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ABSTRACT

The de-Glycosylated vitamin D binding protein ip@wverful Macrophage Activating Factor (GEcMAF) that
shows multiple biological effects that could be leied in the immunotherapy of tumours, viral intfeas

and autism. Here we report the observation ofreesef clinical cases describing the results otedi
administering highly purified GCcMAF to patients titdiverse types of chronic diseases. These are
heterogeneous and refer to patients with diffetgpes of diseases at different stages. In somescase
patients underwent other complementary treatmeunth s@as stem cell infusion or administration of
supplements. In patients harbouring tumours, GcMAgatment was initiated at late stages of tumour
progression. Therefore, since this is an open-Jatmi-controlled, retrospective analysis, cautiamstrbe
employed when ascribing cause and effect to amyntent outcome. However, the response to GCMAF was
robust and certain trends emerge evident. In absén = 7), GCMAF subcutaneous injections werecised
with improvement of clinical conditions. No adverssde effects were reported. The observation reddrere
confirm and extend the results previously presebtedeveral Authors and open the way to furthedsri
aimed at assessing the precise role and indicatoi@&cMAF in the immunotherapy of chronic diseases
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1. INTRODUCTION The beneficial effects observed in the immunothgrap
of human tumours (Yamamotet al., 2008a; 2008b;

It is well assessed that sequential de-glycosylatib ~ 2008c; Inui et al., 2013), have been confirmed in
vitamin D binding protein (also termed Gc-protein) controlled experiments performed in several lalmias,
vivo andin vitro leads to the formation of a macrophage where GcMAF proved effective against tumours
activating factor (termed GcMAF) that exerts poweérf  transplanted into animals (Toyoharet al., 2011,
multiple, biological effects. Given the central eobf Nonakaet al., 2012; Hirotaet al., 2013) as well as in
immune system in most chronic diseases, it has beemuman cancer cells culturédvitro (Gregoryet al., 2010;
postulated that GCMAF could prove useful in a vigrief Paciniet al., 2012a). In addition to the effects on tumour
conditions that are characterized by immunodefigieor cells, we and others demonstrated that GcMAF
immune system dysfunction (Yamamo#b al., 2008a; inhibits cancer cell-induced angiogenesis, thus
2008b; 2008c; 2009; Bradstredt al., 2012; Inuiet al., depriving the tumour cell mass of the blood, oxygen
2013). The approach of targeting the immune system and nutrient supply that it needs to grow and
cancer and other chronic conditions has often beermetastasize (Kalkuntet al., 2005; Pacingt al., 2011;
referred to as “immunotherapy”. 2012a; 2012b).
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Even though the majority of papers published on
GCcMAF so far, are in the area of clinical and
experimental oncology, because of its multifaceted
biological effects, GEMAF seems to be effectivepals
other chronic conditions that are characterizedimbyiune
dysfunction and systemic inflammation. The theoadti
usefulness of GcMAF in HIV/AIDS patients was first
hypothesized in 1994 (Yamamatbal., 1995) and a study
published in 2009 after prolonged follow-up, dentiaisd
the effectiveness of GCMAF in restoring the immune
system in HIV-infected patients (Yamametal., 2009).

The involvement of GEMAF in the therapy of autism
is more recent and the first study on this subjeas
published in 2012 describing the effects of GCMARD
autistic children (Bradstreedt al., 2012), whereas the
effects of GCcMAF in Myalgic
Encephalomyelitis/Chronic Fatigue Syndrome
(ME/CFS) (Carruther®t al., 2011), albeit presented at
international conferences on the syndrome (Lapp1p0
have not yet been published. The effects of GCMAF i
these conditions that involve the immune systermvels
as the central nervous system can be ascribedeto th
recently elucidated GcMAF molecular signalling
pathway.

