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Leukemoid reaction and autocrine growth of
bladder cancer induced by paraneoplastic
production of granulocyte colony-stimulating
factor – a potential neoplastic marker: a case
report and review of the literature
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Abstract

Introduction: Granulocyte colony-stimulating factor produced by nonhematopoietic malignant cells is able to induce
a leukemoid reaction by excessive stimulation of leukocyte production. Expression of granulocyte colony-stimulating
factor and its functional receptors have been confirmed in bladder cancer cells. In vitro studies have demonstrated
that granulocyte colony-stimulating factor/receptor exhibits a high affinity binding and this biological axis increases
proliferation of the carcinoma. Urothelial carcinoma of the bladder is rarely associated with a leukemoid reaction and
autocrine growth induced by paraneoplastic production of granulocyte colony-stimulating factor. In the world literature,
there have been less than 35 cases reported in the last 35 years. The clinicopathological aspects, biology, prognosis
and management of granulocyte colony-stimulating factor-secreting bladder cancers are poorly understood.

Case presentation: A 39-year-old Caucasian woman with an invasive high-grade urothelial carcinoma presented with
hematuria and low-grade fevers. Laboratory tests revealed an elevated white blood cell count and absolute neutrophil
count and an elevated 24-hour urine protein. Upon further evaluation she was found to have locally advanced
high-grade urothelial carcinoma without nodal or distant metastasis. Her serum granulocyte colony-stimulating
factor level was 10 times the normal limit. This led to the diagnosis of a paraneoplastic leukemoid reaction. Her white
blood cell count immediately normalized after cystectomy but increased in concordance with recurrence of her
disease. Unfortunately, she rapidly progressed and expired within 10 months from the time of first diagnosis.

Conclusions: This is one of the few cases reported that illustrates the existence of a distinct and highly aggressive
subtype of bladder cancer which secretes granulocyte colony-stimulating factor. Patients presenting with a leukemoid
reaction should be tested for granulocyte colony-stimulating factor/receptor biological axis. Moreover, granulocyte
colony-stimulating factor could be a potential neoplastic marker as it can follow the clinical course of the underlying
tumor and thus be useful for monitoring its evolution. Neoadjuvant chemotherapy should be considered in these
patients due to the aggressive nature of these tumors. With a better understanding of the biology, this autocrine
growth signal could be a potential target for therapy in future.
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Table 1 Comparison of laboratory values before and after
cystectomy

Laboratory values Before
cystectomy

After
cystectomy

Total white blood cell (K/UL) Peak 57.8 Peak 6.8

Absolute neutrophil count (K/UL) Peak 43.24 Peak 5.05

Leukocyte alkaline
phosphatase score

295 –

Erythrocyte sedimentation
rate (mm/hour)

>140 45

C-reactive protein (mg/dL) 29.5 6.89

Antineutrophilic antibody 320 <80

24-hour urine protein (g) 14.65 5.25

Serum creatinine (mg/dL) 3.27 1.30
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Introduction
Paraneoplastic leukemoid reaction is a type of paraneo-
plastic syndrome in which there is an elevation in the
white blood cell count, predominantly neutrophils. Gran-
ulocyte colony-stimulating factor (G-CSF) secreted by
nonhematopoietic malignant cells has been reported to be
able to induce a leukemoid reaction through excessive
stimulation of leukocyte production [1-3]. Urothelial
carcinoma of the bladder is rarely associated with a
leukemoid reaction, with less than 30 cases reported
over the past 30 years, some of which tried to elucidate
the role of G-CSF [1,3-7]. A previous study reported that
9.2% of bladder tumors are associated with high levels
of G-CSF [8]. In addition, expression of G-CSF and
functional G-CSF receptors (G-CSFR) has been demon-
strated in bladder cancer cells [9]. In vitro studies have
demonstrated that G-CSF/G-CSFR exhibit high affinity
[1] binding and this biological axis increases proliferation
in bladder cancer cells [1,9-11]. This autocrine mechanism
of growth may be associated with aggressive tumor growth
and adverse clinical outcomes [1,12]. Here, we present a
rare case of a leukemoid reaction and autocrine growth of
bladder cancer induced by paraneoplastic production of
G-CSF. We review the literature on the main clinicopath-
ological aspects of this important, but rare, condition and
review the biology of G-CSF in bladder cancer and its
implications for diagnosis, management, prognosis and
future research.

