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All treatment protocols should be based on ‘well-designed 
phase III clinical studies’ and need long-term follow up in phase-IV 
studies (in clinical practice). These treatment protocols will give us 
the expected outcome details and probable toxicity profile as well. 
However, in oncology practice many a times this is not followed. 
There are a few examples where ‘alert’ of a new treatment option 
was done and approval of treatment was based on very short and 
inadequate study. These practices sometimes have boomeranged 
the medical fraternity. And in a few situations, the ‘alert’ was re-
verted in the opposite direction - as ‘to not to use the treatment 
modality’!! 

Thalidomide is a classical example of such an early and mis-
directed euphoria. Thalidomide was approved for pregnancy 
induced vomiting, based on a small short follow-up study. Tha-
lidomide was no doubt a very potent anti-emetic medicine for 
pregnant women. Hence, Thalidomide became a popular ‘anti-
emetic’ in pregnant women, and only after several reports of short 
extremity babies or ‘thalidomide babies’, the drug was withdrawn 
in a haste. Thalidomide is a prototype case of fallacies in approval 
without long-term follow up. Though many laws were made after 
this disaster to stop such incidence, unfortunately we still get this 
kind of ‘alert’, sometimes with similar fate! Proton therapy in lung 
cancer is an example. There was tremendous amount of eupho-
ria and excitement regarding lung cancer treatment with proton 
therapy as dose escalation would improve local control and ‘stiff 
dose fall off ’ would improve toxicity profile. Theoretical and do-
simetry superiority may push many clinicians to treat lung cancer 
with Proton therapy. Only a randomized study proved inferiority of 
proton over photon and then a Pandora’s box of treatment delivery 
uncertainties was exposed. 

Sometime, there is role reversal as well. In today’s era, phase III 
studies are in another extreme position. Unfortunately, this posi-
tion may not be better than the ‘Thalidomide era’, where clinical 
trials were more convenient. In this era, ‘ultra-guarded’ random-
ized trials are the norm to avoid any conflict. This approach may be 
doing similar harm like the Thalidomide era. 

In early lung cancer, there is a debate between surgery or radio-
surgery as the treatment of choice. In stage T1 - 2 disease, surgery 
is considered the treatment of choice. But there is no randomized 
study comparing with other modalities. In stage III - IV, radiation 
along with chemotherapy takes the maximum treatment respon-
sibility and surgery is usually not an option. In recent years even 
in early lung cancer (stage 1), radiosurgery has put up a real chal-
lenge against ‘age old’ surgery as an option. Phase 2 studies with 
radiosurgery are very promising. Randomised study comparing 
surgery and radiosurgery would have been ideal and can sort out 
the dilemma of the best treatment option in early lung cancer. Now 
the real problem is, if surgery is proven to be inferior, then the role 
of cardio-thoracic surgery (VATS) in lung cancer would be severely 
compromised. On the other hand, if radiosurgery is proven to be 
inferior then jobs of ‘radio-surgeons’ specialized in lung cancer 
treatment would be under serious threat. Three randomized stud-
ies started (STAR, ROSEL) and were stopped due to poor accrual!!! 
The question remains unanswered, thus securing the job of the 
surgeons and radiation oncologists, at least till a level I evidence 
is available! However, the best treatment for early lung cancer still 
remains undecided.

Similarly, in low and intermediate risk prostate cancer there is 
always a debate regarding surgery and ‘ultra-hypo fractionated’ ra-
diation or radiosurgery as a treatment option. Unfortunately, there 
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is no ongoing randomized study comparing surgery to radiosur-
gery in this patient cohort. Neither is anyone interested in doing 
it. Thousands of patients in the cohort are treated routinely with 
either surgery or radiosurgery. So, at present as there is no level 
I evidence, early prostate cancer patients are treated with radia-
tion therapy if they meet a radiation oncologist or get surgery only 
as an option, if they meet a surgeon. The treatment option is not 
based on evidence, but the fate of the patient! Interestingly, in the 
last two decades there are hundreds of studies comparing different 
radiation therapy treatment schedules – short course, long-course, 
ultra-short course. Though they are all bio-equivalent dosage 
schedules and we don’t expect a difference in outcome the studies 
have been done. But not one study answers the basic question of 
surgery or radiation ‘in early prostate cancer. In reality, we do not 
want to know the answer. We wish to plan ‘clinical trials’ based 
on our obligations and virtues and not on real scientific questions. 
Instead of focusing on a theoretical change in few points of IQ func-
tion or quality of life score between two treatment types, the need 
of the hour is to know our best treatment option. 

Till the last century, surgery was the only treatment option in 
laryngeal cancers with sacrifice of the voice box. In 1990s, Veteran 
trials group conducted randomized study with ‘organ preserva-
tion’ approach in laryngeal cancers. This landmark study helped 
two-third (63%) of laryngeal cancer patients to save their voice. 
This was a definitive landmark study that changed the lives of 
many people. Similar landmark study was on breast preserving 
surgery - comparing preservation of breast and mastectomy with 
end point as similar outcome. Since then millions of women have 
had breast conservation and also preserved their body image func-
tion.

In recent times, there is a perfect example as to why we do not 
look for genuine answers of a valid and pertinent question. Role of 
targeted therapy (cetuximab) in head and neck cancer was prov-
en in a 20 year old randomized study (Bonners study). The study 
design was flawed, as radiation plus cetuximab was compared 
with radiation alone and not with radiation and chemotherapy 
(cisplatin). This Bonners study (n = 416) showed benefit of using 

cetuximab along with radiation therapy in head and neck cancer. 
Cetuximab was also a ‘standard’ of care, courtesy this study. How-
ever, still a large number of head and neck cancer patients were 
receiving cisplatin along with radiation therapy and not cetuximab. 
A new trial comparing cisplatin and cetuximab was required to 
establish cetuximab as ‘the’ option in this patient cohort. Well-de-
signed multi-centric study (De - ESCALaTE study, n = 334) compar-
ing chemotherapy and targeted therapy (cetuximab) was done in 
oropharyngeal cancers with HPV positive subgroup in which cetux-
imab was supposed to be the most effective. The result was shock-
ing as patients with cetuximab had poorer survival (2 - yr OS 89.4% 
vs 97.5%), higher local recurrence rate (16% Vs 6%) and no differ-
ence in toxicity. Hence, after the study cetuximab is not considered 
an option in early or locally advanced head and neck cancer. If this 
study was not conducted, we would have still used cetuximab in 
many head and neck cancers assuming it to be good for the patient 
with less side effects. This study opened our eyes and forced us to 
realize that whatever we see inlow-level evidence studies, needs 
deep introspection before implementation. We may use them for 
our justification or rationalization of treatment, but unfortunately 
it may not be of real benefit to anyone.

Now a days, majority of the randomized studies are comparing 
different high-end molecules expecting survival benefit of few days 
or weeks. The clinical relevance of these studies and how much 
they will help the patients poses a real dilemma. Definitively in 
most situation these newer medicines are not cost effective. Unfor-
tunately, we will see these kinds of studies only in the near future. 
And the blame lies with us. We do not want to get an answer for the 
real question. Our fear of losing out if our speciality becomes irrel-
evant, our fear of becoming irrelevant as a specialist holds us back 
from asking the truth. But the ‘real truth’ is that no modality will be 
irrelevant if it is helping the patients. And no modality that is not 
helping the patients can be relevant in the long run [1-7]. 
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