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GRANULOCYTE COLONY-STIMULATING FACTOR (G-CSF):
A NOVEL ANTICANCER THERAPY BASED
ON THE “UNIVERSAL DYNAMICS OF TUMOR GROWTH”?

M. Lopez-Ldzaro
Department of Pharmacology, Faculty of Pharmacy, University of Seville, Spain

POINT OF VIEW

It has recently been proposed that all solid tumors exhibit the same growth dynamics. This hypothesis, developed by Bru and coworkers
and called the universal dynamics of tumor growth, says that the main mechanism responsible for tumor progression is cell diffusion
on the tumor border. The authors of this hypothesis claim that, by inducing strong neutrophilia around the tumor, this dynamic can be
changed; neutrophils would locate themselves to eliminate cell diffusion on the tumor border therefore inhibiting tumor growth. The
authors suggest that this approach may be exploited to develop effective anticancer strategies, and they have recently reported the
possible cure of a 56-year-old patient with advanced hepatocarcinoma treated with granulocyte colony-stimulating factor (G-CSF),
a key regulator of neutrophil production. The present report shows evidence that suggests that it is very unlikely that neutrophil-in-
duced cancer cell death is mediated by a mechanical impediment at the tumor border. Furthermore, it is shown that the induction of
neutrophilia is not a new anticancer strategy based on the “universal dynamics of tumor growth”, but a known approach that has been

widely explored along the years. The merits of G-CSF for being tested in clinical trials with cancer patients are finally evaluated.
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In 1998, the group led by the physicist Antonio Bru
published a report describing in mathematical terms
the contours of a brain tumor growing in vitro. They
showed that its dynamics was mainly due to contour
cells and that the tendency of an interface cell to
duplicate was a function of the local curvature [1-3].
Several years later, in an article entitled “The universal
dynamics of tumor growth”, they reported experiments
that supported that this dynamics was shared by all
solid tumors. Based on these findings, they suggested
that tumor growth should be conceived as a competi-
tion for space between the tumor and the host, and not
for nutrients or other factors, and that we might need
to revise our current radiotherapy and chemotherapy
strategies [4]. In 2004, they reported anticancer
effects in mice implanted with Ehrlich tumors and
subsequently treated with granulocyte-macrophage
colony stimulating factor (GM-CSF), a factor that
induces neutrophilia. They proposed that neutrophils
would locate themselves around the tumor to hinder
cell surface diffusion. Since the cells at the border
would no longer find sufficient space, they would no
longer proliferate, and those inside the tumor would
eventually become necrotic [5]. One year later, Bru
and coworkers reported the possible cure of a 56-year-
old patient with advanced hepatocarcinoma treated
with granulocyte colony-stimulating factor (G-CSF)
[6]. G-CSF is a key regulator of neutrophil production
thatis commonly used in the clinic to increase the pro-
duction of neutrophils in patients with chemotherapy-
induced neutropenia [7].
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The investigation carried out by Bru and coworkers
has received important media attention and many
people with terminal cancers are currently seeking
treatment with G-CSF. Oncologists are reluctant to
administrate this drug because there are no clinical
trials that support its effectiveness in the treatment
of cancer. While many oncologists consider that the
investigation carried out by Bru and coworkers is not
sound enough to deserve clinical evaluation, many
people believe that Bru’s team has developed a new
theory that may be used to treat all solid tumors, and
they do not understand why this strategy is not being
evaluated further. In the present report, | briefly dis-
cuss that there is no scientific evidence that relates the
theory of universal tumor dynamics with the anticancer
effects produced by neutrophils. On the contrary, there
are many published data that strongly suggest that
neutrophil-induced cancer cell death is mediated by
other mechanisms. However, there is evidence that
suggests that the induction of neutrophilia might be
a valid anticancer strategy in specific situations; this
evidence mainly consists of several reports (most of
them published prior to the works by Bru et al.) that
have shown that G-CSF produces anticancer effects
in patients with cancer.

