overall 2,435 2,305 130 94.7% (93.7% —95.5%)
Table 7. Clinical efficacy by severity of infection Table 8. Clinical efficacy by age
Diseases Severity of infection Efficacy rate Diseases Age Efficacy rate x? test
Mild 100.0% (31/31) ot <65 97.1% (99/102)
itis
Otitis externa Moderate 96.2% (76/79) 65=to<75 92.9% (13/14) P=0.6249
externa
Severe 92.3% (12/13) 75= 100.0% (7/7)
Mild 95.6% (129/135) <65 91.6% (274/299)
Otitis media Moderate 92.3% (299/324) Otitis media | 65=to<75 92.6% (112/121) P=0.6338
Severe 73.9% (17/23) 75< 95.2% (59/62)
Mild 95.6% (324/339) <65 95.3% (1,455/1,527)
Sinusitis Moderate 95.4% (1,204/1,262) Sinusitis 65=t0<75 93.7% (149/159) P =0.6409
Severe 91.6% (141/154) 75< 94.2% (65/69)
s ; Mild 96.8% (30/31) s ; <65 94.1% (48/51)
uppurative uppurative
uppurath Moderate 97.2% (35/36) UPPUTALIVE | or<to<75 | 100.0% (16/16) P=04794
sialadenitis sialadenitis
Severe 87.5% (7/8) 75= 100.0% (8/8)
Mild 95.9% (514/536) <65 94.8% (1,876/1,979)
Overall Moderate 94.9% (1,614/1,701) Overall 65=to<75 93.5% (290/310) P=0.6327
Severe 89.4% (177/198) 75= 95.29% (139/146)
Table 9. Clinical efficacy by antimicrobials in advance
S ti
Antimicrobials Otitis externa Otitis media Sinusitis l.lpp ura.lYe Overall
sialadenitis
Mono-antimicrobials 100.0% (17/17) 87.7% (57/65) 94.1% (241/256) 90.9% (10/11) 93.1% (325/349)
Quinolones 100.0% (6/6) 89.5% (17/19) 95.8% (23/24) — % (0/0) 93.9% (46/49)
Cephems 100.0% (10/10) 82.8% (24/29) 94.6% (70/74) 100.0% (8/8) 92.6% (112/121)
Penicillins 100.0% (1/1) 88.9% (8/9) 100.0% (15/15) 100.0% (1/1) 96.2% (25/26)
Macrolides — % (0/0) 100.0% (4/4) 94.7% (124/131) | 100.0% (1/1) 94.9% (129/136)
Multi-antimicrobials 83.3% (5/6) 91.7% (11/12) 81.8% (9/11) 100.0% (1/1) 86.7% (26/30)
Overall 95.7% (22/23) 88.3% (68/77) 93.6% (250/267) 91.7% (11/12) 92.6% (351/379)

198 #) Ta ), BAYERICHZ &, BREOPHETHE) 4815 MRSA, 16123 P. aeruginosa BB TH o722 &
HAT739% (17/23 ) LKA o725, ZOMDEGHET 5, BEEEPWERTH o TS ZE 2 o, K
&, IR ISP 53 90% TR A AMRPHER SN FEERICH o THEITRENEZEZ LN, TOMlD
T/, FEOHHRTROONZ 6 FIOMWHMBFIOH L JEIYETIZ, FREOEMICB VT, BRI R
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WfRECc& A L E 2 N7 FWX 5 OF R
1d 65 % A T 94.8% (1,876/1,979 #1), 65 & ~74 i T
93.5% (290/310 1), 75 &Ll T 95.2% (139/146 1) T,
EAYERNIC R TH W IFHOERIX DTS 90% 2R 5
BREFMER SN TV 2P, BREICHLTOAE
FHNIRCERR RS TE 5 2 e R SNz, &
72, AREOFRAETIE, WEHRITRIEERIHII T L TARZE
F e 5 S NIFEBIDH) 15% & T T w7z, HAI ST
WA CTh o 72FEBNZ OV T ZDEAONRE WL <o
074 FREDN359% DL, KOTET 2 LRE
H3319% T, oF / u rRHEH129% TH -7z, AR
HIE, HAHEPURE ERAH AR LT 92.6% (351/379
Bl), =7 a7 4 FRE|HMBNIK L T949% (129/136
B1), &7 = 2 FRAEMERHI K LT 926% (112/121 B1),
flsd ¥ 7 v 2 RIEERBN K LT 93.9% (46/49 i) &,
HEEH BN L TR R IR CE 2R TH o
720 T2, BYMERBIRPERZBITA FT 4 0TI,
LVFX ZIZ L& 35 LRAET M) —F /0 rOHEIH
(&, EREF B B WIS MEEAH IR O SHES & TN T W5,
SEOHRATIE, RBIBIERITT 2 H5E, FIEOHR)
HKIZBOBD 954% (1,204/1,262 #1), 91.6% (141/154
B), AR EEDUH SRR B3 B AR 92.6% (351/
379B)TH Y, BHFTA KT AV THIET 2HH )80
F M % BT B AR S e,