Thus, we recently hypothesized that the effects of
GCcMAF are mediated by cross-talk with the Vitamin D
Receptor (VDR) and we elucidated the molecular type
of interaction occurring between these two vitarbin
binding proteins that belong to the vitamin D aaiwd
exert a multiplicity of effects at the cellular amsblecular
level (Ruggiero and Pacini, 2011; Thyer al., 2013).
Since the VDR is expressed in a variety of tissues
including the central nervous system (Hamhal., 2011)
it can be hypothesized that GCMAF may exert a tirec
effect on neurons as well as an indirect effect of
rebalancing the immune system that is often dysimal
in autism and ME/CFS.

At the molecular level, we demonstrated that GCMAF
stimulates the intracellular signalling pathwaydvejing
to the cAMP cascade and this pathway could
responsible for the apoptosis of tumour cells irduby
GCcMAF (Paciniet al., 2011).

The solidity of the scientific results concerning
GCcMAF effects in a variety of diseases and expemniale
systems is witnessed by the number scientific Eaper
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diseases, hundreds of physicians in all parts efxtbrld
have adopted its use in a variety of conditions rehie
could prove useful. In this series of clinical aswe
report some examples of the results that have been
obtained administering GCMAF to patients with daeer
types of cancers at advanced stages and with other
diseases. In describing the following individuases, we

are well aware that these reports, because of their
heterogeneity and very small numbers, can be ceresid
anecdotes. However, it is worth noticing that ayver
recent study on the evaluation of clinical practice
prompts for re-evaluation of individual cases sush
those presented here (Nunn, 2011). Thus, it is well
known that some studies present large and impmessiv
statistics obtained from many observations whileecgt
report a small number of noteworthy events, as aéad
this study. According to this novel, authoritative,
epistemological approach, “all of these storiesobme
evidence of what works in medicine” (Nunn, 2011).
Therefore, we suggest that the clinical cases tegor
below may be considered as evidence for the
effectiveness of GCMAF in different conditions amay
encourage further studies on this topic.

2. MATERIALSAND METHODS
2.1. GEMAF

Physicians obtained highly purified, commercially
available GECMAF from Immuno Biotech Ltd., Guernsey,
Channel Islands. GEMAF was purified according te th
procedure described by Yamamot al. (2008a).
Briefly, vitamin D-binding protein was isolated fro
purified human serum obtained from the American Red
Cross, using either 25-hydroxyvitamin D3-Sepharose
high affinity chromatography, or actin-agarose raf§i
chromatography. The bound material was eluted and
then further processed by incubation with three
immobilized enzymes. The resulting GcMAF was filter
sterilized. The protein content and concentratioas w

eassayed using standard Bradford protein assay wetho

(Bradford, 1976). At the end of the production pes

GcMAF was checked for sterility “in-house” and
externally by independent research laboratories. It
safety and biological activity were tested in human

published by several research groups in the peer_monocytes (Pacinét al., 2012a), human breast cancer

reviewed literature since the first report on GecMAF
1994 (Yamamotoet al., 1994). Because of the solid
scientific rationale underlying the compassionate of
GCcMAF in patients with advanced or untreatable
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cells (Pacini et al., 2012b) and chick embryo
chorionallantoic membrane (Pacigti al., 2011). Safety
and activity tests were routinely conducted on each
individual batch of highly purified GCMAF.
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2.2. Data Collection

Data collection consisted in the recollection and
analysis of the anonymized clinical records andmexa

patients at the Nova Cells Institute of Mexico (NCILa
Habra Heights, CA, USA). Administration of GCMAF to
individual patients was performed by their treating
Physicians according to the rules and regulatidribeir
Country. Data collection and analysis were perfatrae
Macro Innovations Ltd, Cambridge, UK and at the
Department of Experimental and Clinical Medicine,
University of Firenze, Italy. Immuno Biotech Ltd
provided for data archives and bio-computational

controlled the inflammation in both his legs. This
stabilization took 7 days. He was then given our
treatment which consists of 10 infusions of donor