THE THEORY OF THE UNIVERSAL

DYNAMICS OF TUMOR GROWTH DOES

NOT EXPLAIN THE ANTITUMOR EFFECTS

OF NEUTROPHILS

According to Bru et al. (2005), the neutrophilia
achieved by administering G-CSF is an experimental
treatment based on their theory of the universal dy-
namics of tumor growth [6]. Although their theory of
the universal tumor dynamics is a sound hypothesis
based on experimental evidence, the authors do
not provide experimental data that demonstrate that
neutrophil-induced cancer cell death is produced by
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a mechanical effect [4]. On the contrary, there are
many published data that strongly suggests that the
antitumor effect of neutrophils is mediated by other
mechanisms. It is well known that neutrophils pro-
duce several mediators that induce cell death. These
cytotoxic mediators include reactive oxygen species
(ROS), proteases, membrane-perforating agents, and
soluble mediators of cell killing, such as TNF-a, IL-18
or IFNs [8-10]. Forinstance, it has been demonstrated
that ROS such as hydrogen peroxide (H,0,) are crucial
in the anticancer effects of neutrophils [10-12].

As mentioned before, Bru et al. propose that
neutrophils produce cancer cell death because they
locate themselves around the tumor to hinder cell
surface diffusion; cells would not find sufficient space
to proliferate and they would eventually die [5]. If this
were the case, neutrophiliainduction by G-CSF would
have no anticancer effectin patients with leukemia, as
these types of cancer grow in suspension and do not
follow the universal dynamics of tumor growth pro-
posed by Bru and coworkers [4]. However, Picalluga
et al. [13] showed that there are more than 20 reports
(published between 1991 and 2001) that describe that
the administration of G-CSF in patients with different
types of leukemia resulted in complete remissions of
these cancers. These data make it difficult to accept
that neutrophil-induced cancer cell death is mediated
by a mechanical effect.

SHOULD G-CSF BE TESTED IN CLINICAL

TRIALS WITH CANCER PATIENTS?

There is substantial evidence that suggests that
G-CSF might be useful in the treatment of cancer.
Firstly, it is well-known that G-CSF administration
increases the production of neutrophils [13] and that
neutrophils produce cytotoxic mediators that can Kill
cancer cells [8-12]. In addition, there are many hu-
man studies that have shown that the administration
of G-CSF, alone or in combination with chemotherapy,
produces anticancer effects [6, 13-17].

On the other hand, it is important to mention that
the use of G-CSF has been associated with toxicity.
Thus, fatal outcomes following G-CSF administra-
tion have been described in the literature [18-20]. It
has also been reported that G-CSF can favor tumor
progression [21-23]. Thisis understandable because
neutrophils are well-known to generate H,0,, and
H,0, is an oxidant highly involved in cancer develop-
ment [24, 25]. For instance, it is now accepted that
H,0, is a key activator of hypoxia-inducible factor 1,
a transcription factor whose activation is observed in
most human cancers and has been associated with
increased patient mortality [26].

The scientific literature shows that G-CSF might
be effective in the treatment of cancer but can also
produce severe toxicity. So, should G-CSF be tested
in clinical trials with cancer patients? The key parame-
ter to consider here is the efficiency of our current
anticancer strategies and the possible benefit/risk of
using G-CSF in cancer patients. The current cancer

chemotherapeutic strategies are very useful in specific
cancer types at specific stages of disease. In these
situations, it is not easy to deprive cancer patients of
these therapies in order to try a drug that may not be
effective and may be toxic. However, we have to accept
that our current strategies have very little efficiency in
the treatment of several common metastatic cancers
[27]. In situations in which the possibilities of success
are extremely low, new anticancer strategies should
be explored. It is the author opinion that patients with
terminal cancers who insist on being treated with
G-CSF should be offered the possibility of participating
in a clinical trial with this drug, as there are preclinical
and clinical data that support that G-CSF may have
anticancer effects. However, these patients should be
informed that G-CSF is not a “miraculous” anticancer
treatment discovered by Bru and coworkers, but a
known drug that may be completely ineffective and
may produce severe toxicity.
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FrPAHYNIOLUTAPHbIN KOJIOHUECTUMYJIUPYIOLLUIA DAKTOP
(r-KC®): HOBEULUAA MPOTUBOOMNYXOJIEBAA TEPANUA,
OCHOBAHHASA HA MPUHLUMUMNAX TEOPUU OB “YHUBEPCAJIbHOM
ANHAMMUKE ONYXOJIEBOIo POCTA”?