H BRI GIE 2 5 DN K IEGE 2 BT 2 5N
STEEHEIZ DV TIIEHY — A T Y AP ThR T 5
B, ZRBIZNRE L22ERBE O RS S ORI
DRI & OB HE % & D WG S Mz R o T
Who ARFAETIE, ARPERAT I RAER] 2,435 B17> 5 300
WROJFE R A S iz 720, TR O 55 BESEE 2 & O
VR R ER &R R B O IR R R R oW TG 2 4T o
720 H BALSHIUEGIE 24K 0 3 7 JEUR T 0 45 Bl EE 1
Staphylococcus J&73 49.0% (147 #k) &k b% <, S. pneu-
moniae % 14.7% (44 #%), P. aeruginosa %5 11.7% (35 ¥k),
H. influenzae 75 9.0% (27 #k) THh o720 EIIENIC RS
&, APERTIE 41 ¥k, Staphylococcus J& 75 48.8% (20
¥R), P.aeruginosa 25 268% (11 #k) &% <, Zo 2 Wk
T75% % 5%, S.pneumoniae, H. influenzae A S
TeREBNZ 72 70 o 720 HHH 2RI 156 ¥k, Staphylococcus
B 66.7% (104 #%) &£ % < % 5%, P. aeruginosa 7% 14.7%
(23 ¥k), S. pneumoniae 5% 64% (10 #k) T - 720 —7,
il e 95T Hd 100 #kH, S. preumoniae % 34.0% (34 #k) &
b % <, H.influenzae %% 24.0% (24 ¥%), Staphylococcus
JBAY220% (22 %) & S. pneumoniae, H. influenzae DR
R OLBE R TR, HREOH IR AIC X
D 5% o Tz, SRR S N7 5 R 05 BERE % 45
4 1A] B S MR Ak S i R 70 Bl W A [ — X T v
AW LS B &, SR OFA T Staphylococcus J& D E|
B2 720, ZDOMORIZ OV TIIZIZF RO R

T o 720 Staphylococcus J&IZ B L TIZHAER DO W HETE D
BETERVD, MHRE L7z WRITH L R RliAYE K 3 &
HEL, MOHEEIHERINTWSEZ &9 5 Staphylococ-
cus BERRWE T LBRBLEER OGN 72, 0
H%&, BREROBMRB T, S. pneumoniae 7 H NI
H. influenzae 7%, P13 B TI&, S. aureus % & I P.
aeruginosa DBIHHEED EN Z EHHI LN T2, 41l
OIRAETIEEME BEICET A EHRONEIIITo T
WS S. pneumoniae, H. influenzae DR ZE A3 E 2> - 72l
RPERTRAMRKBDRENHZ L, —T7 S. aureus, P.
aeruginosa 075 HESABE A3 H HE 58 TR 2 D i 1
DENEH% 0o T2 RN E 2 HNTze RWHERITEHE
T 94.0% (282/300 ¥%) TV, H 5P FHIREGAE D £ %
%IRKW TdH 5 S. pneumoniae, H. influenzae, M.(B.) ca-
tarrhalis DWTHRIIIBOB D 955% (42/44 %), 100%
(27/27#k), 100% (9/9 #%) & &<, Staphylococcus )&,
P. aeruginosa \2&F LT 92.5% (136/147 ¥k), 85.7% (30/
35 Hk) ORWIHERRZIR L7z, BAYER QWL bt
H 26T 9.1% (39/41 #k), Ell 5 )P 9 T 980% (98/100
), HEH T 91.0% (142/156 #F), ALIRTEME IR % <
100% (3/3#k) THH, WwIhd 90% &z 5 Rif 2
HEREZR L7z BIYEIC X D HHRRPRESCED D
L3 hhole T FHRERBENOARFILS. pneumo-
niae 95.5% (42/44 B1), H. influenzae 100% (28/28 i),
M. (B.) catarrhalis 100% (10/10 #1), Staphylococcus J&
89.7% (140/156 #1), P. aeruginosa 88.5% (23/26 #i) &
RHREL —H LTz, TS OS5, LVFX 500
mg 1 [ 1 RS EERHE BN T AR 2 384 T
HBHTEIRBEEINT,

DLk, LVFX 500 mg 1 H 1 [mI&E4 513, B SRR
EIGEIC B W T, BEMIHE T NS MERRO ST,
SREE, hE %, RIS, ALIRVEMERIR JE VT %
YEIZx LTd 90% LL Eof#hs &R L, A O W
HER, KRR D RIF 2RI N2 eh D,
HHEDENIERTH D Z LR TE T,

&

iz Z 512H720, LVFX ORI I
WY, BELRT—5 2 TRHIEVZES I LS %A
TZIEHHLH L BT E9

PIRAAL, IR, ARAEZ, BEIEST, 35 H5 P,
SRS, MR, BEBRT, KRR, AR,
Nz WA, SiARIEE, &S, IHSCER, $—=

EHREZHOMETH 5,
X [
D WP K I 2, HAEE, SN, MHE—,

TEHH U EE, A o DI 3R & G4 E (2 59 % Levofloxacin
500 mg 1 H 1 |l 5- DR H. HIb#EAEE 2009; 57
(S-2): 20-33

