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PANEL DISCUSSION ON TREATMENT AND DRUG ASSISTANCE  
IN TUBERCULOSIS * 

 
The participants in  the discussions are medicinal Officer of a General. Health Institution 

(MO); Bacteriologist (BACT) and Research Officer Clinical Trials (RO). 
 
MO : I am glad that I have this opportunity to met you all so that  I can clear some doubts 

on chemotherapy of tuberculosis and of its associated  prob1ems I am not sure where 
I should being but let me start by asking the difference between controlled clinical  
trials and operation studies. 

 
RO : In controlled clinical trials we try to study efficacy of a drug regimen under rigid 

conditions as also the toxicity produced by the drugs and the proportion of patients 
who are like to develop toxicity. Those patients to are intaken for the clinical trials 
have certain criteria to be fulfilled viz., only those patients who have had no previous 
history of treatment, i.e. mostly those harbouring sensitive bacilli and are likely to, 
co-operate with the treatment regimen, are admitted to the trial. Also, diagnosis of 
tuberculosis by a positive sputum smear is necessary before patients are taken up for a 
study. It is also ensured that all cases who are put on different regimens consume their 
drugs regularly in the prescribed does and for the required period. For this, strict 
supervision is necessary.  Hence, the staff who participant in the clinical trials are 
required to ensure that the above criteria are fulfilled for each and every case admitted 
to the trial. After the treatment period, the patients are periodically investigated by 
sputum smear, culture and sensitivity tests at predetermine intervals. When the 
treatment period is over they are followed up for two years or more for the detection 
of any relapse.  These trials are very expensive and can only be conducted by trained 
staff under full statistical control. In the case of operational studies under field 
condition in the intake of patients will be after establishing the diagnaosis by X-ray 
examination followed by sputum microscopy and all positive cases are put on 
regimens which are proved to be highly effective in clinical trials. 

   
  The objectives of field trials are mostly to study (a) the acceptability  of  regimen by 

the patients (b) regularity in, collection of  drugs (c) possibility of identifying cases  
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developing drug toxicity and (d) the proportion  of sputum conversion achieved under 
field conditions. The regimens studied would be a applied strictly according to the 
programme procedures which have been laid down. It is not possible under field 
conditions to keep a very close supervision on the patients as regards the drug intake 
as in the clinical trials. 
 

MO : From what has been said I take it, that under field conditions it is not possible to 
obtain the same results as under controlled clinical trials 

 
RO : It is not correct to reach this conclusion straight away though under the field trials the 

sputum conversion rates can not  be expected to be of the same high order as obtained 
in the controlled clinical  trial. One has to understand the different situations. In a 
health institutions or a clinic, the patients come on their own for the relief of 
symtomps and type of facilities for diagnosis and treatment and provided at the 
peripheral health institutions are those that are as part of the general health services. 
Therefore, the physician- in – charge of these  health institutions have a great 
responsibility in establishing the diagnosis correctly and keeping the patient on 
uninterrupted treatment for the required period. The patient’s compliance can be 
ensured to a very great extent on the rapport the physicians are able to establish with 
the patient through proper motivation and human approach. 

 
MO : Another aspect which has been bothering me is about the drug default. I feel the 

problem of drug default was not there or at least I have not heard about it before the 
National Tuberculosis Programme was introduced.  What are your comments? 

 
BACT : It is not correct to say that there was no defaulter problem before the tuberculosis  

programme was introduced. The fact is that as there was no organised programme, 
treatment was given as and when the patients reported at the clinic and the treating 
physicians never seriously bothered about the regularity and continuity of treatment. 
After the introduction of the programme there is greater awareness and emphasis on 
treatment regularity. 

 
MO : I am of opinion that one of the reasons for non-compliance in the treatment and for 

the development of drug resistance in the programme in the use of cheap drug 
regimens recommended in the National Tuberculosis Programme, instead of 
providing expensive and popular modern drugs like Rifampicin, Pyrazinamide and 
Ethambutol. 

 
BACT : It is perhaps wrong to presume that low cost regimens are inferior and ineffective and 

only costly regimens with modern drugs are more effective. The five regimens
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recommended in the programme have been proved to be highly effective in controlled 
clinical trials; besides they are cheap and comparative less toxic. What is more 
important, is the patients’ regularity in taking the drugs. I would say that the 
physician should have a firm conviction regarding the efficacy of different regimens, 
since costly drugs need not always be highly effective. 

 
MO : I am sorry, I under the wrong impresent  that with cheap regimens the chances of 

drug resistance by the bacilli will, be high and using regimen contain Rifampicin, 
Pyrizinamide and Ethambutol,  the drug resistance would be low. 

 
BACT : I appreciate your frankness about your ideas on drugs and regimens and the problems 

connected with them. I am sure you are not the only one entertaining such ideas. Let 
me tell you that one fundamental principle in chemotherapy is that improperly used 
and ineffectively administered, even the most potent drugs will fail and it may lead to 
drug resistance. The policy should be not to use all the available drugs but to keep 
some. drugs in reserve to take care of drugs failure cases resulting from conventional 
regimens. Rational and intelligent use of various drug regimens recommended in the 
programme will yield greater conversion rates and fewer relapses. 

 
MO : Does it mean that regularity inn consumption of drugs irrespective of regimens is a 

must for the success of chemotherapy? 
 
