
arrogance and greed. Younger doctors are more likely to be tempted by 

the incentives by representatives of Pharma companies which not only 

compromise the doctor's ability to practice medicine due to biases of 

the material gifts presented but also diminish the patient's trust in the 

profession. The threat of malpractice lawsuits and the erosion of public 

trust due to economic factors are important issues in  contemporary 

reflections on the medical profession that damage the image of 

Medicine. Now, cost containment has appeared as moral obligation 

imposed on physicians. This means that physicians are no longer 

exclusively committed to their patients but also dependant on and 

controlled by the social institutions that structure health care in 

particular its economic aspects. Medical profession has turned into a 

vast industry in which physicians have lost their authority as 

professionals. Lastly medicine is practiced by a variety of people of 

different socio-cultural background who are required to respect 

fundamental professional ethics and a set of moral norms regulating 

their practice.

It is understandable that medical knowledge is value laden and 

requires that physician to make value judgement about medical facts 

(disease, pain, suffering) when applying such knowledge. Medical 

decisions are based not only on technical consideration but also moral 

components (patients autonomy and professional integrity) and socio-

economic factors (cost containment issues and patient's welfare).

Our profession continues to experience rapid reforms driven by issues 

critical to its survival: resource crunch, evolving technology, 

assurance of quality and growing consumer expectations. We are a self 

regulated profession with trait of placing patient interest above self 

interest. Let us rise above our self interest. Govt. bestows upon the 

professional organization the power to self regulates and with it is the 

responsibility to fulfill its mandate to the public. Govt. nominates 

public representatives including doctors to the boards or council with 

the purpose of self-regulation and monitoring their professionals. 

These Governing bodies should set the standards of technical 

competence and ethical and professional conduct to be followed by its 

professionals. All the health self – governing bodies should join hands 

and call for renewed sense of professionalism! Let them ensure that all 

medical professionals are committed to the welfare of their patients 

and to the basic tenets of social justice. 
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A profession is a learned calling requiring specialized knowledge and 

skills applied with acquired experience and judgement. The concept of 

profession carries with it the recognition and understanding of the 

following fundamental principles and responsibilities. a) A 

profession's knowledge, skill and judgement are accepted by the 

public on trust. b) A profession has code of ethics and has an obligation 

to the public to render services in the public interest. c) A profession is 

entrusted with the responsibility to regulate its own members and 

services they provide. d) A profession and its members are accountable 

for their action and abide by minimum standards of ethical conduct and 

standards of practice. 

Code of ethical conduct and standards of professional practice are 

indivisible components of Medical Professionalism. There has been a 

radical shift in terms of identity of physicians, the commitment of the 

physicians and medicine as a profession. There are some challenges in 

Medical Profession Practice.

      1)  Medical Professionalism requires that physicians  put patients 

interest first. However, this concept is difficult to articulate in 

definitive terms.

      2)  Medical Professionalism is often defined in terms of technical 

expertise, occulting the central feature of patient and doctor 

relationship.

     3)  Role of self-interest vs public interest which erodes public and 

professional trust.

There has been overall degeneration, more so after globalization in the 

ethics & values of institutions, which are supposed to mitigate human 

sufferings. Unfortunately, medical profession too is not immune from 

the degenerative trends as observed during a short period of time by 

and large it (less than 20 years) has lost its social status and to a certain 

extent, its credibility as a profession more than any other profession. 

Therefore, to talk about medicine as a profession in the traditional 

sense (that is, as self regulating community while possessing an 

internal code of ethics, particularly knowledge and its own social 

dimension) has become problematic since some of the accepted 

characteristics of this profession have been questioned. In short, 

medicine has been deprofessionalized and transformed according to a 

new set of socio-economic factors.

Deprofessionalization  has   occurred   because   of  abuse   of   power, 

MEDICAL PROFESSION, PROFESSIONALISM AND DEPROFESSIONALIZATION

Dr. A. K. Dewan
Director - Surgical Oncology



Agents Targeting HER2: The second member of the EGFR family, 
HER2, plays an important role in the pathogenesis of urothelial 
carcinoma. Several studies have reported HER2 protein 
overexpression rates of 5% to 80% in bladder cancer. Lae et al 
analyzed 1,005 MIBC tissue samples for overexpression of HER2 and 
HER2 gene amplification. HER2 protein overexpression was found in 
11.4% of tissue samples.HER2 gene amplification was found in 5.1% 
of MIBC. A study evaluating 80 cystectomy and lymph node dissection 
specimens found 28% of cystectomy cases (22 of 80) were HER2-
positive and 53% (17 of 32) had positive lymph nodes.

