THE IMMUNE STIMULANT PROPERTIES OF VITAMIN D BINDING PROTEIN - DERIVED
MACROPHAGE ACTIVATING FACTOR CAN MINIMISE MORBIDITY
IN GYNAECOLOGICAL CANCERS
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 GCcMAF proved effective against metastasized

5 Immunodeﬁciency and Consequent increase Of Ps The increase in nagalase aCtiVity in C‘c'l'IlCCI' bI‘CaSt Cc’:l..l'lCCI‘ (IIlt J C&HCGI‘. 2008. 122:46] '7),
morbidity is a common occurrence in advanced cancer patients is due to the fact that cancer cells metastasized colon cancer (Cancer Immunol

patients (Comp Biochem Physiol A Mol Integr release nagalase (Cancer Lett. 2009: Immunother. 2008. 57:1007-16), and prostate
Physiol. 2002;132:1-8). 283:222-9) cancer (Transl Oncol. 2008. 1:65-72).

One of the events responsible for immunodeticiency - : :
and increased morbidity in cancer patients is excess Thus, nagalase activity reflects tumour burden, TEHSCHIMHIC It antl-c?mcer etiects of GCMAF
were evaluated by measuring serum nagalase

production of alpha-N-acetylgalactosaminidase aggressiveness and progression of the disease o |
(nagalase) an enzyme that de-glycosylates (Cancer Lett. 2000;158:61-4) up to the point activity, il ker of tum(?ur burden anfi
(inactivates) vitamin D binding protein, which is the that determination of nagalase activity is a non- progression as well as of immunodeficiency.

precursor of VitE}lﬂinl D binding protein-derived invasive way of evaluation of cancer severity
macrophage activating factor (GcMAF). (Cancer Lett. 2009:283:222-9).
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Healthy donors were selected for
Here we demonstrate that GcMAF stimulates Purified, activity-tested GcMAF was from Immuno Biotech. Ltd. their Bsml genotype and 3 Ebb (Bb MBB

human MOonocytes /macropahges. Monocytes were collected from healthy volunteers. Separation different groups of subjects were

procedure to obtain PBMC was performed by Polymorphoprep dentitied according to Bsml

: : ' . olymorphisms: subjects with
Stimulation of human monocytes/macropahges (Axis-Shield). be”gemtypej subjects with

restores a competent Immune system. Assessment of cell viability was determined by Calbiochem “BB” genotype, and subjects

We elucidate the molecular mechanism of Rapid Cell Proliferation Kit. with “Bb” genotype.
cAMP levels were measured by a competitive EIA assay (Cyclic GcMAF significantly stimulated

action responsible for GcMAF signal AMP EIA kit, Cayman Chemical). E?p]\gnpdgi?lﬂﬁleinIiggizlular

transduction. Vitamin D receptor (VDR) restriction site polymorphism was cAMP formation was highest in
We propose an integrated strategy to obtain the evaluated on genomic DNA extracted from peripheral blood the “bb” genotype. In the “Bb”

b s . ; h e cells using a QIAamp DNA Blood Mini Kit genotype, the response was

est e 6(?'[8 e lmmpqo-F Crapy Wlt ‘ Absence or presence of the Bsml restriction site was intermediate. e S B s
GcMAF 1n order to minimise morbidity 1n denominated “B” and “b” respectively.

cancer patients
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* When we challenged monocytes .
from subjects harbouring different Ebb IBb WBB These results demonstrate that GcMAF » Taken together, the results obtained at the

Bsml polymorphisms, we observed : : : : :
that the “b” allele of the VDR gene counteracts 111?mun(.)deﬁc1ency l:)y stlp]ulatmg molecular, cellular a_nd experimental level,
and the “bb” genotype were macrophage signalling and proliferation and support the observation that GCMAF
bsocland. vl plisdt siyianon these events are mediated through VDR. administration to patients with advanced cancer
of proliferation by GeMAF. _ ] _

. resulted in dramatic results that include tumour
Proposed mode of interaction - " gy growth control and decrease of morbidity.
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Subjects with “Bb” genotype

showed an intermediate response to

GcMAF. between GecMAF and VDR at the

These data suggest that there is an plasma membrane. Vitamin D and  w (Int J Cancer. 2008; 122:461-7; Cancer Immunol

Eiﬁ?ci?tiﬂn beéw]fmzlthe Pl'esfelfce of R R L R S oleic acid stabilize the complex by [mmunother. 2008; 57:1007-16; Transl Oncol.
alleles and the aegree of the — binding to the hydrophobic 10 ——

response to GcMAF. y domains of the two vitamin D 2008; 1 '65-72)' g ,

binding proteins. ] "
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PINI is calculated by dividing the product of serum

* On the basis of the results presented here, it can In fact, in order to minimise morbidity, 1t should o ey i Bl Y
be hypothesized that the patient” s genotype, as be remembered that the prognosis for all types of The PINI score Prognostic Inflammatory and Nutritional Index:
far as VDR gene polymorphisms are concerned, cancers 1s dependent upon the nutritional and alpha 1 acid  gycoproten (mg /i) x CRP (mg/ d)
influences the individual response to GcMAF. inflammatory status of the patient that can be aloumifn s/ ) 2 peeabrinity anig £ )
Therefore, the use of GeMAF to restore a monitored by the Prognostic Inflammatory and

_ L o« _ > 30 predicts a very high risk of morbidities during hospitalization
competent immune system and minimise Nutritional Index (PINI) (Am J. Immunol. 20]2,

o 4 - : - |21-30] predicts a high risk of morbidities during hospitalization
morbidity in gynaecological cancers has to be 8: 65-70).
- = = = . American Journal of Immunology, 2012, 8 (3), 65-7 -20] predicts an i i i isk
calibrated on the individual patient s genotype e e [H-20] precicts an‘intermiediate tis
do1:10.3844/aj1sp.2012.65.70 Published Online 8 (3) 2012 (http-//www.thescipub.com/ajes.toc)

adopting an integrated approach. [1-10] predicts a low risk
ROLE OF ANGIOTENSIN-CONVERTING ENZYME AND
VITAMIN D RECEPTOR GENE POLYMORPHISMS IN CANCER <1  normal

ANOREXIA-CACHEXIA SYNDROME

Discussion 6 Discussion 7
The mtegrated approach to minimise

The observation that r morbidity through GCMAF » The observation reported here open the way to
vitamin D and oleic acid design GcMAF/nutrition-based individual

articipate in the GcMAF/ . integrated approaches that will lead to:
I\)ZDR iiteraction leads to Determination of VDR genotype to assess the & PP

propose an integrated most appropriate individual dose for GcMAF.
individual approach |  Determination of PINI score. . Minimise morbidity in cancer patients.

designed to exploit the Decrease the probability of cancer anorexia
characteristics of GCcMAF cachexia syndrome (CACS).

and reduce morbidity in S = o .
. . . . e ., i ANEE
cancer patients. . Design of individual nutritional plan to lower . olgnilicantly INCrease SUrvival. JE sl

PINI score.

Design of individual nutritional plan to provide
adequate amount of vitamin D and oleic acid.

View of the Asxieipion of Kos, the best presenved
Instance of an Asklepieion