Case presentation
A 39-year-old non-cigarette-smoking Caucasian woman
with hypertension, type 2 diabetes, diabetic retinopathy
and neuropathy was diagnosed with muscle invasive high-
grade urothelial carcinoma with squamous and glandular
differentiation and necrosis by transurethral resection
of her bladder tumor 4 months prior to presentation to
our hospital. Three weeks prior to presentation in our
clinic she had noted gross hematuria, daily low-grade
fevers, night sweats and weight gain of 32kg. A physical
examination revealed that her temperature was 39°C
(102.2°F), pulse 110 per minute, respiratory rate 20 per
minute, and blood pressure 150/83mmHg. Her examin-
ation was only remarkable for progressive anasarca.
Laboratory studies revealed elevated white blood cell
(WBC) count and absolute neutrophil count (ANC; peak
WBC 57.8K/UL, peak ANC 43.24K/UL), leukocyte alkaline
phosphatase score 295, erythrocyte sedimentation rate
(ESR) >140mm/hour, C-reactive protein (CRP) 29.5mg/dL,
and antineutrophilic antibody (ANA) titer 320. She also
had nephrotic range proteinuria with 24-hour urine protein
of 14.65g and a serum creatinine of 3.27mg/dL (Table 1
and Figure 1). On admission, her urine grew greater than
100,000 Aerococcus urinae for which she was treated with a
course of ceftriaxone. Repeat urine and blood cultures were
negative but she had continued elevation of her WBC
count. The results of anti-double stranded deoxyribonucleic
acid (DNA) antibody, rheumatic factor, anti-SSA, anti-SSB,
anti-glomerular basement membrane, myeloperoxidase,
proteinase 3, cytoplasmic antineutrophil cytoplasmic anti-
body, perinuclear antineutrophil cytoplasmic antibody,
hepatitis panel, and human immunodeficiency virus anti-
body tests were negative. Serum protein electrophoresis,
creatine phosphokinase, quantitative immunoglobulin assay,
complement levels and chest radiograph were all normal.
Hence, symptoms, signs and laboratory studies were
negative for an infectious etiology (including a tagged
WBC scan) and autoimmune/rheumatological disease.
A bone scan and positron emission tomography scan
ruled out metastasis (Figure 2). A computed tomography
(CT) scan showed a large nodular bladder mass (Figure 3).
The fevers and night sweats were attributable to her
malignancy and her weight gain/anasarca was related to
her nephrotic syndrome. After her medical condition was
optimized, she underwent a radical cystectomy, bilateral
pelvic lymph node dissection, and ileal conduit urinary di-
version along with total abdominal hysterectomy/bilateral
salpingo-oophorectomy. Immediately after removal of her
bladder tumor, her presenting symptoms and laboratory
values improved remarkably. Fevers and night sweats
completely resolved. Her WBC count was 6.8K/UL, ANC
5.05K/UL, ESR 45mm/hour, CRP 6.89mg/dL, ANA <80,
24-hours urine proteins of 5.25g, and serum creatinine
1.30mg/dL (Table 1). Histopathology revealed poorly dif-
ferentiated high-grade transitional cell carcinoma invading
the entire bladder wall and the myometrium of the lower
uterine segment along with vascular invasion without
metastasis. Her pathologic staging was pT4a,N0,M0
(Figure 4). In addition, to further evaluate her nephrotic
syndrome, a renal ultrasound-guided biopsy was done.
Her kidneys were of normal size. The biopsy showed
diabetic nephropathy with extensive nodular glomeruli
sclerosis, moderate interstitial fibrosis and mild focal



Figure 1 Graphical representation of the trend of white blood cell counts before and after cystectomy (see arrow). X axis represents
time and Y axis represents white blood cell count in K/UL. Green and blue lines represent the normal range of white blood cell count. Pink line
represents the trend in the patient’s white blood cell count.
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chronic inflammation, mild tubular atrophy, and severe
arteriolar hyalinosis. She responded to hemodialysis and
her serum creatinine trended down to 1.30mg/dL with
resolution of anasarca.
The patient refused adjuvant chemotherapy and returned

