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However, surgical procedures demands expertise and there are 
significant morbidity and mortality risk; hence, these should 
be reserved for the very selective group of cases wherein 
metastatic processes is confined to the pancreas and amenable 
to surgical resection without significant morbidity.[1,10]

To differentiate between pancreatic primary versus secondary is a 
difficult task and even so when it is from an uncommon primary 
site. In the present case, on extensive analysis of morphology and 
immunohistochemistry, which showed that pancreatic‑metastases 
was found similar to the primary breast‑cancer and it expressed 
strong hormonal‑receptor‑positivity (ER and PR). The pancreatic 
tumor was, therefore, confirmed as having metastasized from the 
primary breast‑cancer.
Earlier studies showed that the prognosis of patients with metastatic 
disease to the pancreas is usually better than that for primary 
pancreatic carcinoma.[6] Although surgery is considered, a first‑choice 
treatment in selected patients with pancreatic metastases but it is 
associated with significant morbidity.[11] Moreover, the option for 
resection should mainly be reserved for the case of metastatic 
processes limited to the pancreas and amenable to surgical resection.
We conclude by stating that, when a pancreatic lesion develops 
in a patient with prior neoplasm, the possibility of a solitary 
metastasis to the pancreas should also be considered. The clinical 
details should be carefully analyzed, and all possible suppositions 
have to be included in the diagnostic process. Management needs 
to be based on the best available evidence regarding what care is 
most likely to be effective for which patients in which settings. 
Advanced techniques and advanced skills are mutually reinforcing, 
and both are essential for correct diagnosis and management!
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Letter to the Editor
Long‑term survival in a case of metastatic 
papillary renal cell carcinoma
DOI: 10.4103/2278‑330X.202562
Dear Editor,
The papillary subtype of renal cell carcinoma (pRCC) has a 
poorer prognosis when compared to their more common clear 
cell counterpart RCC (ccRCC). We wish to report a case of 

metastatic pRCC who has an ongoing response to sunitinib for 
58 months.
A 25‑year‑old Omani female presented in December 2009 
with right flank pain. There was no hematuria or systemic 
features, or family history of cancer. Clinically, she was in 
performance status (PS) 1 (WHO). Laboratory investigations 
were normal. CT scan of chest/abdomen [Figure 1] and MRI 
of abdomen revealed a 7.5 cm × 7.3 cm × 7.2 cm right renal 
mass, without significant abdominal lymphadenopathy, a normal

(Continue on page 24...)
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There were a few limitations in this study, such as, small 
sample size and nonavailability of longitudinal data. Also, like 
all observational studies, the patients in this study had different 
types of cancer, and thus received varied chemotherapeutic 
regimens. Hence, additional studies are necessary to study the 
drug in larger patient populations across geographies.
Overall, this PMS study evaluated the safety and tolerability of 
prophylactic Peg‑grafeel™ in patients with advanced stages of 
nonmyeloid malignancies in India. The safety profile of Peg‑grafeel™ 
was found to be similar with that reported in the globally available 
literature on pegfilgrastim. It was safe and well‑tolerated in patients 
with chemotherapy‑induced neutropenia, with a low incidence of 
Peg‑grafeel™‑related TEAEs, no Peg‑grafeel™‑related SAEs, and 
no unexpected safety concerns. Thus, the potential of effective, 
safe, and affordable pegfilgrastim such as Peg‑grafeel™ needs to be 
considered, not just to provide better accessibility to patients, but 
to facilitate uninterrupted cancer chemotherapy and enhance overall 
response, leading to a better quality of life.
Acknowledgments
This study was funded by Dr. Reddy’s Laboratories Ltd., 
Hyderabad. The authors retained full control of the manuscript 
content. Scientific writing assistance was provided by 
Dr. Annirudha Chillar from Cactus Communications, and review 
support by Dr. Tazeen Aamena Idris and Dr. Priyadarshini 
Roy from Dr. Reddy’s Laboratories Ltd. We would like to 
acknowledge all the Principal Investigators who supported the 
conduct of this study: Dr. Vineet Talwar (New Delhi); Dr. M. 
V. T. Krishna Mohan, Dr. Sharanabasappa Somanth Nirni, Dr. P. 
Satya Dattatreya, Dr. S. V. S. S. Prasad, Dr. Srinivas Chakravarthy 
Gummaraju, and Dr. A. V. S. Suresh (Hyderabad); Dr. Murali 
Subramanian and Dr. Nalini Kilara (Bangalore); Dr. Bharat A. 
Vaswani (Secunderabad); Dr. Suresh H. Advani (Mumbai); Dr. 
Chirag Jyotikar Desai (Ahmedabad); and Dr. Sankar Srinivasan 
(Chennai). In addition, we would like to thank the Editor and the 
Peer Reviewers of this journal for their valuable feedback. We 
would also like to thank the patients who participated in this study.
Financial support and sponsorship
The study was sponsored by Dr. Reddy’s Laboratories Ltd.
Conflicts of interest
Ramkumar Anupama received consultancy fees from Dr. 
Reddy’s Laboratories Ltd. Sinha Nitu is an employee of the 
study sponsor company, Dr. Reddy’s Laboratories Ltd. Nirni 
Sharanabasappa, Talwar Vineet and Mallavarapu Krishna Mohan 
have no conflicts to declare.
References
1. Maher DW, Lieschke GJ, Green M, Bishop J, Stuart-Harris R, Wolf 

