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Abstract
Tuberculosis is an infectious disease that can be treated using a combination of antitubercular drugs. First-line antitubercular agents such as isoniazid and rifampin are considered pivotal to successful treatment. However, they are also known to have relatively high rates of adverse events including hypersensitivity reactions. Discontinuing the first-line agents in the event of hypersensitivity may significantly compromise the cure rate of tuberculosis. Drug desensitization can be an effective method allowing continued use of the first-line agents and achieving successful cure of tuberculosis. A 70-year-old man was diagnosed with culture proven pulmonary tuberculosis and treated with first-line antitubercular agents (isoniazid, 300 mg; rifampin, 600 mg; pyrazinamide, 1,500 mg; and ethambutol, 800 mg). After 2 weeks of treatment, generalized erythematous papular rash and fever developed, for which all drugs were discontinued. Since he had hypersensitivity to all 4 first-line antitubercular agents, we tried desensitization for all 4 drugs one by one to resume antituberculosis treatment. After successful desensitization of all 4 first-line antituberculosis drugs, 6 months-antitubercular therapy was completed without any complications. We report here a case of multiple desensitization in a pulmonary tuberculosis patient having hypersensitivity to all of the 4 first-line antitubercular drugs, successfully completing 6-month antitubercular therapy without any complications.
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  Drugs related with hypersensitivity reactions
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  Oral desensitization protocol for isoniazid (target dose: 300 mg)

Solution for step 1-6: isoniazid 10 mg+dextrose 5% in water 50 mL (0.2 mg/mL); solution for step 7-11: isoniazid 100 mg+dextrose 5% in water 50 mL (2 mg/mL).
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  Oral desensitization protocol for rifampin (target dose: 600 mg)

Solution for step 1-6: rifampin 150 mg+dextrose 5% in water 500 mL (0.3 mg/mL); solution for step 7-12: rifampin 150 mg+dextrose 5% in water 50 mL (3 mg/mL).
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  Oral desensitization protocol for ethambutol (target dose: 800 mg)

Solution for step 1-6: ethambutol 40 mg+dextrose 5% in water 40 mL (1 mg/mL); solution for step 7-10: ethambutol 400 mg+dextrose 5% in water 40 mL (10 mg/mL).
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  Oral desensitization protocol for pyrazinamide (target dose: 1,500 mg)

Solution for step 1-6: pyrazinamide 60 mg+dextrose 5% in water 20 mL (3 mg/mL); solution for step 7-10: pyrazinamide 1500 mg+dextrose 5% in water 50 mL (30 mg/mL).
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Drug Total dose administered  Symptoms of hypersensitivity

Isoniazid 0mg Dyspnea, prurits, eosinophilia

Rifampin 50mg Fever, pruritis erythema, wheals.
Ethambutol 1.200mg Uricaria

Pyrazinamide 125mg Fever, urticaria, prurits, rash
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Administered amount

Step Time from start (hr) () Cumulative dose (mg)
1 0 03 03
2 1 06 09
3 2 12 21
4 3 24 45
5 4 48 93
6 5 96 189
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Administered amount

Step. Time from start (hr) {mg) Cumulative dose (mg)
1 0 01 01
24 1 02 03
3 2 05 08
4 3 1 18
5 4 2 38
6 5 4 78
7 6 8 158
8 7 15 308
9 8 30 608

10 9 60 1208

n 10 100 2208

12 n 200 4208

13 12 400 8208
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Step Time from Administered amount Cumulative
start () (mg) dose (mg)

1 0 002 002

2 1 004 0.06
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Administered amount

Step Time from start (hr) {mg) Cumulative dose (mg)
1 0 003 003
2 1 0.06 009
3 2 015 024
4 3 03 054
5 4 06 114
6 5 12 134
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8 7 45 824
9 8 9 1724
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" 10 375 7334
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14 13 300 598.34
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