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ABSTRACT

Advanced-stage cancer patients often suffer from ane-
mia that closely resembles the anemia of chronic inflam-
matory diseases characterized by specific changes in
iron homeostasis and absorption. i.v. iron improves
the efficacy of recombinant human erythropoietin
(rHuEPO) in anemic cancer patients undergoing che-
motherapy. We report the results of an open-label, ran-
domized, prospective trial aimed at testing the efficacy
and safety of treatment with oral lactoferrin versus i.v.
iron, both combined with rHuEPO, for the treatment of
anemia in a population of 148 advanced cancer patients
undergoing chemotherapy. All patients received s.c.
rHuEPO-f, 30,000 UI once weekly for 12 weeks, and

were randomly assigned to ferric gluconate (125 mg i.v.
weekly) or lactoferrin (200 mg/day). Both arms showed
a significant hemoglobin increase. No difference in the
mean hemoglobin increase or the hematopoietic re-
sponse, time to hematopoietic response, or mean change
in serum iron, C-reactive protein, or erythrocyte sedi-
mentation rate were observed between arms. In con-
trast, ferritin decreased in the lactoferrin arm whereas
it increased in the i.v. iron arm. In conclusion, these re-
sults show similar efficacy for oral lactoferrin and for
i.v. iron, combined with rHuEPOQO, for the treatment of
anemia in advanced cancer patients undergoing chemo-
therapy. The Oncologist 2010;15:894-902
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INTRODUCTION

Cancer patients undergoing chemotherapy, and especially
those with advanced-stage disease, often suffer from ane-
mia [1]. In fact, chemotherapy-induced anemia is often as-
sociated with the anemia typical of advanced-stage disease,
and in this case, antiblastic treatments can waken dormant
anemia or worsen it [2]. Therefore, there is a substantial dif-
ference between patients with early-stage disease and pa-
tients with advanced-stage disease. Indeed, if, during
adjuvant chemotherapy, anemia should be seen as a treat-
ment side effect occurring in a “healthy individual,” the
anemia that accompanies antiblastic therapy in advanced
cancer patients should be considered part of a more com-
plex syndrome of metabolic disorders that are able, by
themselves, to induce anemia [3]. The etiology of this par-
ticular form of anemia, called “anemia of cancer,” is con-
sidered multifactorial, and the triggering factors include:
the release of iron-binding protein from macrophages in re-
sponse to inflammation, the production of myelosuppres-
sive factors by the tumor and/or activated immune cells,
and poor nutritional status [4]. Furthermore, circulating lev-
els of erythropoietin (EPO) are significantly lower in ane-
mic cancer patients than in individuals with a similar degree
of anemia resulting from isolated iron deficiency [5, 6].

The incidence of anemia during antiblastic treatment
varies, and it may occur in up to 75% of patients [2]. Pre-
dictors of anemia are administration of regimens based on
platinum and anthracyclines, advanced-stage disease, and
the hemoglobin (Hb) level before treatment. Thus, in the
majority of advanced cancer patients, chemotherapy-
induced anemia is associated with, or may waken, dormant
anemia, the incidence and severity of which correlate with
stage of disease and prognosis [7]. This type of anemia oc-
curs in the absence of bleeding, hemolysis, cancer infiltra-
tion of bone marrow, and renal and/or liver failure. It is
caused by the chronic inflammatory state and oxidative
stress resulting from the action of proinflammatory cyto-
kines released by the activated immune system and the tu-
mor itself [3].