3 months following her cystectomy with an elevated
WBC (peak WBC 45.3K/UL) and serum creatinine 1.90.
A CT scan showed multiple pelvic masses with abdominal
lymphadenopathy and a large right pelvic mass in close
approximation to the area of the sigmoid colon causing
obstruction. Her serum G-CSF level was 406.6pg/mL
(normal <39.1pg/mL) confirming the diagnosis of para-
neoplastic leukemoid reaction. She underwent a diverting
colostomy to relieve symptoms of bowel obstruction.
However due to poor performance status, renal failure
and the development of a colovaginal fistula, she was
placed on palliative care and expired soon thereafter.

Discussion
This rare case of urothelial carcinoma of the bladder had
several unusual features including young age at presenta-
tion, marked leukemoid reaction, elevated G-CSF levels
(ten times the normal limit), nephrotic range proteinuria
and very rapid progression of disease to death within 6
months of the onset of the leukemoid reaction. Urothelial
carcinoma in this case showed squamous differentiation
which has been reported to have elevated G-CSF levels
[4-6]. A possible mechanism for development of leuke-
moid reaction and rapid metastatic spread of the tumor
is that the high-grade urothelial carcinoma harbored
both paraneoplastic production of G-CSF and expression
of functional G-CSFR. This may have stimulated the bone
marrow with increased myelopoiesis and leukemoid reac-
tion. The stimulation of tumor growth may have been due
to the expression of functional G-CSFR by the neoplastic
cells, creating a positive feedback cycle. This mechanism
has been demonstrated in in vitro studies [1,9,11]. Con-
sistent with this mechanism, the above unusual features
normalized after removal of the tumor (Table 1 and
Figure 1). Similar post-surgical normalization of the
leukemoid reaction and G-CSF has been previously
observed in bladder cancer [5,13]. Three months later, with
recurrence of tumor, there was elevated WBC and G-CSF.
Hence, G-CSF could be used to follow the evolution of
cancer and as a potential future prognostic marker. Of
note, this case also exhibited nephrotic range proteinuria
which improved after tumor removal, thereby clinically
seemed to be paraneoplastic, but biopsy showed features
of diabetic nephropathy. Minimal-change glomerulopathy
associated with urothelial carcinoma has been rarely re-
ported in the literature [14,15]. However, this may have
been masked by her pre-existing diabetic nephropathy.
In the present case, as the tumor recurred and grew in

her pelvic cavity, the concentration of serum G-CSF was
elevated with an associated increase in her WBC count.
These findings support the hypothesis that the bladder
cancer cells producing G-CSF may grow more rapidly or
that the G-CSF production exhibited by the tumor cells
may promote the malignant progression. We thus under-
took a comprehensive review of all studies and similar



Figure 3 Computed tomography scan of the pelvis showing large
nodular bladder mass with heterogeneous enhancement, prior to
cystectomy. Exchange are most extensive along the right bladder wall
though is also seen along the left bladder wall and fundus.

Figure 4 Histological examination of the cystectomy specimen
showing poorly differentiated high-grade transitional cell carcinoma.
(Hematoxylin and eosin section, original magnification×220).

Figure 2 Positron emission tomography scan showing metabolic
activity only in the bladder, prior to cystectomy. There is no
evidence of regional or distant metastasis. There is slight increased
activity in the skeletal system which is probably secondary to a marrow
stenting agent.