Trastuzumab: In a phase II trial, the anti-HER2 humanized 
monoclonal antibody trastuzumab was used in combination with 
paclitaxel, gemcitabine, and carboplatin to treat patients with 
advanced HER2-positive bladder cancer. The regimen produced a 
70% response rate, including CRs, in patients with metastatic disease. 
Trastuzumab administered concurrently with paclitaxel 
chemoradiation treatment is being evaluated in patients with MIBC 
who have undergone transurethral resection of bladder tumor and are 
not candidates for radical cystectomy.

A study investigating trastuzumab combined with standard GC 
doublet chemotherapy for bladder cancer in the first-line setting closed 
enrollment early (ClinicalTrials.gov identifier: NCT02006667). 
Another study investigating single-agent trastuzumab in the second-
line setting (ClinicalTrials.gov identifier: NCT02013765) closed early 
because of recruitment difficulties.

Lapatinib: The dual EGFR and HER2 TKI lapatinib is also being 
studied in combination with chemotherapy for MUC. Although single-
agent treatment with lapatinib in unselected patients with platinum-
refractory MUC yielded only a 1.7% ORR, it led to markedly worse OS 
in those with low copy numbers of EGFR and HER2, compared with 
patients who had high overexpression of EGFR and/or HER2. This 
subgroup analysis reinforces the concept of selecting appropriate 
patients for targeted therapies.

Importantly, 18% of patients in the postoperative treatment group (no 
chemoradiation prior to surgery) who were determined preoperatively 
to have T3 or T4 disease or lymph-node metastasis were found to 
actually have T1 or T2 or node-negative tumors on pathologic 
examination of the resected specimen. This important observation 
clearly highlights the limitations of preoperative staging at the time the 
study was performed, and perhaps the potential for overtreatment of 
some patients. The finding underscores the need for accurate staging so 
as to avoid unnecessary treatment of patients with early-stage tumors.

Agents Targeting the FGFR

Dovitinib: Mutations of the FGFR3 gene are prevalent in both non-
MIBC and MIBC. The multikinase inhibitor dovitinib targets FGFR3 
kinase. This agent was evaluated in patients with platinum-refractory 
metastatic disease as part of a phase II trial enrolling 44 patients and 
using a two-stage design. Median PFS was 3 months. Because of a lack 
of treatment response in the first stage and because most patients did 
not receive more than 6 months of therapy, patients were not recruited 
for the second stage of the trial. It is not clear why dovitinib lacked 
activity. Possible reasons include lack of target inhibition due to low 
drug potency (much more potent FGFR3 inhibitors, including BGJ398 
and JNJ-42756493, are now available and have shown activity in 
humans) or inadequate selection of patients (since activating 
translocations and FGFR3 expression were not quantified and may 
better identify responders). It is also possible that the profile of kinases 
inhibited by dovitinib is not optimal for effectiveness.

Abstract / Synopsis: Despite recent advances in the management of a 
wide variety of solid tumors, the outcomes for patients with metastatic 
urothelial carcinoma (MUC) remain extremely poor. Cisplatin-based 
combination chemotherapy remains the standard of care for first-line 
systemic treatment of MUC, and for more than 20 years there have 
been no other US Food and Drug Administration–approved treatment 
options available for these patients. Finally there appears to be hope on 
the horizon, with an ever-increasing number of precisely targeted 
agents being developed for use in MUC, resulting in improved survival 
rates. These targeted agents have now entered the cancer treatment 
arena, a direct result of a greater understanding of the genetic 
background of MUC. In this review article, we summarize the current 
state of development of these targeted agents, used either alone or in 
combination with traditional chemotherapy in MUC. 

Introduction: At diagnosis, 25% to 30% of bladder cancer patients 
will present with muscle-invasive bladder cancer (MIBC), with 
approximately 25% of those patients already harboring occult lymph 
node metastases. Approximately 5% will present with distant 
metastatic urothelial carcinoma (MUC). Unfortunately, the 5-year 
survival rate in patients with locally advanced or metastatic disease is 
only around 15%. Cisplatin-based chemotherapy has a proven survival 
benefit, both in patients who are treated neoadjuvantly for locally 
advanced disease and in those with metastases. Standard first-line 
regimens for locally advanced/metastatic disease include combination 
chemotherapy with methotrexate, vinblastine, doxorubicin, and 
cisplatin (MVAC), and doublet therapy with gemcitabine plus cisplatin 
(GC). Despite an objective overall response rate (ORR) of greater than 
50% to cisplatin-based therapy, the duration of response is 
approximately 7 months and the median survival time is 15 months. 
Toxicity can be significant in this population of patients. Patients who 
do not respond to initial cisplatin-based therapy, or who develop a 
relapse after initial chemotherapy, respond poorly to subsequent 
treatments. The median survival time in these refractory patients is 
approximately 9 months.