Several pieces of evidence attribute a central role to in-
flammatory mediators in the etiopathogenesis of cancer
anemia [8, 9]. Indeed, cytokines induce changes in iron bal-
ance, proliferation of erythroid progenitors, EPO produc-
tion, survival of circulating erythrocytes, and alterations in
energy metabolism per se, each capable of inducing ane-
mia. Patients with cancer anemia may have low or normal
serum iron levels, but their ferritin levels are increased and
the bone marrow is rich in iron. Therefore, it has been sug-
gested that there is a possible flaw in iron use, rather than a
shortage of iron, a condition called “functional iron defi-
ciency.” Changes in iron homeostasis cause a shift in iron
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from the circulation to deposits and limited availability to
erythroid progenitors, thereby reducing erythropoiesis. In
chronic inflammation, iron entry into macrophages and re-
ticuloendothelial cells is increased primarily through eryth-
rophagocytosis. Moreover, proinflammatory stimuli, by
reducing ferroportin expression, block iron excretion, thus
increasing its accumulation [10].

More recently, the identification of hepcidin has en-
abled a better understanding of the relationship among the
immune system, iron homeostasis, and anemia of chronic
inflammatory diseases [11]. Hepcidin, whose synthesis by
the liver is strongly induced by interleukin 6, is specifically
involved in the diversion of iron traffic through duodenal
absorption and blocks its release from macrophages [12].

In cancer patients, mainly with advanced-stage disease,
these observations are probably the most plausible explana-
tion for the better results obtained with erythropoiesis-
stimulating agents (ESAs) plus i.v. iron than with ESAs
alone or with ESAs plus oral iron in the treatment of che-
motherapy-induced anemia [13].

Recent observations show a growing interest in lacto-
ferrin, a specific protein involved in iron transport mecha-
nisms, for the treatment of particular forms of iron-related
anemia. Lactoferrin is an 80-kDa iron-binding protein of
the transferrin family, abundantly expressed in most bio-
logical fluids, which plays an important role in host defense
against infection and excessive inflammation [14, 15].

We present the results of an open-label, randomized,
prospective trial comparing the efficacy and safety of oral
lactoferrin with those of i.v iron supplementation combined
with recombinant human EPO (rHuEPO) therapy in a pop-
ulation of previously untreated advanced cancer patients
with anemia undergoing chemotherapy.

PATIENTS AND METHODS

Study Design

This was an open-label, randomized, controlled, prospec-
tive study comparing the efficacy and safety of rHuEPO
combined with oral lactoferrin (Lattoglobina®; Grunenthal-
Formenti, Milan, Italy) or i.v. iron supplementation in
advanced cancer patients with anemia undergoing chemo-
therapy. The protocol was approved by the institutional eth-
ics committee. The study was conducted in accordance with
the Declaration of Helsinki and Good Clinical Practice.

Patients

Patients were recruited from January to August 2009 at the
Department of Medical Oncology, Sirai Hospital, Carbo-
nia, Italy, the Medical Oncology Unit, “N.S. Bonaria” Hos-
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pital, San Gavino, Italy, and the Department of Medical
Oncology, University of Cagliari, Cagliari, Italy.

Patients were eligible for the treatment protocol if they
were =18 years old, had a histological diagnosis of a solid
tumor at an advanced disease stage (stage III-1V), had an
Hb level =10 g/dl (in accordance with the latest interna-
tional guidelines for the ESA treatment of anemia in cancer
patients) [16], had an Eastern Cooperative Oncology Group
performance status (ECOG PS) score =2, had no previous
treatment, and were receiving first-line chemotherapy
while on study. Patients were also required to have a serum
ferritin level =100 ng/ml and =800 mg/dl and/or a trans-
ferrin saturation >15%, a life expectancy of =6 months,
and adequate renal and hepatic function. Patients with
anemia attributable to factors other than cancer and chemo-
therapy (i.e., B, or folate deficiency, hemolysis, gastroin-
testinal bleeding, myelodysplastic syndrome, or bone
marrow metastases) were not eligible. Other exclusion cri-
teria included a prior transfusion, ESA or i.v. iron therapy
within 4 weeks of enrolment, am allergy or intolerance to
iron and/or rHUuEPO, active infection, absolute iron defi-
ciency, pregnancy, breastfeeding, inadequate birth control
measures, a history of seizure disorders, active cardiac dis-
ease, thromboembolic disease, and uncontrolled hyperten-
sion.