Kasi Loknath Kumar et al. Journal of Medical Case Reports 2014, 8:147 Page 4 of 6
http://www.jmedicalcasereports.com/content/8/1/147
cases reported to date to explore the above hypothesis.
It is also probable that the patient had micrometastatic
disease, undetectable by currently existing diagnostic mo-
dalities, prior to surgery. Rapid development of metastases
within 3 months after surgery may have been invigorated
by G-CSF secretion and activation of the G-CSF/G-CSFR
biological axis stimulating tumor growth.
A review by Turalic et al. showed that the average age

of these patients was 70.1 years and the male to female
ratio was 3:2. The WBC was as high as 181,800/mL
(average 66,758/mL) and there was an average G-CSF
level of 203pg/mL with a mean survival of 5.9 months
following surgical therapy in these patients. However,
those who received adjuvant chemotherapy reported
survivals of >20 months [4]. An observational study in
Japanese patients by Mizutani et al. in 1995 showed
that 9.2% of bladder tumors had elevated G-CSF levels
(mean G-CSF of 328), which positively correlated with
an increase in grade and progression of stage of cancer,
more so in patients with distant metastasis. Furthermore,
patients with bladder cancer without elevated G-CSF had
better disease-specific survival rates at 5 years follow-up
when compared with those with an elevated level of serum
G-CSF [8].
The mechanism responsible for overexpression of G-

CSF in bladder cancer is yet to be clearly elucidated.
Possibilities include rearrangement of the G-CSF gene
occurring within one of the alleles [16] and intrinsic
activation of nuclear factors that work on the promoter
region of the G-CSF gene [17]. Treatment with phorbol
ester, interleukin-1 beta, or interferon gamma increased
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the level of G-CSF, granulocyte-macrophage colony-
stimulating factor, and macrophage colony-stimulating
factor in an in vitro bladder cancer cell line study. This
capability to respond to various stimuli implies that
numerous regulatory pathways may be involved in the
production of cytokines [18]. Although the mechanism of
G-CSF gene overexpression requires further investigation,
Chakraborty et al. conducted a series of in vitro studies
which have shown that G-CSFR specifically signals for
beta-1 integrin expression, adhesion and invasion of
bladder cancer cells which could promote metastasis
[19]. Furthermore, they demonstrated that the G-CSF/
G-CSFR biological axis facilitated survival and growth
of bladder cancer cells and stimulated STAT3-dependent
survivin expression [11]. The histogenesis of transitional
cell carcinoma of the bladder is uncertain, although differ-
ent theories have been proposed. Some authors have
suggested that a metaplastic phenomenon with various
degrees of differentiation may be responsible for the
malignant transitional cell G-CSF production [20]. In
addition, this theory is supported further by the remarkable
potential of the transitional epithelium and transitional
cell carcinoma to differentiate into several lines [21].
The frequent finding of both squamous and glandular
differentiation has long been observed in transitional
cell carcinoma. Furthermore, the presence of neuroendo-
crine (small cell) differentiation has also been reported [22].
Hematopoietic differentiation of transitional cell carcinoma,
resulting in the acquirement of G-CSF production and
G-CSFR expression, is another possibility supported by
our observations. Lastly, G-CSF may be released from
the foci of tumor necrosis [7]. Hence, G-CSF could be a
potential screening tool to predict aggressive cancer and
hence pursue an early aggressive treatment modality.
G-CSF administration has been in vogue as an adjunct

to the management of granulocytopenias, either with or
without prior chemotherapy [23-26]. Subsequent studies
have further confirmed the efficacy of G-CSF in con-
junction with systemic chemotherapy for patients with
advanced bladder cancer [27,28]. A few studies recommend
G-CSF administration to enhance the tumor-specific
cytotoxicity of chemotherapy [29,30], to allow dose
intensification of chemotherapy [31-33] with low mye-
lotoxicity and mucosal toxicity levels [31]. In contrast,
Perez et al. reported a case of rapid clinical deterioration
and leukemoid reaction after treatment of urothelial
carcinoma with G-CSF along with chemotherapy [7].
Recombinant G-CSF may have both direct and indirect
stimulatory effects on the growth of bladder cancer
cells in vitro. It may stimulate the growth of the residual
tumor cells after chemotherapy while it is being used
clinically to combat myelosuppression induced by anti-
tumor chemotherapy in bladder cancer [34]. Due to
controversial reports, at this time, we can only advocate
that all bladder cancers should be tested for the expression
of G-CSFR before using G-CSF, because there is the
possibility of growth stimulation by G-CSF if they have
G-CSFR on their cell surfaces. With a better understand-
ing of the biology, this autocrine growth signal could be a
potential target for therapy in future.