I hich h b btained by the psock
sent by Physicians who had used GcMAF with theirgranu ocytes which have been obtained by the p S

apheresis from young donors, whose granulocytes are
very aggressive against cancer cells. One infupien
day for 5 days then he rests 2 days and so fortth un
finished. The granulocytes are primed with the NCIM
proprietary technology. He stayed one month. Byethe

of two weeks he was not jaundiced any more. Heahad
pink colour to his face and palms of his hands and
enormous appetite. He was given GCMAF twice a week,
then took the rest home. He injected himself twice
week all three vials. He is still injecting more \G&F

analysis support. None of the Authors of this study 1+ oniy once a week. Three months after his treatm

treated any of the patients here described.
Therefore, this study has no
whatsoever of a randomized clinical trial; rathers a
retrospective analysis of anonymised reports.
Authors left the reports as close as possible ® th
originals with minimal grammar and spelling
corrections. Since each Practitioner used a diftenay
of describing the condition of each individual pati
heterogeneity in the reports has to be expected.
Because of these characteristics, this study hastert
of achieving results that could be used to perfstatistical
analyses; the data are purposely presented asatasad
that each reader can draw her/his conclusions.

2.3. Case Reports and Comments

The following reports were communicated by
NCIM to Immuno Biotech Ltd and refer to the years
2012-2013. In addition to GCMAF, most patients were
prescribed other therapeutic approaches as indicate
GcMAF was administered by intramuscular injection
following the indications outlined in the literatur
(Yamamotoet al., 2008a; 2008b; 2008c). The original
reports are intalics.

Patient ID: 001-L.R., 71 YearsMale

characteristics

The

with us his PSA was 1. He had no pain, was eatiegtg
and most astonishing his prostate had shrunketeo t
size of a walnut. His biopsy says no more cancer.

The results presented in this case are consistémt w
the original study by Yamamotet al. (2008a) who
reported that prostate cancer patients treated with
purified GCMAF were “... tumour-free. No recurrence
occurred for 7 years” (Yamamot al., 2008a). They
are also consistent with the more recent report by
Gregory et al. (2010) describing a direct effect of
GCcMAF on human prostate cancer cells with inhilpitio
of their proliferation and metastatic potential.should
be noticed, however, that this individual patient
underwent also other types of immunotherapeutic
approaches and therefore it is difficult to asdertae
exact role of each therapeutic approach. This type
interpretative difficulty is common in advanced can
patients who are often simultaneously treated with
different conventional and non-conventional appheec
in order to achieve the best results. For exanmlery
recent report describes the effects of a combined
immunotherapy comprising GCMAF-containing human
serum, natural killer cell therapy, intravenoushidpse
vitamin C, alpha lipoic acid and vitamin D3
administered orally (Inugét al., 2013); it is evident that

Cancer, prostate metastasized to the liver. Came t@ISO in this case it is difficult to ascertain thdividual

Nova Cells Institute of Mexico July, 2012. Both deg
swollen up to the thigh. Unable to urinate. No djpe
Constipated. Extreme fatigue. Could sit down with
difficulty because the prostate was enlarged the sf
an orange. Lots of pain in the lower back, livedan
prostate. The PSA 345. His overall colour was @ pal

yellow. Before he came to us he was taking anti-

merit of each treatment.
Patient ID: 002-J., 62 Years Female

Cancer: Inflammatory Breast cancer. Was diagnosed
in April of 2012. Had two rounds of chemotherapyt bu
was having pain still. The doctors did not give harch
hope. She came to NCIM in November 2012. She

testosterone hormone injection therapy. No chemo orreceived the granulocyte therapy plus stem cetisnfr

radiation. Our doctors stabilized him, drawing Zuqs of
urine from his bladder. Gave him enemas and comiplet
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umbilical cord blood that have been programmed and
primed. She has been injecting GCcMAF once a week,
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Her cancer titers are very low. She has no mora. pai
We are monitoring her. She says that she feels or@ m
symptoms. The cancer is going in remission.