Protocol

This was a prospective, open-label, randomized, controlled
study. Written informed consent was provided by all pa-
tients. Clinical assessment included patient characteristics,
tumor site, tumor stage, ECOG PS score, current chemo-
therapy regimen, physical examination, and vital signs.
Laboratory tests included measurements of the blood cell
count, Hb, reticulocyte count, serum iron, serum ferritin,
transferrin saturation, C-reactive protein (CRP), and the
erythrocyte sedimentation rate (ESR), as well as a chemical
profile. These parameters were assessed at baseline before
starting rTHUEPO treatment as well as at diagnosis before
starting chemotherapy.

Patients eligible for the treatment protocol were then
randomized in a 1:1 ratio to either (a) 125 mg of ferric glu-
conate i.v. once weekly or (b) two tables of lactoferrin daily
(i.e., 200 mg/day). Oral lactoferrin was dispensed weekly,
with adherence monitored via tablet count.

All patients received rHuEPO-f3, 30,000 UI s.c. weekly.
rHuEPO treatment was continued for 12 weeks or until
achievement of an Hb level >12 g/dl. RHUEPO dose esca-
lation or reduction was not permitted to avoid confounding
the iron response data.

All patients received an adequate dose of low molecular
weight heparin s.c. during rHUEPO treatment because they
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were affected by advanced cancer and related chronic
inflammation, which are well recognized procoagulant
conditions. Patients were excluded (or treatment was inter-
rupted) if they had a high risk for bleeding (international nor-
malized ratio >1.3 or platelet count <150 X 107/1).

Patients were not allowed to take any vitamin, mineral,
or herbal supplements containing >27 mg/day iron or
>100 mg/day vitamin C during the study. Blood transfu-
sion were allowed at the investigators’ discretion if the Hb
level decreased to <8 g/dl. Changes to the chemotherapy
plan were allowed.

Study Endpoints
The primary efficacy variable was defined as the change in
Hb from baseline (i.e., before starting rHUEPO treatment).
Secondary efficacy variables included the hematopoi-
etic response, time to hematopoietic response, time-ad-
justed area under the Hb—time curve between week 0 and
week 12 (Hb area under the curve, AUC,_,,), and change
from baseline in other laboratory parameters (serum iron,
serum ferritin, CRP, and ESR). A hematopoietic response
to rHUEPO was defined as an increase in Hb of =2 g/dl (Hb
response) or achievement of the target Hb level of =12 g/dl
(Hb correction) without transfusion use at any time point
during the study. The Hb AUC was recently considered to
be a clinically meaningful alternative measure to assess the
overall efficacy of ESAs [17]. Efficacy variables were mea-
sured at baseline and weekly throughout treatment.

Safety

The safety profile of treatment was evaluated by weekly
monitoring of the incidence of adverse events, changes
from starting levels in the serum analysis and chemistry
profile, and vital signs. Adverse events were classified in
accordance with the National Cancer Institute Common
Terminology Criteria for Adverse Events, Version 3.0. The
nature, frequency, and severity of all adverse events and
their relationship to treatment were assessed.

Statistical Analysis

Results form previous clinical trials were used to determine
the sample size, based on a two-sided #-test to detect non-
inferiority in Hb change from baseline between the lacto-
ferrin and i.v. iron arms. On the basis of previous clinical
investigations in cancer patients, it was anticipated that the
i.v. iron arm would have a 2.5-g/dl greater mean change in
Hb from baseline than the no i.v. iron comparator and that
the expected standard deviation (SD) would be 1.5. Using
these calculations, and considering an « error of 0.01 and a
B error of 0.05 (power of 95%), a sample size of 73 patients
per arm was needed to detect a mean Hb change =2.5 g/dl
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(assuming an SD of 1.0 g/dl) in each treatment arm. Con-
tinuous variables are summarized using means and SDs,
and discrete variables are summarized using frequencies
and percentages. Distributions of continuous variables
were checked for linearity. For quantitative variables, the
mean change in Hb (and in secondary endpoints) from base-
line to the end of treatment between treatment groups was
compared using the Student’s #-test for independent data.
Moreover, data on Hb and the iron index and proinflamma-
tory marker profiles over time were analyzed by means of a
repeated measures analysis of variance. The hypothesis of
no difference in the response rate (i.e., hematopoietic re-
sponse) between treatment arms was tested by the x” statis-
tic. Differences were considered significant if p < .05. All
analyses were performed using SPSS, Version 15.0 (SPSS
Inc., Chicago, IL).