Conclusions
On the basis of this case experience and review of literature
we conclude that there is a distinct and highly aggressive
subtype of bladder cancer which secretes G-CSF and
expresses G-CSFR inducing an autocrine growth cycle.
Hence such patients presenting with leukemoid reaction
should be tested for G-CSF/G-CSFR biological axis. More-
over, G-CSF could be a potential neoplastic marker as it
can follow the clinical course of the underlying tumor and
thus be useful for monitoring its evolution. Neoadjuvant
chemotherapy should be considered as the aggressive
nature of these tumors appears to overwhelm these patients
before they receive adjuvant treatments. With a better
understanding of the biology, this autocrine growth signal
could be a potential target for therapy in future.
We are currently planning to conduct a preliminary

study to identify patients with such bladder cancer, not
only to estimate its prevalence but also to assess the
variation in G-CSF levels in response to various therapies
(surgery, chemotherapy, radiotherapy). In addition we
will evaluate G-CSF as a prognostic marker and as a
tool to predict a more aggressive biological phenotype
of invasive bladder cancer. Future studies will be necessary
to determine the regulatory effects of G-CSF on bladder
cancer cells.

Consent
Written informed consent was obtained from the patient’s
next of kin for publication of this case report and any
accompanying images. A copy of the written consent is
available for review by the Editor-in-Chief of this journal.

Abbreviations
ANA: Antineutrophilic antibody; ANC: Absolute neutrophil count; CRP:
C-reactive protein; CT: Computed tomography; ESR: Erythrocyte sedimentation
rate; G-CSF: Granulocyte colony-stimulating factor; G-CSFR: Granulocyte
colony-stimulating factor receptor; WBC: white blood cell.

Competing interests
The authors declare that we have no competing interests.

Authors’ contributions
AKLK drafted the manuscript and prepared the figures. PVV, MM and JH
reviewed and amended the manuscript. All authors read and approved the
final manuscript.

Acknowledgements
The authors would like to thank Dr Ivan Damjanov, Pathologist at University
of Kansas Medical Center, Kansas for providing biopsy descriptions and
picture (Figure 4).



Kasi Loknath Kumar et al. Journal of Medical Case Reports 2014, 8:147 Page 6 of 6
http://www.jmedicalcasereports.com/content/8/1/147
Author details
1Division of Hematology and Oncology, University of Kansas Medical Center,
Kansas City, Kansas, USA. 2Department of Urology, University of Kansas
Medical Center, Kansas City, Kansas, USA.

Received: 20 November 2013 Accepted: 3 March 2014
Published: 13 May 2014
References
1. Tachibana M, Miyakawa A, Tazaki H, Nakamura K, Kubo A, Hata J, Nishi T,

Amano Y: Autocrine growth of transitional cell carcinoma of the bladder
induced by granulocyte-colony stimulating factor. Cancer Res 1995,
55:3438–3443.

2. Demetri GD, Griffin JD: Granulocyte colony-stimulating factor and its
receptor. Blood 1991, 78:2791–2808.

3. Sato K, Terada K, Sugiyama T, Masuda H, Kakinuma H, Kato T: Granulocyte
colony-stimulating factor produced by bladder carcinoma of a patient
with leukemoid reaction did not affect proliferation of the tumor cells.
J Urol 1994, 151:1687–1690.

4. Turalic H, Deamant FD, Reese JH: Paraneoplastic production of granulocyte
colony-stimulating factor in a bladder carcinoma. Scand J Urol Nephrol 2006,
40:429–432.

5. Hirasawa K, Kitamura T, Oka T, Matsushita H: Bladder tumor producing
granulocyte colony-stimulating factor and parathyroid hormone related
protein. J Urol 2002, 167:2130.

6. McRae SN, Gilbert R, Deamant FD, Reese JH: Poorly differentiated
carcinoma of bladder producing granulocyte colony-stimulating factor
and parathyroid hormone related protein. J Urol 2001, 165:527–528.

7. Perez FA, Fligner CL, Yu EY: Rapid clinical deterioration and leukemoid
reaction after treatment of urothelial carcinoma of the bladder: possible
effect of granulocyte colony-stimulating factor. J Clin Oncol 2009,
27:e215–e217.