2) BAREW, W, wIEl—, MHES—, a8,
Ui ARG, i BEMETE IR BRI AYIE LR 9 A Levoflox-
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acin 500 mg 1 H 1 4% 5- D R
2009; 57 (S-2): 34-46

Zhang Y Y, Huang HH,Ren Z Y, Zheng HG, Yu Y S,
Li X ], et al: Clinical evaluation of oral levofloxacin
500 mg once-daily dosage for treatment of lower res-
piratory tract infections and urinary tract infections:
a prospective multicenter study in China. J Infect
Chemother 2009; 15: 301-11

IOHE=, HiE—, BERT, AHTFIL LER7O
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2000; 53: 387-408
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BT % 2 — X1 T~ A, Jpn] Antibiot
2003; 56: 341-64

INEE=, K¥ B, B8R, AHS LE7e
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2005; 58: 17-44
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MM —, kg E HH % L. vt
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FEFNRGET. ERAUESHERE 2004; 78: 428-34
BABHY S BMRBIRIERLZRIA FT A »
2010 4FA. H 5iE 2010; 49: 143-247

Wi RIG, PURNEINE, IUD)AH, BARRZ, BERVEET
FHHEW, i : Levofloxacin 500 mg 1 H 1 [IFE %
B oatk - HRM. BALEEES 2011;59: 614-33
Yamaguchi H, Kawai H, Matsumoto T, Yokoyama H,
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Safety and efficacy of levofloxacin 500 mg once a day in patients
with otological infections

Kazuhiro Uchino”, Hiroki Yamaguchi”, Takuyuki Matsumoto’, Kyoko Kuroyanagi’,
Sanae Yoshida’, Megumi Takahashi’, Hiroko Kodama”, Satoko Hamajima",
Rie Yonemochi”, Fumiaki Kobayashi”, Naoki Yamanouchi®, Tadamichi Suzuki”,
Tomoo Shiozawa” and Fumie Yamaguchi"

U Post Marketing Studies Management Department, Daiichi Sankyo Company, Limited, 3-5—1 Nihonbashi Honcho,
Chuo-ku, Tokyo, Japan
? Pharmacovigilance Department, Daiichi Sankyo Company, Limited

¥ Clinical Data and Biostatistics Department, Daiichi Sankyo Company, Limited

We performed a subgroup analysis to evaluate the efficacy and safety of oral levofloxacin (LVFX) in pa-
tients with otological infections (otitis media, otitis externa, sinusitis, and suppurative sialadenitis) (n =
2,679), who were extracted from subjects (n =52,200) of a postmarketing surveillance of LVFX 500 mg once
daily conducted from October 2009 to September 2010.

The incidence of adverse reactions in overall patients with otological infections was 1.87% (46,2454 pa-
tients). The most commonly-reported adverse reaction was gastrointestinal disorders (e.g., diarrhea and nau-
sea) reported in 23 patients (0.94%), followed by skin and subcutaneous tissue discords (e.g. skin rashes and
pruritus) in 8 patients (0.33%) and psychiatric disorder (e.g., insomnia) in 5 patients (0.20%). No serious ad-
verse reaction was observed.

Stratified analysis by the type of infections showed the incidence of adverse reactions to be 0% (0/123) for
patients with otitis externa, 1.23% (6,/486) for patients with otitis media, 2.03% (36/1,770) for patients with si-
nusitis, and 5.33% (4/75) for patients with suppurative sialadenitis.

The clinical efficacy rate for overall otological infections was 94.7% (2,305/2,435 patients). Stratified analy-
sis by the type of infections showed the clinical efficacy rate to be 96.7% (119/123) for patients with otitis ex-
terna, 92.3% (445/482) for patients with otitis media, 95.1% (1,669/1,755) for patients with sinusitis, and
96.0% (72/75) for patients with suppurative sialadenitis.

The most common bacterial species among the pathogenic isolates was Staphylococcus sp. (49.0%), followed
by Streptococcus pneumoniae (14.7%), Pseudomonas aeruginosa (11.7%), and Haemophilus influenzae (9.0%). The
eradication rate for the overall clinical isolates was 94.0% (282/300 isolates). Analysis by the bacterial spe-
cies (among the common pathogenic isolates) showed the eradication rate to be 925% (136,147 isolates) for
Staphylococcus sp., 95.5% (42/44 isolates) for S. pneumoniae, and 100 % (27/27 isolates) for H. influenzae. These
bacterial eradication rates were consistent with the clinical efficacy rates stratified by the species of patho-
genic microorganisms detected.

The above results indicate that oral 500-mg once-daily dosage of LVFX can be safely used also for the
treatment of otological infections and achieved clinical efficacy rates of more than 90% for all otitis externa,
otitis media, sinusitis, and suppurative sialadenitis cases. Thus, based on the excellent bacterial eradication
rates and clinical efficacy rates by the species of pathogenic isolates, the oral 500-mg once-daily dosage of
LVFX was confirmed to be a useful regimen of antimicrobial medication for patients with otological infec-
tions.