RESULTS

In total, 148 patients were enrolled and underwent random
assignment to receive either rHuUEPO plus i.v. iron (n = 73)
or rHUEPO plus oral lactoferrin (n = 75). All patients were
evaluable for efficacy and safety endpoints (Fig. 1). Pa-
tients were well balanced between the two groups in terms
of age, sex, tumor site, and tumor stage. Patients’ clinical
characteristics are listed in Table 1. Baseline laboratory pa-
rameters were also superimposable between arms (Table
2). It is relevant to note that, at diagnosis, patients had a
mean Hb level <11 g/dl accompanied by low iron, high fer-
ritin, and high CRP and ESR levels (Table 2), thus defining
the picture of “anemia of cancer” [10]. In fact, 80% of pa-
tients were already anemic and had started rHuEPO after a
mean of one cycle of chemotherapy when their Hb level had
fallen to <10 g/dl (threshold for initiating ESA therapy ac-
cording to international guidelines) [16].

No patient discontinued the study as a result of adverse
events, death, protocol violation, or other reasons. No pa-
tient was excluded for hypersensitivity to lactoferrin or i.v.
iron.

Efficacy Evaluations

Primary Endpoint

Mean Hb levels before rHUEPO treatment were 9.7 * 0.5
g/dlin the i.v. iron arm and 9.8 * 0.4 g/dl in the lactoferrin
arm. After rHuEPO treatment, the mean Hb levels were
11.4 = 1.6 g/dlinthei.v.ironarmand 11.6 = 1.2 g/dlin the
lactoferrin arm (p = 0.036 and p < .001, in comparison
with baseline, respectively). The mean Hb change from
baseline to the end of treatment was not significantly dif-
ferent between treatment arms (+1.6 = 1.4 g/dl for i.v. iron
versus +1.8 * 1.2 g/dl for lactoferrin; p = .743) (Table 3).
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The mean Hb change also was not significantly different
between treatment arms after 4 weeks (+0.55 = 1 g/dl for
i.v.iron versus +0.9 = 0.9 g/dl for lactoferrin; p = 0.300)
and after 8 weeks (+1.12 £ 1 g/dl for i.v. iron versus
+1.6 £ 0.9 g/dl for lactoferrin; p = .132) of treatment.

Over time, the Hb level increased significantly in both
arms (p = 0.001 in the i.v. iron arm and p < .001 in the
lactoferrin arm) (Fig. 2).

Secondary Endpoints

As for the hematopoietic response rate, 50% of patients in
the i.v. iron arm and 56% of patients in the lactoferrin arm
achieved a hematopoietic response (p = .926 between
arms) (Fig. 3). The times to hematopoietic response
(mean *= SD) were similar in the two treatment arms:
52.5 £ 17.9 days for i.v. iron arm and 58.3 = 18.7 days for
the lactoferrin arm (p = .497) (Table 3). The time-adjusted
Hb AUC,,_,, was significantly higher in the lactoferrin arm
than in the i.v. iron arm (p = .005; 95% confidence interval
[CI], 0.28-1.52).

As for the iron indexes, the ferritin change was signifi-
cantly different between arms (p = .041): patients in the i.v.
iron arm achieved a 287.2-umol/l ferritin increase (95% CI,
—60.3to 616.7 wmol/l) whereas those in the lactoferrin arm
had a 82.5-umol/l decrease (95% CI, —281.1 to 116.1
umol/l) (Table 3). In contrast, the serum iron change was
not significantly different between the two arms (Table 3).
Considering the profiles over time, neither ferritin nor se-
rum iron changed significantly during treatment in either
arm.

