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Conclusion
Carcinoma breast in male management principles are translated 
from our understanding of breast cancer in women. The prognosis 
is dependent on stage of the disease and HR status. Most of the 
analysis in our study was in concordance with the available data 
except the stage at presentation. In our study, the predominant stage 
at presentation was Stage II. This may be due to raising awareness 
among the population in the metro cities, which is a welcome trend.
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Letter to the Editor
Osimertinib in Indian patients with 
T790M‑positive advanced nonsmall 
cell lung cancer
dOi: 10.4103/sajc.sajc_202_17
Dear Editor,
The recent AURA3 trial[1] has renewed hopes in the 
management of T790M mutation‑positive advanced lung 
cancer. Osimertinib, an irreversible, oral tyrosine kinase 
inhibitor (TKI) directed at both epidermal growth factor 
receptor (EGFR) and T790M mutation, used in advanced 
T790M mutation‑positive nonsmall cell lung cancer (NSCLC) 
showed median progression‑free survival of 10.1 months 
compared with 4.4 months in patients treated with 
platinum‑pemetrexed. Given this background, we report 
our first experience of osimertinib in 13 patients of T790M 
mutation‑positive advanced NSCLC.
We administered Osimertinib 80 mg once daily in 
13 T790M‑positive patients in the relapsed setting. Complete 
hemogram, liver and renal function tests, urine routine, and 
ECG for QTc prolongation were monitored. Majority of the 
patients were women (8) and nonsmokers (11). The types 
of EGFR mutation at the time of diagnosis included in‑
frame deletion in exon 19 (6, 46%), L858R point mutation 
in exon 21 (6, 46%) and 1 (8%) upfront T790M mutation. 
12 patients had received oral TKI (gefitinib/erlotinib) for a 
median duration of 11.2 months (range: 4.6–20.8 months) 
before osimertinib. Ten out of 13 patients had received ≥2 
lines of therapy.
Median duration of follow‑up was 2.5 months 
(range 1.4–5.7 months). 9 of 12 patients experienced a 
reduction in symptoms after starting therapy with osimertinib 
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[Figure 1]. Eleven out of 13 patients had radiological 
response evaluation. By revised RECIST 1.1 criteria, 
6/11 (55%) had partial response, 4/11 (37%) had stable 
disease, and 1 had progressive disease as the best response 
[Figure 2]. Reason for treatment discontinuation in two 
patients was clinical progression in one and the Grade 3 
toxicity in the other. Nine of the 13 (70%) reported no 
treatment‑related toxicity. Grade I/II rash was seen in three 
patients. Two patients had Grade I/II thrombocytopenia. One 
patient after 2.2 months of therapy developed Grade 3
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our patients (43.6%). More importantly, 38.5% of our patients 
required interruption or cessation of sorafenib in the initial 
4 months of treatment, and further, 41% required permanent 
cessation due to intolerable side effects. This percentage 
constitutes a significant proportion of patients who are unable to 
tolerate the initial standard recommended dose of 800 mg/day. 
While evidence for starting treatment at a lower dose in a 
select group of patients does not exist, there is some evidence 
that patients who are exposed to sorafenib for longer periods, 
although at lower doses, do better than patients who are unable 
to receive the drug for longer durations. This is based on post hoc 
analysis of the SOFIA study, where an increase in survival was 
seen in patients who received a half‑dose of sorafenib for more 
than 70% of the treatment period compared with patients who 
received either full‑dose or half‑dose of sorafenib for <70% of the 
treatment period (21.6 vs. 9.6 months).[4] This also makes the case 
for ensuring compliance and continuing sorafenib even at lower 
doses, if tolerance is an issue.
The assessment of survival outcomes was not one of the 
primary end‑points of this study, due to the short planned 
follow‑up. However, the  median event free survival of 
4.2 months is on par with published data and is a reinforcement 
of sorafenib being the current standard of treatment in 
unresectable HCC not feasible for LDTs.
Conclusion
Monitoring of Indian patients while on sorafenib for HCC is 
important due to the higher incidence of adverse events seen. 
There is a higher incidence of liver dysfunction and HFSR 
in Indian patients than seen with published data from other 

countries. A significant proportion of patients required cessation 
of sorafenib due to adverse events in our series. Despite the 
adverse event profile, EFS remains on par with that seen in 
larger studies with sorafenib in advanced HCC.
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esophagitis and hyponatremia requiring discontinuation 
of osimertinib. He was again started on osimertinib after 
interruption but did not tolerate osimertinib even as an 
alternate day dosing.
In the AURA3 study[1] in which osimertinib was compared 
to pemetrexed‑platinum therapy in patients with T790M 
positive advanced NSCLC after first‑line oral TKI therapy, the 
objective response rate to osimertinib was 71% (95%CI, 65 to 
76)  compared to 31% (95%CI, 24 to 40) in the pemetrexed‑
platinum arm. In our very early experience with the use of 
osimertinib, we report a relatively similar response rate and a 
toxicity profile that was mild and acceptable. Follow‑up is short 
and hence data on survival endpoints are immature.
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