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Table 1 Cases
All 91 Dose of LVFX/body weight
Male 60 (66%) >10 mg/kg 31 35%)
Age [mean/min./max.] 57.9/20/100 6—-10 mg/kg 53 (60 )
Body weight [mean/min./max.] 53/32/89 <6 mg/kg 4 (5 )
Site of diseases Reason of LVFX use
Pulmonary 87 (96%) Resistant (any) 55 (60%)
Pulmonary + brain 1(1 ) Resistant to H and R 14 (15 )
Pulmonary + lymph node 1(1 ) Resistant to H only 33 36 )
Pulmonary + pleurisy 2(2 ) Resistant to R only 5(5 )
Coexisting diseases/condition Adverse drug reactions (any) 28 (31 )
Diabetes mellitus 16 (18%) Adverse drug reactions to H and R 5(5 )
Liver cirrhosis 0C0 ) Adverse drug reactions to H only 9 (10 )
Chronic hepatitis 6 (7 ) Adverse drug reactions to R only 8(9 )
Kidney dysfunction 2(2 ) Other reasons 12 (13 )
Stomach surgery 2(2 ) Other drugs used together
Malignancy 4 (4 ) Isoniazid 48 (53%)
Use of steroid 9 (10 ) Rifampicin 57 (63 )
Use of immunosuppression drug 0(C0 ) Pyrazinamide 48 (53 )
Use of biologics 0C0 ) Ethambutol 71 (78 )
Habit Streptomycin 23 (25 )
Alcohol intake 21 (23%) Kanamycin 6 (7 )
Tobacco current 13 (14 ) Ethionamide 16 (18 )
Tobacco ex smoke 24 (26 ) PAS 7(8 )
Tobacco non smoker 30 33 ) Cycloserine 3(3 )
Sputum smear at the beginning of LVFX Rifabutin 4 (4 )
Positive 40 (44%) Duration of LVFX (days)
Negative 48 (53 ) [mean/min./max.] 283/26/932
Unknown 3(3 ) Outcome
Culture at the beginning of LVFX Completion of LVFX treatment 74 (81%)
Positive 49 (54%) (among these, LVFX > 180 days) 63 (69 )
Negative 40 (44 ) Discontinuation of LVFX 7(8 )
Unknown 2 (2 ) Resistance to LVFX 1(1 )
X-ray at the beginning of LVFX Death 4(4 )
Cavitary 40 (44%) Adverse reactions 1(1 )
Non cavitary 49 (54 ) Stopped LVEX because of deteriora- 1(1 )
No data 2(2 ) tion of general condition
Dose of LVFX Transfer out 10 (11 )
500 mg 81 (89%)
375 mg 7(8 )
250 mg 3(3)

LVFX: levofloxacin H: isoniazid R: rifampin
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Table 2 Adverse drug reactions during
tuberculosis treatment including LVFX

Frequency, events
LVFX interruptions
Permanent interruption
Temporary interruption
Details of ADRs
Eruption
Diarrhea
Anorexia
Liver dysfunction
Renal dysfunction
Arthralgia
Muscle pain
Foot paresthesia
Gout
Thrombocytopenia
Leucopenia
Anemia
Optical neuropathy
ADRs are due to LVFX?
Definite relationship with LVFX
Arthralgia
Muscle pain
LVFX permanent interruption
Possible relationship with LVFX
Diarrhea
Arthralgia
Eruption
LVEFX permanent interruption
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Table 3 Cases with adverse drug reactions
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37 days after discontinuation of L

Yes
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No Yes (stop L and recover)
Yes

132
339
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37
127

Muscle pain

500 RE

43/M 49

1
2
3
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No

Stop Z
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68/M 68

76 days after discontinuation of L
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Medication

3
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375 HRZE
500 REZ

83/M 58
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126

Medication
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58/M 58
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49 Stop L 31 Yes
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finger)

M: male

L: levofloxacin, R: rifampicin, E: ethambutol, S: streptomycin, H: isoniazid, Z: pyrazinamide, T: ethionamide, K: kanamycin, Rb: rifabutin
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Table 4 Died cases
LVFX F start LVFX
Case Age/Sex dose (mg) tor(()ir:a:h (days) Other drugs used Cause of death
1 90/F 500 28 HS Cancer
2 71/M 500 59 HE Unknown (dead at home)
3 89/M 500 125 HRE Aneurysm
4 50/M 500 177 ZTKP Suicide
LVEX: levofloxacin, H: isoniazid, S: streptomycin, E: ethambutol, R: rifampicin,
Z: pyrazinamide, T: ethionamide, K: kanamycin, P: PAS
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Original Article

PROSPECTIVE ANALYSIS OF ADVERSE REACTIONS WITH
LONG-TERM LEVOFLOXACIN USE

Naikakai, Ryoken

Abstract [Background] The safety of the long-term use of
levofloxacin as an antibiotic has not previously been reported
via a prospective study. This lack of evidence acts as a barrier
for its use as an anti-tuberculosis drug.

[Method] Cases with long-term levofloxacin use were
prospectively followed at member hospitals of Ryoken. The
frequency of adverse events is reported.

[Results and discussion] Of 91 total cases, 7 cases were
reported to have adverse drug reactions that may or may not
have been levofloxacin-related. Of these 7 cases, 5 reported
arthralgia and muscle pain that occurred 37—-157 days after
starting levofloxacin. Of 49 bacillary-positive cases, 1 case

died 1 month later, 1 case did not have a culture examination,

and 47 cases showed culture conversion.
[Conclusion] Long-term levofloxacin use is likely to be
safe; however, arthralgia should be monitored in these long-

term users.

Key words: Levofloxacin, Long-term use, Adverse reactions,

Tuberculosis, New quinolone
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