The assessment of proinflammatory parameters showed
that the mean changes in the ESR and CRP levels were not
significantly different between arms (Table 3). The profile
over time demonstrated a decrease in the ESR in the lacto-
ferrin arm after 4, 8, and 12 weeks of treatment (p = .02,
p = .004, and p = .05, respectively) as well as a significant
decrease in CRP level in the lactoferrin arm after 12 weeks
of treatment (p = .028), in comparison with baseline.

Safety

Both i.v. iron and lactoferrin were well tolerated. Most ad-
verse events were deemed by the investigators to be unre-
lated to i.v. iron or lactoferrin and were attributable to
chemotherapy or the underlying malignancy. The most fre-
quently reported adverse events in the i.v. iron and lactofer-
rin arms were, respectively, grade 1 nausea/vomiting
(38.1% versus 35.21%), grade 1 asthenia (41.3% versus
42.6%), grade 2 diarrhea (22.2% versus 21.3%), and grade
2 leukopenia (20.4% versus 19%). No severe side effects
(grade 3 or 4 toxicities) related to iron infusion or lactofer-
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Figure 1. Consort diagram.

Abbreviation: rHUEPO, recombinant human erythropoietin.

Table 1. Patient clinical characteristics

Oral iron
i.v.iron (lactoferrin)

Characteristic mn=73) (n=17175) p-value
Sex

Male, n (%) 40 (54.8) 49 (65.3)

Female, n (%) 33 (45.2) 26 (34.7) 531
Age, yrs

Mean *+ SD 673 +7.968.8*+5.1 .300
Solid tumor type, n (%)

Gynecological 15 (20.5) 15 (20.0)

Breast 15 (20.5) 14 (18.6)

Lung 15 (20.5) 14 (18.6)

Prostate 9(12.3) 11 (14.7)

Colon 11 (15.2) 11 (14.7)

Stomach 4(5.5) 5(6.7)

Bladder 4(5.5) 5(6.7) 947
Disease stage, n (%)

111 21 (28.8) 23 (30.7)

v 52 (71.2) 52(69.3) 572
ECOG PS score, n (%)

0 4(5.5) 4(5.3)

1 40 (54.8) 42 (56.0)

2 29 (39.7) 29 (38.7) .985

Abbreviations: ECOG PS, Eastern Cooperative Oncology
Group performance status; SD, standard deviation.

rin oral consumption were observed. No cardiovascular and
thromboembolic events were observed in either arm.

DISCUSSION

In recent years, an increasing number of articles in the lit-
erature have shown that ESAs are more effective when as-
sociated with i.v. iron in the treatment of chemotherapy-
induced anemia in patients with cancer at different stages
[18-21]. The present study, starting from this evidence, as-
sessed the efficacy of rHUEPO-f combined with a com-
pound (lactoferrin) specific for its ability to selectively
modulate iron homeostasis in the treatment of anemia in ad-
vanced cancer patients undergoing chemotherapy. So far,
clinical trials that have assessed the efficacy of ESAs, com-
bined or not with iron, administered orally or i.v., for the
treatment of chemotherapy-induced anemia have studied
heterogeneous patient samples. Indeed, the majority of pub-
lished studies included both patients undergoing adjuvant
chemotherapy, and therefore with early-stage disease, and
advanced patients undergoing several chemotherapy regi-
mens. These studies basically considered anemia as having
a single nature, that is, a result of antineoplastic treatment.
This assumption may be partially correct for patients under-
going adjuvant chemotherapy. However, the same cannot
be said for advanced cancer patients, for whom the tumor
and the associated chronic inflammation can, by them-
selves, induce anemia and thus worsen or make overt the
chemotherapy anemia-inducing action. Moreover, it should
be considered that all antiblastic treatments can induce
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Table 2. Patient laboratory parameters at baseline
Before chemotherapy start At baseline of EPO treatment
i.v. iron Oral iron i.v. iron Oral iron