Anti–PI3K/AKT/mTOR Therapy: The serine/threonine protein 
kinase mTOR is part of the PI3K/AKT/mTOR pathway, which plays a 
critical role in cell growth, angiogenesis, protein synthesis, and cell 
survival. Mutations, copy number alterations, and RNA expression 
changes affecting the PI3K/AKT/mTOR pathway are commonly 
found in various malignancies, including bladder cancer. In a single-
arm, nonrandomized, phase II trial, treatment with the oral mTOR 
inhibitor everolimus yielded two partial responses (PRs) and a median 
survival time of 8.3 months in patients with MUC refractory to up to 
four cytotoxic chemotherapy regimens. enrichment of the patient 
population with genetic alterations, such as a TSC1 mutation or 
mTOR-activating mutations (E2419K and E2014K), may increase the 
observed levels of sensitivity to mTOR inhibitors. In a phase I trial of 
pazopanib combined with everolimus, a complete response (CR) of 14 
months was observed for a patient who had mutations of both E2419K 
and E2014K. 

Agents Targeting Epidermal Growth Factor Receptor (EGFR): 
The 170-kDa transmembrane receptor tyrosine kinase EGFR is a 
member of the ErbB family of type-1 receptor tyrosine kinases. In 
addition to EGFR, this receptor family includes the human epidermal 
growth factor receptors HER2 (ERBB2), HER3 (ERBB3), and HER4 
(ERBB4). EGFR is expressed in a variety of human epithelial tumors, 
including lung and bladder cancer. EGFR signaling has been shown to 
regulate the cell proliferation, apoptosis, angiogenesis, invasion, and 
tumor metastasis observed in preclinical models of transitional cell 
carcinoma (TCC) of the bladder. 
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 2/3 group compared with 1 month in the 0/1 group. The median 
survival in the IC 2/3 group has not yet been reached after a median of 
14 months follow-up. The median survival in the IC 0/1 group was 8 
months, similar to results with cytotoxic chemotherapy but with less 
toxicity. There were no treatment-related deaths on the study; 5% of 
patients had grade 3 or 4 immune-mediated toxicities, including 
elevated transaminase levels, increased bilirubin, and hypophysitis. 
Atezolizumab was granted breakthrough therapy designation status by 
the US Food and Drug Administration (FDA) in June 2014, and 
priority review for locally advanced bladder cancer or MUC in March 
2016. On May 18, 2016, it was approved by the FDA for the treatment 
of patients with locally advanced or metastatic urothelial carcinoma.

Pembrolizumab: Pembrolizumab is an anti–PD-1 antibody that 
blocks interaction with both PD-L1 and PD-L2. In KEYNOTE-012, a 
phase Ib trial that selected for patients expressing PD-L1 in tumor 
cells, 33 patients with urothelial cancer (approximately 75% of whom 
had prior platinum-based therapy) received pembrolizumab every 2 
weeks. The ORR was 27.6%, with 10.3% of patients demonstrating a 
PR. The mean duration of response has not yet been reached; the 
median PFS and OS were 2 months and 12.7 months, respectively. 
Immune-related side effects included colitis, myositis, 
rhabdomyolysis, rash, and uveitis (with 1 patient discontinuing 
treatment due to myositis and rhabdomyolysis). There were no 
treatment-related deaths. A re-analysis of the PD-L1 immunoreactivity 
demonstrated no objective responses when this marker was evaluated 
both in tumor cell samples and in tumor-associated inflammatory cells. 
Immune-related gene expression using NanoString Technologies' 
nCounter Platform found that a 13-gene T-cell receptor signaling panel 
predicted clinical benefit as measured by tumor response; however, no 
correlation with survival was found.

The phase III KEYNOTE-045 trial, which has completed accrual, is 
comparing pembrolizumab vs treatment with paclitaxel, docetaxel, or 
vinflunine in patients with disease progression after platinum-based 
therapy (ClinicalTrials.gov identifier: NCT02256436). The phase II 
KEYNOTE-052 trial, currently recruiting patients, will investigate the 
efficacy of pembrolizumab in patients with advanced urothelial cancer 
or MUC who have not received any previous systemic therapy (unless 
it has been > 12 months since they completed neoadjuvant and 
adjuvant platinum-based chemotherapy) and who are ineligible for 
cisplat in-based therapy (ClinicalTrials .gov identif ier :  
NCT02335424).