He Tak 1aBHO ObLiIa MPeI0KEHA THTIOTE3A O TOM, YTO BCEM COTMIHBIM OMYXOJISIM NPUCYINA HeKas 00Imas AMHaMuKa pocta. OHa Oblia
BbIZIBUHYTA Bru u coaBropamMu U Ha3BaHa TeopHeil YHUBEPCAIbHOI TMHAMUKM OMyX0/1eBOro pocta. OHa yKa3biBaeT HA OCHOBHOIA
MeXaHU3M, OTBEYaIOIIMii 32 PA3BUTHE OMYXOJIH, KOTOPBIM, 10 MHEHUIO AaBTOPOB, SBJIsETCA KiieToYHast iudh(py3usi Ha rpaHuIie OMyXOJId.
'YTBepKaaeTcs, YT0 NP HHIYKIMH BHIPAXKEHHO# HEHTPO(UINHM BOKPYT ONYXOJIH, 3TA IMHAMUKA MOXKeT ObITh n3mMeHeHa. HeiiTpoduis
YCTPEMJISIIOTCS HA TPAHMILY OIYXOJIH /ISl SJIMMHHALIMH KJI€TOYHO# 1) (py3un 1 BCIIeICTBIE 3TOrO MOAABJISAETCS POCT KJIETOK OMyXOJIH.
HccnenoBaresn CYMTAIOT, 4TO ITOT MOIXXO MOKET ObITh HCIIOJIb30BaH J1s pa3padoTKu 3¢ (heKTMBHOI MPOTHBOOITYX0JIEBOI CTPATETHH.
HenaBHo oHH co00IIMIIM 00 YCTIEIMHBIX PE3YJIbTATAX JeUeHHs1 00JILHOTO B BO3pacTe 56 jieT ¢ mporpeccupyiomieii renatoKapuuHOMOoi
NpH MOMOIIM IPAHYJIONUTAPHOrO KotoHHecTUMYpyiomiero (hakropa (I'-KC®), KioueBoro peryisaropa BbIpadOTKH HEATPOUIOB.
IIpuBeneHHble JaHHbIE YKA3bIBAIOT HA MAJYI) BEPOSATHOCTb TOrO, YTO HEATPO(MIbI, CTUMYIMPYIOLINE THOeTb PAKOBBIX KIIETOK,
B CBOIO 04€epe/ib AKTUBUPYIOTCS MPH OMOLIN MEXAHMYECKOr0 NPeNnsITCTBUS HA rpanuile omyxoiu. ITokaszano Takike, 4T0 CTUMYISIUS
HelTpodn/IuM He SBJISIeTCS HOBO# CTpaTerreii, 0CHOBAHHO# HA TEOPHH *“YHHBEPCAJIbHOI TMHAMMKH POCTA ommyxoii” . OHA OCHOBBIBAETCS
HA MOIX0IAX, IMMPOKO HCCJIEIOBAHHBIX M M3BECTHBIX HA MPOTsKeHnH psana jJet. Kayecrsennbie xapakrepuctuku I'-KC®, usyyenuble
BO BpeMsl KJIMHHYECKUX UCTILITAHMUIA, HAKOHEII-TO NMOJTyYHJIH MOJIHYIO OLEHKY.

Karoueevie croea: onyxogeblii poct, Kietouynas quggysus, pakTop CTUMYIAIMHA POCTA KOJIOHHUIA TPAHYJIONUTOB, HeATpOodnIMs.
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