M, et al. Filgrastim in patients with chemotherapy-induced febrile 
neutropenia. A double-blind, placebo-controlled trial. Ann Intern Med 
1994;121:492-501.

2. van Der Auwera P, Platzer E, Xu ZX, Schulz R, Feugeas O, Capdeville R, et al. 
Pharmacodynamics and pharmacokinetics of single doses of subcutaneous 
pegylated human G-CSF mutant (Ro 25-8315) in healthy volunteers: 
Comparison with single and multiple daily doses of filgrastim. Am J 
Hematol 2001;66:245-51.

3. Press Release. Dr. Reddy’s Launches Pegfilgrastim in India under the 
Brand Name ‘Peg-grafeel™’ – The Only Affordable Pegfilgrastim in India. 
Available from: http://www.drreddys.com/media/press-releases/
may10_2011.html. [Last accessed on 2015 Jul 02].

4. Neulasta® (pegfilgrastim) US Prescribing Information. Thousand Oaks 
(CA): Amgen Inc.; December. 2014. Available from: http://pi.amgen.
com/~/media/amgen/repositorysites/pi-amgen-com/neulasta/
neulasta_pi_hcp_english.ashx. [Last accessed on 2015 Jul 02].

5. Ramsey SD, McCune JS, Blough DK, McDermott CL, Clarke L, Malin JL, 
et al. Colony-stimulating factor prescribing patterns in patients receiving 
chemotherapy for cancer. Am J Manag Care 2010;16:678-86.

6. Doshi BD, Pandya NM, Shah CA, Gupta AK, Makwana MV. 
Chemotherapy-induced neutropenia in cancer patients with solid tumors 
in India. Der Pharmacia Lettre 2012;4:584-90.

7. Ozer H, Mirtsching B, Rader M, Luedke S, Noga SJ, Ding B, et al. 
Neutropenic events in community practices reduced by first and 
subsequent cycle pegfilgrastim use. Oncologist 2007;12:484-94.

8. F iegl  M,  Steger GG, Studnicka M, Eisterer  W, Jaeger C, 
Willenbacher W. Pegfilgrastim prophylaxis in patients at different levels 
of risk for chemotherapy-associated febrile neutropenia: An observational 
study. Curr Med Res Opin 2013;29:505-15.

9. Vogel CL, Wojtukiewicz MZ, Carroll RR, Tjulandin SA, Barajas-Figueroa LJ, 
Wiens BL, et al. First and subsequent cycle use of pegfilgrastim prevents 
febrile neutropenia in patients with breast cancer: A multicenter, double-blind, 
placebo-controlled phase III study. J Clin Oncol 2005;23:1178-84.

10. Kosaka Y, Rai Y, Masuda N, Takano T, Saeki T, Nakamura S, et al. Phase 
III placebo-controlled, double-blind, randomized trial of pegfilgrastim to 
reduce the risk of febrile neutropenia in breast cancer patients receiving 
docetaxel/cyclophosphamide chemotherapy. Support Care Cancer 
2015;23:1137-43.