The results presented in this case are consistiéimt w
the original study by Yamamot al. (2008c) reporting
that metastastic breast cancer patients treateth wi
GCcMAF obtained “eradication of the tumours. This
therapeutic procedure resulted in no recurrencenfone
than 4 years.” (Yamamotet al., 2008c). They are also
consistent with the results by Pacebial. (2012b) who

reinforcement of the immune system with consequent
improved control on viral infections and/or to aspible
direct effect of GCMAF on neurons through crosg-tal
between GcMAF signalling and the VDR.

tPaIient ID: 004-C.Y., 35 YearsFemale

Multiple Sclerosis, with Lymes  (Borellia). In
wheelchair for 7 years. Can not walk. Not to al€duld
not carry on a conversation well. Distracted. Thats,

stiffness. We have given her two treatments of cord

described direct effects of GEMAF on human breastb|00d stem cells. One every 7 months. She showed

cancer cell proliferation and metastatic poteraigiwell
as on human breast cancer
angiogenesis (Pacist al., 2012b).

Patient ID: 003-P.H., 33 YearsMale

CFS: He has been suffering from chronic fatigue
syndrome for the last 14 years. Had been testeeiviery
virus and Lymes (Borellia) but always was negative
except HHV-6. The titers were 1,200 in 2011 andi220
Otherwise very healthy. His symptoms were fatigué b
not bed ridden. Only needed to take a 30 to 60 mam
once or twice a day. The immune system was quite lo
The Natural Killer cells were very low. His CD3 and
CD4 immune cells were very very low. He had a cold

every month and sometimes the colds would last 3

months. Neutrophils, very low. Has been also diagdo
with fibromyalgia. Experiencing pain in the calvésgh

cell-stimulated neo

hardly any benefit with the first treatment butOetober

we added GcMAF to the treatment. She is doing
amazing. She can be understood on the phone. The
mother is taking her to her business and is coimgergith
the staff. | personally spoke to her 4 days age. &Gtried
on a conversation which she could not before. $mted
raising one leg then the other while lying in bEden steps
with help. She is now standing by herself for alnawshour
just helping herself holding on to a chair. Oneeoth
symptom that she had was excessive shaking whenashe
stressed if people looked at her. This has almost
disappeared. She is eating very well and is puttimgnake
up. The Lymes is not showing in her test anymore.

To our current knowledge, the results presented in
this case have not yet been reported in other gatins.
It can be hypothesized that they can be ascribetie¢o

and arms as well as upper back. This, when stressedtimulation of the immune system by GCcMAF.

Headaches when in the sun for a few hours. Suffere
insomnia once in a while. He did not test for
autoimmune disease. Started injecting GcMAF in
October of 2012. He started not being tired aftér 1
weeks of therapy. He only gets somewhat tied e2e3y
weeks and just takes a 15 min nap and feels ¢Dedy.
when stressed. After he finished the fourth GcMA&, v
his fibromyalgia pains are all gone. The HHV-@r#
are nonexistent. The NK cell as well as the CD @ 48
are above normal. He is going to continue with the
GCcMAF injections until he finishes the 6 vials. he
ecstatic and so are we.

The results presented in this case are consistiéimt w
those presented at the http://www.researchlst.cpm/w
content/uploads/2011/10/IACFS.jpgbiennial meetify o
the IACFS/ME held in Ottawa, Ontario, in 2011
(http://www.researchlst.com/2011/10/13/iacfsme-
summary/). They are also consistent with the vergnt
publication by Meirleiret al. (2013) demonstrating an
association between human endogenous retrovirugks a
ME/CFS (Meirleir et al., 2013). Therefore, the results
observed in this patient could be ascribed bothato
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%atient ID: 005-A K., 67 YearsMale