BACT : Yes. You are absolutely correct. Whatever may be the regimen prescribe, unless the 

regularity in consumption of drugs is ensured the problem of drug resistance will 
continue and is likely to increase. 

 
MO : We read and hear quite lot about short-course chemotherapy.  Does it not solve all 

the problems which we have been discussing so far?  Who is it different from the 
conventional chemotherapy? 

 
RO : In, conventional chemotherapy, two types of drugs viz., bactericidal and bacteriostatic 

drugs are given for a minimum period of one year or up to 18 months. With such a 
combination it usually takes a longer, time for sputum conversion and there is a 
greater possibility of irregularity and therefore of organism developing resistance to 
one drug. The main objective of short-course chemotherapy is to cut down the 
duration of treatment considerably in order to ensure better compliance of the 
patients,  In short-course chemotherapy intensive treatment, usually with three or four 
bactericidal drugs is given initially for about 2 months followed by two or three drugs 
in the continuation phase.  The total period of treatment is either 6 months or 9 
months.  With these regimens, large bacillary population is killed within a short 
period.  Also, organisms which persist - often referred as “persistors” are destroyed 
during the therapy, thereby sterilizing the lesion. Again I wish to emphasise that all 
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these occur only if patients consume the drugs regularly. Hence, it is important to 
ensure that every dose is consumed by the patient for the required period. 

 
  Another important factor in short-course chemotherapy is that the patients have to be 

kept under close surveillance for the detection of drug toxicity and initiate prompt and 
appropriate action. 

 
MO : So, as I see it, the only important factor in chemotherapy seems to be regularity in 

consumption of drugs by the patient irrespective of the drug regimens used.  Now till 
me,  what will be the danger of a person with a drug resistant bacillin  to his contacts 
and community? 

 
BACT : Drug resistant cases may infect others in the community with resistant bacilli and 

some of the infected persons many later on develop disease with resistant bacilli,  not 
amenable to conventional drugs.   In the programme it is not  possible nor easy to 
identify all such cases.  This type of patients discharging drug resistance bacilli who 
have not been exposed to treatment is called “Primary Drug Resistance”.  The level of 
primary drug resistance in community reflects the efficiency of treatment offered to 
the patient both qualitatively and quantitatively. 

 
MO : Which is more harmful, primary drug resistance or acquired drug resistance? 
 
BACT : No doubt, acquired drug resistance is more harmful because it develops in a short  

time and is difficult to treat since it is not enable to the regimen commonly used in the 
programme. The physician has no option, but to use reserve regimens on such cases 
which are costly and more toxic. 

 
MO : There is a felling among the clinicians that problem of drug resistance of late has 

increased considerably in the country. What are your views? 
 
BACT : It is not so.  There is no scientific evidence that the problem has increased appreciably 

over a period of 15 years. A few studies done by different workers in the country do 
not support this view. 

 
MO : In the National Tuberculosis Programme is it possible to identify resistant cases since 

facilities for culture and sensitivity tests are not available. 
 
BACT : It is true that facilities for culture and sensitivity tests are not available at the 

peripheral health institutions and there are very few institutions where these facilities 
are available. But, in the programme it is possible to identify such excretors of drug 
resistant bacilli by eliciting careful the history of previous treatment from the patient.  
It will be a good working principle to suspect drug resistance in patients who have 
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been on regular treatment for more than 6 months continuously and the smear is still 
positive.  In such cases the regimens could be suitably modified. 

 
MO : Which of the two, primary drug resistance or acquired drug resistance is difficult to 

manage and danger to the community. 
 
BACT : Cases with acquired drug resistance is a reflection of poor management. Since in such 

cases conventional regimens would not be beneficial, the rate of cure is usually less 
than those with primary drug resistance. 

 
MO : What about the contacts of such drug resistant cases? How dangerous are they to the 

community? 
 
BACT : It has been found that infection rate as found out by tuberculin tests among contacts 

of sensitive cases is more than among contacts of resistant cases.  Similarly, the 
incidence of disease is found to be more among contacts of sensitive cases than 
among resistant cases. There is great suffering and mortality among cases with 
sensitive bacilli. Hence, it is very important from the epidemiological point of view to 
treat the sensitive cases effectively with regimens of proved efficacy. 

 
MO : I have one more question if you don’t mind. Do you think that short-course 

chemotherapy has a place in the National Tuberculosis Programme and whether its 
use can reduce the problem of drug resistance? 

 
RO : Some of the drugs used in the short-course chemotherapy are more to than the drugs 

used in the conventional therapy. So, the patients have to be carefully watched for the 
development of drug toxicity and suitable action initiated. Moreover, patients who 
have been irregular with conventional therapy cannot be expected to be more regular 
and co-operative with short-course chemotherapy. The present infrastructure of the 
health services cannot ensure continuous monitoring of the patient in terms of drug 
consumption and drug toxicity. Suitable field trials are necessary and some of the 
centres in the country are already studying this aspect and unless the results are 
known it may be too hasty to apply short-course chemotherapy regimens extensively 
in the programme. 

 
MO : I thank you all for a very useful discussion and giving me an opportunity to meet  

experts in the field of tuberculosis. This has helped me to clear some lingering doubts 
and questions which have been bothering me for quite some time. 
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