Parameter, mean = SD (n = 73) (lactoferrin) (n = 75) p-value (n =73) (lactoferrin) (n = 75) p-value
Hb, g/dl 10.10 = 1.25 10.7 £0.9 133 9.7 £ 0.53 9.8 04 .641
Reticulocytes, % 6.4 7.7 85+838 337 6.6 =82 83+86 .593
Serum iron, wmol/l 54.1 = 46.7 61.6 =382 .638 492 £359 61.1 £42 .345
Transferrin saturation, % 25.9 £ 20.7 322 +19.6 429 251173 279 *16.2 .604
Ferritin, g/l 469 * 456 489 * 386 .894 471 = 402 516 = 495 7154
CRP, mg/1 26.8 = 18 21.9 =103 513 28 = 18.5 259 +11.8 740
ESR, mm 623 =446 57 =402 17 63.24 £44.1 60.76 = 20.3 .349

Abbreviations: CRP, C-reactive protein; ESR, erythrocyte sedimentation rate; Hb, hemoglobin; SD, standard deviation.

Table 3. Primary and secondary efficacy endpoints

i.v. iron, mean (95% CI)

Lactoferrin, mean (95% CI) p-value

Primary endpoint

Hb change from baseline to end of treatment, g/dl
Secondary endpoints

Time to hematopoietic response, days

Ferritin change from baseline to end of treatment,
umol/l

Serum iron change from baseline to end of
treatment, pg/l

CRP change from baseline to end of treatment,
mg/1

ESR change from baseline to end of treatment,
mm

1.6 (0.84-2.49)

52.5 (40.1-64.9)

—9.7 (—34.1t0 14.8)

0.69 (—3.5t04.9)

1.8 (1.29-2.34) 743
58.3 (47.7-68.9) 497
278.2 (—60.3 t0 616.7) —82.5(—281.1to 116.1) 041
13.6 (—7.8t0 34.9) 131
—1.3(—2.1to —0.48) 183
—14 (—28t0 0.15) .389

—26 (—58 10 6.4)

p-value in bold is statistically significant.

Abbreviations: CRP, C-reactive protein; ESR, erythrocyte sedimentation rate; Hb, hemoglobin.

symptoms that, by themselves, can lead to anemia. For in-
stance, vomiting and diarrhea are able to induce anemia
from lack of iron, folates, and amino acids [22]. Anemia in
cancer patients should thus be considered not just as a side
effect of antiblastic therapy but also a specific symptom of
neoplastic disease, able to affect survival, treatment effi-
cacy, disease progression [7], and, above all, patient quality
of life [23]. The response to antiblastic treatment or disease
progression can also radically change ESA efficacy [24]. A
study by Ray-Coquard et al. [25] on cancer patients under-
going different chemotherapy regimens showed that low
baseline Hb levels, a poor PS score, and a reduced absolute
lymphocyte count are independent predictive factors of se-
vere anemia. However, studies published so far did not
make a distinction between patients undergoing adjuvant
chemotherapy and advanced cancer patients, patients with
inflammatory state and those without, or (disease) respond-
ers and nonresponders, nor did they take into account the
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incidence of anemia-inducing side effects and levels of Hb
at the start of antiblastic treatment.

There is no doubt that, in light of these possible vari-
ables, which are likely to characterize, at least in part, the
course of neoplastic disease in patients included in the pre-
vious studies, the gold standard for the treatment of chemo-
therapy-induced anemia in patients with cancer at different
stages is an ESA plusi.v. iron (which is able to correct every
condition that changes normal iron metabolism).

