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Table 1 Baseline clinical characteristics

With PZA Without PZA
(n=287) (n=848) p value
Age, Yr, Mean (SD) 852 ( 4.3) 86.3 ( 4.3) 0.392
Male 161 (56.1%) 452 (53.3%) 0.452
Body mass index, kg/m?, median 183 ( 3.7) 18.0 ( 3.7) 0.398
Japanese 287 (100%) 844 (99.5%) 0.556
Hospitalized 271 (95.1%) 823 (97.5%) 0.066
Site of diseases
Pulmonary only 238 (82.9%) 664 (78.3%) 0.111
Miliary 16 ( 5.6%) 65 ( 7.7%) 0.291
Pulmonary and Extrapulmonary 22 ( 7.7%) 90 (10.6%) 0.183
Extrapulmonary only 11 ( 3.8%) 26 ( 3.1%) 0.660
Without previous treatment 238 (87.8%) 713 (89.3%) 0.578
AFB smear positive 208 (73.0%) 641 (75.7%) 0.408
Culture positive at the beginning 263 (91.6%) 802 (94.6%) 0.100
Cavitary (X-ray) 68 (23.7%) 238 (28.1%) 0.172
Extensive (X-ray) 70 (24.4%) 235 (27.7%) 0.308
Performance status, PS0/1 85 (29.6%) 225 (26.5%) 0.349
Any complication 155 (54.6%) 572 (68.0%) 0.000
Diabetes Mellitus 60 (21.1%) 154 (18.3%) 0.338
Human immunodeficiency virus infection 0 ( 0.0%) 2 (02%) 0.994
Immunosuppresive therapy 5 ( 1.8%) 9 ( 1.1%) 0.550
Steroid 17 ( 6.0%) 62 ( 7.4%) 0.512
Malignancy 19 ( 6.7%) 95 (11.3%) 0.035
After transplantation 1 (04%) 0 ( 0.0%) 0.569
Dialysis 4 ( 1.4%) 13 ( 1.5%) 0.907
Renal disease 35 (12.3%) 153 (18.2%) 0.028
Hepatic dysfunction 9 ( 32%) 70 ( 8.3%) 0.005
Albumin g/m/ 3.0 (0.7) 2.8 ( 0.7) 0.394

PZA: pyrazinamide, SD: standard deviation, AFB: acid fast bacilli
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Table 3 Adverse reactions and treatment result

With PZA Without PZA

Adverse drug reactions 116 (40.4%) 253 (29.8%) 0.001
Liver dysfunction 47 (16.4%) 84 (19.9%) 0.004
Liver dysfunction with AST/ALT=1000 IU/L 3 (1.0%) 3 (04%) 0.131
Liver dysfunction (AST/ALT=500 IU/L or Bil=5 mg/dl) 9 ( 3.1%) 9 ( 1.1%) 0.031
Kidney dysfunction 10 ( 3.5%) 34 (4.0%) 0.825
Cerebral infarction 0 ( 0.0%) 3 (0.4%) 0.731
Anorexia 8 (2.8%) 22 ( 2.6%) 0.971
Enteritis 4 (1.4%) 3 (0.4%) 0.131
Ileus 1 (03%) 2 (02%) 0.731
Nausea and vomiting 0 ( 0.0%) 6 ( 0.7%) 0.338
Other gastrointestinal symptoms 1 ( 0.3%) 0 ( 0.0%) 0.569
Fever 8 (2.8%) 24 ( 2.8%) 0.866
Eruption 23 ( 8.0%) 60 ( 7.1%) 0.692
Visual disturbance 8 ( 2.8%) 8 (0.9%) 0.045
Muscle and joint pain 1 ( 0.3%) 8 (0.9%) 0.550
Thrombocytopenia 7 (24%) 7 ( 0.8%) 0.067
Interstitial pneumonitis 1 ( 0.3%) 4 (05%) 0.808
Pneumonia 3 (1.0%) 1 (0.1%) 0.086
Aspiration pneumonia 1 (03%) 10 ( 1.2%) 0.372
Cardiac failure 1(03%) 5 (0.6%) 0.987
Tachycardia 0 ( 0.0%) 1 (0.1%) 0.569
Peripheral neuropathy 1 (03%) 2 (02%) 0.731
Other adverse drug reactions 10 ( 3.5%) 24 ( 2.8%) 0.718