11. Almenar Cubells D, Bosch Roig C, Jiménez Orozco E, Álvarez R, 
Cuervo JM, Díaz Fernández N, et al. Effectiveness of daily versus non-daily 
granulocyte colony-stimulating factors in patients with solid tumours 
undergoing chemotherapy: A multivariate analysis of data from current 
practice. Eur J Cancer Care (Engl) 2013;22:400-12.

12. Clinical Trials Registry-India. CTRI/2009/091/000694 [Registered on: 
25/09/2009]. A Randomized, Multi-center, Open Label Study to Evaluate the 
Efficacy and Safety of Peg G-CSF as Compared to Grafeel® in the Prophylaxis 
of Severe Neutropenia in Cancer Patients Receiving Cytotoxic Chemotherapy. 
Available from: http://www.ctri.nic.in. [Last accessed on 2015 Jul 02].

13. Ramkumar A, Nimmagadda R, Nirni SS, Aldris T, Anand A. A randomized 
multi-center, open label study to evaluate the efficacy and safety of Peg 
G-CSF as compared to Grafeel in the prophylaxis of severe neutropenia 
in cancer patients recieving cytotoxic chemotherapy. Indian J Hematol 
Blood Transfus 2013;29:278-400. [Abstract No. 326].

14. Volovat C, Gladkov OA, Bondarenko IM, Barash S, Buchner A, Bias P, 
et al. Efficacy and safety of balugrastim compared with pegfilgrastim in 
patients with breast cancer receiving chemotherapy. Clin Breast Cancer 
2014;14:101-8.

15. Summary of Product Characteristics. Annex1. Neulasta. Available 
from: http://www.ema.europa.eu/docs/en_GB/document_library/
EPAR_-_Product_Information/human/000420/WC500025945.pdf. 
[Last accessed on 2015 Jul 02].

(Letter to the editor continue from page 19...) 

left kidney and adrenals, normal inferior vena cava without thrombi, 
and multiple liver lesions involving both lobes. She underwent 
right radical nephrectomy on 19 January 2010. Histopathology 
was consistent with pRCC type; per operative liver biopsy also 
showed metastatic pRCC. The tumor was vimentin positive, panCK 
positive, WT1 negative, Ker7 negative, and CD10 negative.
She was started on sunitinib on 13 March 2010 at the standard 
schedule. On her first review in April 2010, she was noted 

to have grade 2 rash over her face, both arms, and abdomen 
needing dose reduction. CT‑scan done in July 2010 showed a 
mixed response. Sunitinib dose was raised, but hypothyroidism 
was detected in October 2010, and dose was again reduced.
In March 2011, she developed diarrhea, mouth ulcers, hematuria, 
and hemorrhagic conjunctivitis with thrombocytopenia. Sunitinib 
was stopped and after recovery in April 2011, restarted at 
50 mg OD every other day (EOD). She developed skin rash 
and thrombocytopenia when an attempt was made to increase

(Continue on page 27...)
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determine the association of preemptive therapy with higher 
mortality. The outcome of high risk FN in this study is favorable. 
Prospective, multicenter, well randomized studies are needed to 
better study the association amongst various factors in FN.
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the dose, and so she was placed on a schedule of 50 mg EOD 
4 weeks on, 2 weeks off from July 2011.
MRI of liver in September 2012 [Figure 2] revealed regression 
of liver lesions with areas of obvious enhancement along with 
focal areas of parenchymal hemorrhage, denoting activity. 
CT‑scan in February 2014 showed stable disease. In her last 
review in June 2014, she was in PS 0 (WHO), weight 58 kg 
(up from 41 kg), with normal clinical and laboratory findings.
Papillary RCC (pRCC) is the second most common subtype 
comprising 10‑15% of kidney cancers. Histologically, it can be divided 
into types 1 and 2 with different underlying genetic changes (in MET 
and fumarate dehydrogenase genes); type 2 has a poorer prognosis.
In Motzer et al. series of 18 metastatic pRCC patients, the median 
survival was 5.5 months, and no patient survived beyond 2 years.[1] 
The International Metastatic RCC Database Consortium (IMDC) 
analysis of 2215 patients from 20 centers showed that overall 
survival is approximately half in non‑ccRCC as compared to 
ccRCC (12.8 vs. 22.3 months).[2] A study of 4941 patients from 
Germany showed, quite paradoxically that pRCC had a good 
prognosis if localized (HR 0.45) but poor if metastatic (HR 1.47).[3]

