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METHODS

Patients : This study included 40 paticnts with
ATT induced hepatotoxicity attending the out patients
department or admitted to the wards of All India
Institute of Medical Sciences, New Dclhi. Paticnts
receiving ATT but developing acute viral hepatitis and
those patients in whom hepatic disease was attributed
to a cause other than ATT were excluded from the
study. A similar group of 45 paticnls on ATT but
without hepatotoxicily were also studicd to scrve as
controls. Informed consent was obtained from all
paticnts before inclusion in the study.

All study patients and controls underwent a
thorough clinical and investigative work up. A proforma
was completed noting the details of the name, age,
sex, site and severity of tuberculosis, mcthod of
diagnosing tuberculosis, past history of liver discase,
alcohol intake, ingestion of other potentially
hepatotoxic drugs, blood transfusion in the past and
other risk factors for the development of hepatic
discases such as health professionals, necdle prick
injury, intravenous drug addiction, sexual promiscuity
etc. The details of the ATT being taken was recorded
which included nature of drugs, dosage and duration
of treatment.

Investigations included hemogram, Mantoux test,
chest X-ray, abdominal ultrasonography, serum
biochemistry (sugar, urea and electrolytes) and liver
function tests (LFT). LFT included serum bilirubin,
serum alkaline phosphatase, serum transaminascs
(SGOT and SGPT), prothrombin time, serum total
protein and albumin. Hepatitis B virus surface antigen
(HBsAg) was done in all patients to rule out hcpatitis
B virus infection.

Acetylator status was estimated using
“Sulphadimidine test” (SDM test). In paticnts who were
on ATT, all drugs were stopped at least 48 hours prior
1o SDM test. In patients with liver dysfunction due to
ATT the acetylator status was determined after the liver
functions returned to normal. SDM test was done as
described previously by Rao et al (15). In short SDM
was administered in the doses of 44 mg/kg orally in a
lasting state. Blood was collected 6 hours laler and
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serum separated and stored at —20 C for further analysis
for SDM mctabolites.

Follow up : Patients were followed up every
weck after the detcction of hepatic mnjury and clinical
and biochemical paramelers were noled. ATT was
withdrawn, changed, altered or restarted depending on
these parameters.

Statistical analysis was carried out by
applying student’s ‘t’ test for continuous variables and
chi-square test with ‘yates’ correction for dichotomous
variablcs. P valucs of less than 0.05 were regarded as
significant.

RESULTS

The study group comprised of 40 patients who
developed ATT induced hepatotoxicity. Their
clinical characteristics are given in Table I. There
was no dilference between the control group and
study group with regard to age and sex distribution
(mcan age 36.48+12.5 years in controls and 37-82+10-0
ycars in study paticnts; 27 males, 18 females in control
group and 23 malcs and 17 (cmales in study group).

TABLET : Clinical characteristics of patients.

Cases Controls

(n=40) (n=45)

Age (mean £SD) years 37.82+10.01 36.48+12.58
Sex (M) 23:17 27:18
Chronic liver disease 3 4
Chronic alcoholism 2 4
HBYV carmiers 0 2
Acetylator status 21:9 28:14
Rapid : Slow (70%:30%) (66.6%:33.3%)

Time of appearance of hepatotoxicity : The
interval between the start of ATT and development of
hepatic injury varied from 3 days to 20 weeks with a
mean of 32.4+33.5 days. In the majority of patients
(70%) hepatitis was evident within the first month of
starting ATT. The duration of drug intake in patients
without liver damage varied from 6-9 months. LFT