Negative conversion of culture
Culture conversion before 5 months 222 (84.4%) 652 (81.3%) 0.936
Culture positive after 5 months treatment 1 (04%) 1 (0.1%) 0.993

Any change from original treatment?
Completed original treatment 86 (30.0%) 207 (24.4%) 0.075
Changed regimen 52 (18.1%) 111 (13.1%) 0.045
Interrupted treatment 7 ( 2.4%) 21 ( 2.5%) 0.853
Died during original regimen 51 (17.8%) 167 (19.7%) 0.530
Transfer out during original treatment 91 (31.7%) 330 (38.9%) 0.034

Treatment outcome
Cure or completed treatment 100 (34.8%) 236 (27.8%) 0.030
Died during treatment 72 (25.1%) 233 (27.5%) 0.476
Transferred out 114 (39.7%) 373 (44.0%) 0.233
On treatment 0 ( 0.0%) 0 ( 0.0%)

Relapse
No relapse 116 (97.5%) 287 (97.3%) 0.819
With relapse, culture positive 3(25%) 5(1.7%) 0.874
With relapse, by X-ray findings 0 ( 0.0%) 3 ( 1.0%) 0.643

PZA: pyrazinamide, AST: Aspartate transaminase, Bil: bilirubin
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Fig. Kaplan-Meier survival analysis
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Table 5 Cox Hazard Proportion model for the risk of death among TB cases treated with standard regimen

Wald test Hazard ratio (Exp (coefficient

Chi square DoF Pvalue (9(5 %pC(I) )
Male/female 27.8986 1 0.0000 043  (0.32-0.59)
Age 18.3581 1 0.0000 1.08  (1.04-1.12)
Performance status 26.8456 1 0.0000 1.26  (1.15-1.38)
Renal dysfunction 17.8404 1 0.0000 2.05 (1.47-2.86)
Serum albumin level at the start of treatment (g/d/) 45.2683 1 0.0000 0.39  (0.30-0.52)
Treatment regimen with PZA / without PZA 2.1401 1 0.1435 0.76 (0.53-1.10)
Renal adverse reaction 6.4962 1 0.0108 2.63 (1.25-5.53)
Body mass index 6.1714 1 0.0130 0.95 (0.91-0.99)
Extensive cases 25.3777 1 0.0000 2.21 (1.62-3.01)

PZA : pyrazinamide, DoF: degree of freedom, CI: confidence interval
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Original Article

TUBERCULOSIS TREATMENT FOR PATIENTS MORE THAN EIGHTY YEARS OLD

Internal Medicine Group of Ryoken

Abstract [Background] Current tuberculosis standard treat-
ment in Japan includes two regimens, that is A (isoniazid
rifampicin, pyrazinamide, ethambutol or streptomycin) or B
(without pyrazinamide from A). The Japanese Society for
Tuberculosis recommends B more for people older than 80
years and validity of this policy needs to be evaluated.

[Method] Method is retrospective review of clinical data
of 42 hospitals. All cases older than 80 years of age treated
with regimen A or B were the target population. Background
information, treatment result, frequency of adverse drug
reactions and risk of relapse were evaluated.

[Result] There was no difference of sex, age, sputum smear,
X-ray findings, proportion of culture positivity and perform-
ance status. Cases treated with A were less with hepatic dys-
function, renal dysfunction and malignant neoplasm. There
was big difference of the proportion of cases treated with A
by hospitals. Cases treated with A showed higher frequency

of hepatic adverse reaction, severe hepatic adverse reaction
and visual disturbances. The proportion of cure and comple-
tion was higher among cases treated with A. There was no
difference of the risk of death.

[Conclusion] The conclusion is that cases older than 80 can
be treated safely with standard regimen including pyrazinamide
but the risk of severe hepatic adverse reaction requests careful
follow up and cases with hepatic dysfunction, renal dysfunc-
tion and malignant neoplasm need to be further evaluated.

Key words: Tuberculosis, Old cases, Treatment result
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