Conclusions: Advances have been made in targeted therapeutic and 
immunotherapeutic approaches to the treatment of MUC. Randomized 
clinical trials will define the role of antiangiogenesis therapy in 
combination with chemotherapy in both the first- and second-line 
settings. Identification of the dramatic activity of immunotherapy in 
urothelial cancer patients treated with immune checkpoint blockade is 
a significant advance in this disease; these response rates may be 
improved via refinement of the markers used to predict response, and 
by novel combinations of immune checkpoint inhibitors. The optimal 
sequences of immune therapy and targeted agents are yet to be defined.

Antiangiogenesis Agents
Vascular endothelial growth factor (VEGF): The VEGF family 
binds with high affinity to three tyrosine kinase receptors (VEGFR-1, 
VEGFR-2, and VEGFR-3), mediating normal and pathogenic 
angiogenesis in various cancers, mostly through interaction with 
VEGFR-2. VEGF is important in the pathophysiology of urothelial 
cancer. It is often overexpressed in bladder cancer. A high level of 
VEGF in both serum and urine is correlated with tumor progression, a 
higher recurrence rate, and poor survival. VEGFR-2 is expressed in 
50% of urothelial carcinomas, and expression is significantly higher in 
MIBC than in non-MIBC.

Bevacizumab: Bevacizumab is a monoclonal antibody targeting 
VEGF-A. Bevacizumab combinations have been evaluated as first-
line therapy in MUC. The Hoosier Oncology Group treated 43 
chemotherapy-naive patients with MUC and reported a 72% ORR, 
with 19% of patients attaining a CR. The median OS was 19.1 
months.[32] Of note, grade 3 or higher vascular events, such as deep 
venous thrombosis or pulmonary embolism, were observed in 21% of 
patients. This was postulated to be due to the initial 1,250-mg/m2 dose 
of gemcitabine. In another phase II study of chemotherapy-naive 
cisplatin-ineligible patients with metastatic disease, whose expected 
survival time was approximately 9 months, bevacizumab combined 
with GC and carboplatin led to a 63% response rate and an OS of 13.9 
months. Both of these studies showed better results than might be 
expected compared with historical controls. Given these encouraging 
results, a phase III trial of GC with and without bevacizumab as first-
line treatment was launched as an intergroup study led by the Alliance 
cooperative group (ClinicalTrials.gov identifier: NCT00942331). In 
the metastatic setting, a phase II trial of bevacizumab with GC as 
neoadjuvant therapy followed by adjuvant paclitaxel has completed 
accrual (ClinicalTrials.gov identifier: NCT00268450). The results of 
these studies are pending.

Antibodies for Immune Therapy: Immune Checkpoint Inhibitors: 
Immune therapy focusing on novel agents that target proteins in the 
immune checkpoint regulation pathway (especially PD-1 and its 
ligand, programmed death ligand 1 [PD-L1]) has produced a survival 
benefit in a variety of solid tumors, including metastatic lung cancer 
and renal cancer. Immune therapy is also emerging as a promising new 
treatment in bladder cancer, with significant potential demonstrated in 
preclinical models and early clinical trials .

Atezolizumab: Atezolizumab (also known as MPDL3280A) is a high-
affinity human anti–PD-L1 monoclonal IgG1 antibody. It has 
demonstrated clinical activity in melanoma, breast cancer, NSCLC, 
and renal cancer. In a phase I trial of second-line atezolizumab in TCC, 
tumor immune cell (IC) expression of PD-L1, but not tumor cell 
expression, correlated with outcome. IC 0, 1, 2, and 3 expression was 
defined as 0%, < 1%, 1% to 5%, 5% to 10%, and > 10% of immune 
cells expressing PD-L1. ORRs were 43% for patients with tumor 
immune cells expressing high levels of PD-L1 (IC 2/3), compared with 
11% in patients whose tumor immune cells had  low  expression  of  IC 
(0/1). The median duration of response has not been reached, and is 
independent of PD-L1 status. The median PFS was 6 months in  the  IC

3 

RGCIRC celebrated World Physiotherapy Day on Saturday, 8th September 2018 to raise 

awareness about the significant contribution of the profession in keeping people well, mobile and 

independent. Presentation on Office Ergonomics for Senior Officials was taken by Senior 

Physiotherapist-Dr. Navneet Singh & his team and awareness was created in the hospital among 

patients and their attendants. Later on, cake cutting ceremony was held in the presence of COO & 

MS, senior consultants and other staff in the hospital.  

Dr. Vineet Talwar
Director – Medical Oncology

WORLD PHYSIOTHERAPY DAY CELEBRATION IN RGCIRC, ROHINI
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