It is recognized that some drug‑induced adverse events such as 
rash, hypothyroidism, and hypertension may act as surrogate 

markers of a drug’s clinical activity, and may be predictive 
of treatment outcomes. Our patient developed skin rash and 
sub‑clinical hypothyroidism; however, she did not develop 
hypertension.
Our patient is a long‑term responder with stable demonstrable 
lesions in the liver; they are usually (>90%) of ccRCC 
subtype.[4] She is in good risk category by the IMDC (Heng) 
prognostic model.[2] Prolonged response to specific targeted 
therapy suggests that the tumor is “addicted” to a particular 
oncogene/pathway. Sunitinib, in addition to vascular endothelial 
growth factor receptor (VEGFR) inhibition, has an inhibitory 
effect on other genes/products such as KIT, FLT‑3, and 
platelet‑derived growth factor receptor (PDGFR)‑alpha and 
PDGFR‑beta. PDGFR‑alpha overexpression has been found 
in pRCC but not it’s sensitizing mutations. However, c‑KIT 
cytoplasmic expression by immunohistochemistry (IHC) and a 
point mutation at intron 17 (T>A) has been reported in 94% of 
pRCC (17/18 cases studied by polymerase chain reaction and 
direct DNA sequencing);[5] it is possible that our case has the 
same or a similar mutation. Unfortunately, specific mutation 
studies could not be done. Phenotypically, she does not fit into 
a familial cancer syndrome, and we can only speculate at the 
underlying mutation that conferred such prolonged sensitivity to 
sunitinib. Such “exceptional responders” provide a remarkable 
opportunity for drug development of the P2G (phenotype to 
genotype) model.[6]

We report a case of metastatic pRCC on sunitinib with stable 
disease at 58 months; studies of such patients will be useful in 
detecting new molecular targets that will improve the outcomes 
in these, otherwise poor prognosis cases.
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Figure 1: Magnetic resonance 
imaging ‑ abdomen (December 
2009)

Figure 2: Magnetic resonance 
imaging ‑ abdomen (September 
2012)
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for the primary. However, in case of localizing the metastatic 
foci, FDG‑PET showed much more intense, spherical foci 
of increased tracer concentration than 131I‑MIBG. The mean 
SUVmax of the metastatic lesions was 16.15 ± 14.81. In two 
patients (about 29% of patients), dramatically increased number 
of metastatic foci was detected in FDG‑PET than 131I‑MIBG, 
which leads to change in the further management.
The overall reported sensitivity of 131I‑MIBG in MCT is about 
30% while the specificity is quite high (>90%).[1,2] Moreover, 
Brandt‑Mainz et al.[10] reported that FDG‑PET can detect MTC 
with a reasonable sensitivity of 78% when the calcitonin level 
is above 1000 pg/ml but appears to be of limited use if the 
calcitonin level is below 500 pg/ml. Ong et al.[11] found no such 
definitive cutoff value, but there seems to be a general trend of 
more likelihood of positive FDG‑PET scans with higher serum 
calcitonin levels. Our study results were congruent to those of 
the published data. While 131I‑MIBG were negative for all the 
patients except one, FDG‑PET scans demonstrated metastatic 
foci in 5 out of the 7 patients (about 72% patient‑specific 
sensitivity with mean SUVmax of 8.23 ± 4.31) in a total 32 
sites, trending along with the higher serum calcitonin levels. 
The lower detection rate in patients with low serum calcitonin 
could be probably due to the slow growth rate of these tumors, 
smaller lesion size of the micrometastatic foci, and overall 
lesser tumor burden.
Conclusions
From our study results, it could be concluded that FDG‑PET 
can have a potentially useful complementary role to 131I‑MIBG 
and at times can perform better in certain patients, especially in 
those with poor MIBG avid lesions. It may help in redirecting 
the proper biopsy site for improved diagnostic yield for bone 
marrow involvement.
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