8. Mizutani Y, Okada Y, Terachi T, Kakehi Y, Yoshida O: Serum granulocyte
colony-stimulating factor levels in patients with urinary bladder tumour
and various urological malignancies. Br J Urol 1995, 76:580–586.

9. Ohigashi T, Tachibana M, Tazaki H, Nakamura K: Bladder cancer cells express
functional receptors for granulocyte-colony stimulating factor. J Urol 1992,
147:283–286.

10. Tachibana M, Miyakawa A, Uchida A, Murai M, Eguchi K, Nakamura K, Kubo A,
Hata JI: Granulocyte colony-stimulating factor receptor expression on
human transitional cell carcinoma of the bladder. Br J Cancer 1997,
75:1489–1496.

11. Chakraborty A, Guha S: Granulocyte colony-stimulating factor/granulocyte
colony-stimulating factor receptor biological axis promotes survival and
growth of bladder cancer cells. Urology 2007, 69:1210–1215.

12. Sires C, Neely S, Skinner D: Leukemoid reaction in a patient with bladder
and prostatic cancer. J Urol 1986, 135:366–367.

13. Stav K, Leibovici D, Siegel YI, Lindner A: Leukemoid reaction associated
with transitional cell carcinoma. Isr Med Assoc J 2002, 4:223–224.

14. Martinez-Vea A, Panisello JM, Garcia C, Cases A, Torras A, Mayayo E, Carrera M,
Richart C, Oliver JA: Minimal-change glomerulopathy and carcinoma. Report
of two cases and review of the literature. Am J Nephrol 1993, 13:69–72.

15. Cases A, Torras A, Lens XM, Revert L: Minimal-change nephrotic syndrome
associated with an undifferentiated urothelial carcinoma. Med Clin (Barc)
1986, 86:436.

16. George DD, Griffin JD: Granulocyte colony stimulating factor and its
receptor. Blood 1991, 78:2791–2795 (cited by Mizutani Y, Okada Y,
Terachi T, Kakehi Y, Yoshida O: Serum granulocyte colony-stimulating
factor levels in patients with urinary bladder tumour and various
urological malignancies. Br J Urol 1995, 76:580–586.

17. Nishizawa M, Tsuchiya M, Watanabe-Fukunaga R, Nagata S: Multiple elements
in the promoter of granulocyte colony-stimulating factor gene regulate its
constitutive expression in human carcinoma cells. J Biol Chem 1990,
265:5897–5902.

18. Steube KG, Meyer C, Tachibana M, Murai M, Drexler HG: Bladder carcinoma
cell line KU-19-19-derived cytokines support proliferation of growth
factor-dependent hematopoietic cell lines: modulation by phorbol ester,
interferon-gamma and interleukin-1 beta. Biochem Biophys Res Commun
1998, 242:497–501.
19. Chakraborty A, White SM, Guha S: Granulocyte colony-stimulating receptor
promotes beta1-integrin-mediated adhesion and invasion of bladder
cancer cells. Urology 2006, 68:208–213.

20. Iles RK, Chard T: Human chorionic gonadotropin expression by bladder
cancers: biology and clinical potential. J Urol 1991, 145:453–458.

21. Grammatico D, Grignon DJ, Eberwein P, Shepherd RR, Hearn SA, Walton JC:
Transitional cell carcinoma of the renal pelvis with choriocarcinomatous
differentiation. Immunohistochemical and immunoelectron microscopic
assessment of human chorionic gonadotropin production by transitional
cell carcinoma of the urinary bladder. Cancer 1993, 71:1835–1841.

22. Grignon DJ, Ro JY, Ayala AG, Shum DT, Ordonez NG, Logothetis CJ, Johnson DE,
Mackay B: Small cell carcinoma of the urinary bladder. A clinicopathologic
analysis of 22 cases. Cancer 1992, 69:527–536.