Starting from this premise and to better clarify the role
of altered iron metabolism in a selected group of cancer pa-
tients undergoing chemotherapy, namely, those with ad-
vanced-stage disease with an inflammatory state who were
already anemic at the start of the chemotherapy regimen,
we compared the efficacy of rHUEPO-3 combined with i.v.
iron with the efficacy of rHUEPO-£3 combined with lacto-
ferrin, a specific modulator of iron metabolism also capable
of immune-modulating and antioxidant activities. The re-
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Figure 2. Hemoglobin (Hb) levels from baseline to the end of the study at week 12. Bars represent mean Hb levels. Hb changes
(g/dl) from baseline were not significantly different between arms (*p calculated by Student’s z-test for independent data). Hb
levels over time increased significantly in both treatment groups after 4, 8, and 12 weeks versus baseline ({p calculated by analysis

of variance).
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Figure 3. Percentages of hemoglobin (Hb) responders in the two treatment arms. Responders were patients who achieved the
target Hb level of =12 g/dl (Hb correction) or an increase in Hb of =2 g/dl (Hb response) without transfusion use at any time point

during the study. The p-value was calculated using the x* test.

sults of our study also confirm the good efficacy of an ESA
plus i.v. iron in the treatment of anemia in this selected
group of patients. Surprisingly, the combination of
rHuEPO-f plus lactoferrin also showed similar efficacy.
Starting from the first week of treatment with rHUEPO-£3
plus lactoferrin, Hb levels increased rapidly and in a statis-
tically significant way, and at the end of treatment the mean
Hb changes were superimposable in the two arms. More-
over, the percentage of responders as well as the time to he-
matopoietic response were comparable between the two
arms and with rates reported in a previous study using an
ESA plus i.v. iron [21]. Noteworthy, among the secondary

parameters of efficacy, the Hb AUC,_,, was better in the
lactoferrin arm than in the i.v. iron arm. One of the most
interesting findings is the evidence that, in both arms, serum
iron levels were absolutely superimposable throughout
treatment. In contrast, the levels of ferritin in the rtHuEPO-£3
plus lactoferrin arm decreased significantly and progres-
sively during therapy. These data seem to confirm the par-
ticular lactoferrin capacity to modulate iron homeostasis,
and explain the maintenance of physiological levels of iron
in the blood and suggest that the iron provided by lactofer-
rin is likely to be well used in human adults. Indeed, serum
ferritin is inversely correlated with iron adsorption, and a
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beneficial effect of lactoferrin on iron acquisition in the gut
is well documented [26].

Although the inflammation parameters assessed (i.e.,
CRP and ESR) did not show substantial differences at the
end of treatment, their immediate decrease in the lactoferrin
group should be highlighted. Additionally, rHuEPO- plus
lactoferrin, like ESAs plus i.v. iron, was also shown to be
safe and without any side effects.

However, the present study has some limitations. In-
deed, it is a noninferiority trial, and therefore the finding
that the two interventions are therapeutically equivalent
should be considered tentative and needs replication in fu-
ture large, randomized trials.

The present results, although preliminary and needing
future research, introduce an innovative therapeutic ap-
proach to anemia in advanced cancer patients undergoing
chemotherapy and, importantly, also suggest a novel way to
deal with this issue.

Indeed, they underline how selective modulation of iron
metabolism, in patients whose iron metabolism is altered
for reasons specifically correlated with the development of
neoplastic disease, is able to better support the efficacy of
ESAs.

Moreover, the use of an orally administered compound
gives further unquestionable advantages both in terms of
patient compliance, because there is no need for hospital-
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ization, and also in terms of cost savings. Indeed, it is well
known that i.v. iron administration, aside from the general
anaphylactic risks, also requires specifically trained medi-
cal staff and therapeutic support centers.

In our opinion, not less important are the particular
pharmacological characteristics of lactoferrin. Apart from
having specific and established immune-modulating activ-
ities [27, 28], it also has specific antineoplastic actions in
vitro and in vivo [29]. The latter should not be underesti-
mated, especially in light of recent reports [30—34] of a pos-
sible proneoplastic effect of ESAs, which could thus be
partly counteracted or balanced. More research on this topic
is warranted.
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