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Abstract

Project Code: MRG5480141

Project Title: The effect of management of antituberculosis drug-induced cutaneous
adverse drug reactions on patients’ cure rate

Investigator: Ms. Wilawan Thongraung, Department of clinical pharmacy, Faculty of
Pharmaceutical Sciences, Prince of Songkla University

E-mail Address: wilawan.t@psu.ac.th

Project Period: June 15, 2011 to June 14, 2013

Objectives: 1). To study the incidence of antituberculosis drug-induced cutaneous
adverse drug reactions (antiTB-CADRs); 2). To study the clinical characteristics (type,
severity, onset) of antiTB-CADRs; 3). To compare the outcome of different management
methods for mild and moderate antiTB-CADRs; 4) To study management methods for
severe antiTB-CADRs; 5) To study the rechallenge methods for severe antiTB-CADRs;
6). To compare TB treatment outcome between different methods for mild and moderate
antiTB-CADRs; 7). To compare tuberculosis (TB) treatment outcome between patients
with and without antiTB-CADRs

Methodology: This was a prospective study conducted in 17 hospitals of 5 provinces of
lower southern Thailand. New cases of tuberculosis patients aged not less than 18
years treated with first-line antituberculosis drugs were included. Patients were excluded
if 1) they had abnormal skin conditions such as itching and/or rash before they started
the treatment, and 2) they could not communicate in Thai. Antituberculosis drug-induced
cutaneous adverse drug reaction (antiTB-CADR) was defined as a skin reaction such as
rash and/or itching occurring during the treatment without other causes. At diagnosis,
patients were informed about antiTB-CADR and to visit their attending physicians
immediately if they experienced any cutaneous ADR. Moreover, they were followed up
everyday within the first two week, then every week until the end of intensive phase.
Clinical presentations associated with antiTB-CADR, including type, onset, and severity,
were recorded. Additionally, antiTB-CADR management methods and their outcomes

and TB treatment outcome were also documented.

Results: Of the 700 TB patients included, the total followed up time for all patients until

the end of intensive phase was 34,146 days and 121 patients experienced antiTB-



CADRs resulting in the cumulative incidence of 17.3% (95% Cl 14.3% to 20.6%) and
the incidence density of 3.5 patients per 1000 person-days (95% CI 2.9 to 4.2 patients
per 1000 person-days). After the end of TB treatment, the number of patients who had
antiTB-CADRs was increased to 123 patients. This caused the cumulative incidence of
17.6% (95% Cl 14.6% to 21.0%) for all treatment period. The mean time since starting
anti-TB drugs until cutaneous ADRs occurred was 11.7 + 14.5 day (range 1-88 days).
Of 123 patients with CADRs, 55.3% of patients had only itching and 44.7% had both
itching and rash. Types of rash were maculopaular rash (28.6%), erythematous rash
(10.3%), urticaria (3.3%), Stevens-Johnson Syndrome (3.3%), erythematous papule
(0.8%). Of 123 patients with anti-TB-induced CADRs, 55.3% were mild, 39.0% were
moderate, and 5.7% were severe CADRs. For 68 patients with mild CADRs, 67 patients
continued TB treatment. Of these, 66 patients (98.5%) cured their CADRs. Among a
patient with mild CADRs and ceased TB treatment, his pruritus was resolved. (12.2%)
patients stopped theif treétment. For 48 patients with moderate CADRs, 39 patients
continued TB treatment. Of these, 38 patients (97.4%) resolved their rash compared
with 9 pétients who had moderate CADRs and ceased TB treatment, all of their CADRs
were cured. For 9 patients with severe CADRs, 7 patients discontinued TB treatment
and 2 patients continued their treatment, all of them (100.0%) were resolved their
CADRs symptoms. Of 7 patients who were rechallenged with antituberculosis drugs, 5
patients started with isoniazid, 2 patients started with rifampicin and 1 patient used
ethambutol as the first agents. Among 123 patients with CADRs, 75.6% were successful
treatment compared with 76.1 % of patients not having CADRs who were successful
treatment (p=0.911). Of 103 patients who continued TB treatment, 86.4% were
successful treatment compared with 36.3 % of 11 patients with discontinuation of
antituberculosis drugs who were successful treatment (p=0.000).

Conclusion and discussion: Antituberculosis drug-induced cutaneous adverse drug
reactions were common. However, most of them were mild or moderate CADRs which
no need to discontinue TB treatment but were closely monitored, In contrast to severe
antiTB-CADRSs, cessation of TB treatment should be considered. To identify the
causative and select the most appropriate further regimen, antituberculosis drug should
be reintroduced by sequential method.

Keywords: Antituberculosis drugs, cutaneous adverse drug reactions (CADRs),

incidence, characteristic, management