23. Gabrilove JL, Jakubowski A, Scher H, Sternberg C, Wong G, Grous J, Yagoda A,
Fain K, Moore MA, Clarkson B, Oettgen HF, Alton K, Welte K, Souza L: Effect of
granulocyte colony-stimulating factor on neutropenia and associated
morbidity due to chemotherapy for transitional-cell carcinoma of the
urothelium. N Engl J Med 1988, 318:1414–1422.

24. Crawford J, Ozer H, Stoller R, Johnson D, Lyman G, Tabbara I, Kris M, Grous
J, Picozzi V, Rausch G, Smith R, Gradishar W, Yahanda A, Vincent M, Stewart
M, Glaspy J: Reduction by granulocyte colony-stimulating factor of fever
and neutropenia induced by chemotherapy in patients with small-cell
lung cancer. N Engl J Med 1991, 325:164–170.

25. Morstyn G, Campbell L, Souza LM, Alton NK, Keech J, Green M, Sheridan W,
Metcalf D, Fox R: Effect of granulocyte colony stimulating factor on
neutropenia induced by cytotoxic chemotherapy. Lancet 1988, 1:667–672.

26. Ohno R, Tomonaga M, Kobayashi T, Kanamaru A, Shirakawa S, Masaoka T,
Omine M, Oh H, Nomura T, Sakai Y, Hirano M, Yokomaku S, Nakayama S,
Yoshida Y, Miura AB, Morishima Y, Dohy H, Niho Y, Hamajima N, Takaku F:
Effect of granulocyte colony-stimulating factor after intensive induction
therapy in relapsed or refractory acute leukemia. N Engl J Med 1990,
323:871–877.

27. Aso Y, Akaza H: Effect of recombinant human granulocyte colony-stimulating
factor in patients receiving chemotherapy for urogenital cancer. Urological
rhG-CSF Study Group. J Urol 1992, 147:1060–1064.

28. Miyanaga N, Akaza H, Shimazui T, Ohtani M, Koiso K: The effect of dose
intensity on M-VAC therapy for advanced urothelial cancer. Cancer
Chemother Pharmacol 1994, 35(Suppl):S5–S8.

29. Ohigashi T: Granulocyte-colony stimulating factor enhances the cytotoxic
effects of methotrexate to bladder cancer cells in vitro. Keio J Med 1990,
39:254–260.

30. Akaza H, Fukushima H, Koiso K, Aso Y: Enhancement of chemotherapeutic
effects by recombinant human granulocyte colony-stimulating factor on
implanted mouse bladder cancer cells (MBT-2). Cancer 1992, 69:997–1002.

31. Viens P, Gravis G, Bladou F, Lechevallier E, Baume D, Camerlo J, Cowen D,
Coulange C, Serment G, Resbeut M, Maraninchi D: Impact of recombinant
human granulocyte colony stimulating factor on dose intensity and
toxicity of three cycles of methotrexate, vinblastine, doxorubicin and
cisplatin in patients with previously untreated urothelial bladder
carcinoma. Eur Cytokine Netw 1996, 7:395–399.

32. Pronzato P, Bertelli G, Bruna F, Tani F, Vaira F, Vanoli M, Vigani A: Intensified
M-VEC chemotherapy with G-CSF support as outpatient treatment for
advanced bladder cancer. Anticancer Res 1997, 17:2325–2327.

33. de Wit R: Overview of bladder cancer trials in the European Organization
for Research and Treatment. Cancer 2003, 97:2120–2126.

34. Shameem IA, Kurisu H, Matsuyama H, Shimabukuro T, Naito K: Direct and
indirect effects of recombinant human granulocyte-colony stimulating
factor on in vitro colony formation of human bladder cancer cells. Cancer
Immunol Immunother 1994, 38:353–357.

doi:10.1186/1752-1947-8-147
Cite this article as: Kasi Loknath Kumar et al.: Leukemoid reaction and
autocrine growth of bladder cancer induced by paraneoplastic production
of granulocyte colony-stimulating factor – a potential neoplastic marker: a
case report and review of the literature. Journal of Medical Case Reports
2014 8:147.


	Abstract
	Introduction
	Case presentation
	Conclusions

	Introduction
	Case presentation
	Discussion
	Conclusions
	Consent
	Abbreviations
	Competing interests
	Authors’ contributions
	Acknowledgements
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