Prostate Cancer: Metastasized to the liver, bomke an
brain. Jaundiced. The Alkaline Phosphatase was 398
from the bone cancer. The PSA 1,600. The prostate a
large as a grapefruit. Came to us in October 2G{.
was treated with then rounds of granulocytes by
apheresis and stem cells from the blood of three
umbilical cords, Myschemals and CD34's as well as
other more primitive stem cells derived from the
Wharton's jelly of the three cords. He stayed inxide
one month. Was detoxed, stabilized, given organic
juices, choldronate to avoid more bone metastaies.
was given GcMAF. 50 injections twice a week ungl h
left. He has been on the cancer protocol ever samck
taking the GcMAF in synergy with the our cancer
supplement protocol. We have sent him more MAF to
continue the treatment. | have finally spoken he t
family last week after trying to reach them in Raser
a couple of weeks. His liver is clearing the canddre
brain tumour is shrinking. The prostate is shrigkiflie
is alive and plans to continue with his GcMAF
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injections. He did have a clot in his leg but walde to
take it out. His alkaline Phosphatase is now 8(abse
there is less bone destruction from the bone camtier
PSA is 45 since last week.

The results presented in this case are consistiéimt w
those observed in case #1. Also in this case thienpa
underwent also other types of
approaches and therefore it is difficult to aséerthe
exact role of each approach.

Patient ID: 006-H., 38 YearsMale

ALS or ALS-like symptoms (with Syphilis for 12
years without knowing). He started having symptams
December 2010. He started not being able to butien
shirt buttons. Then unable to move his arms andablet
to feed himself or go to the bathroom by himselé H
then was not able to eat anything without drinkimg
fourth glass of water with each bite of food. Hedhed
help climbing stairs so family members had to dnag
upstairs to his room. He started choking on hisifand

non-conventional

The results presented in this case are fully ctersis
with those published by Bradstreet al. (2012) who
reported that “GcMAF therapy indicated substantial
improvements in language, socialization and cogmiti
in autistic children.

3. RESULTSAND DISCUSSION

It is well assessed that GCMAF is effective agamst
variety of experimental and spontaneous tumoursedis
as against various aspects of neoplastic transtooma
in vitro (Yamamoto et al., 2008a; 2008b; 2008c;
Nonakaet al., 2012; Gregort al., 2010; Pacingt al.,
2012b). The clinical cases reported here
heterogeneous and describe patients with diffaygres
of tumours at different stages as well as patiavith
other pathologies. In many cases, patients undérwen
other treatments. In all cancer cases, GCMAF treatm
was initiated at late stages of tumour progressiooe it
is understandable that conventional therapies were

are

was using a respirator off and on. We gave him preferred at earlier stages. In addition, since thian

autologous bone marrow stem cells that

Were gpen-label,

non-controlled, retrospective analysis,

programmed and stem cells from cord blood. He wasgution must be employed when ascribing cause and

treated with different antibiotics against the sliptand
given GCMAF. After the second stem cell treatmedt 3
days later, he was able to hold an ice cream code a
feed himself. After the first stem cell treatmenida
continuing with his GEMAF treatment, he was walking
with a cane and some times with help. 6 monthgs afte
treatments he started climbing up and down stais$ |
holding on to the rail. Then started doing worksoon
his treadmill. He is stable up until last week. idenot
progressing. There is no more syphilis.

The improvement of this patient can be ascribed to
combination of effects. The stimulation of the immeu
system by GcMAF could be responsible for the
improvement of the infectious aspects of this campl
situation. Also a direct effect of GEMAF on neurons
cannot be ruled out.

Patient ID: 007 - J.S., 11 YearsMale

Autistic. Would not play with other children. Would
never look at people in the eyes. Withdrawn. Talted
himself mostly. Said incoherent things. As well ratny
other symptoms of autism.

effect to any treatment outcome. However, the nespo

to GCMAF was robust and, even though any statistica
analysis is inappropriate in such a heterogeneous
recollection of clinical stories, the clinical inguement
appears to be evident.

A significant point that emerges from the studytef
cases described above is the absence of any re s
effects associated with GCMAF injections in patéent
This point, previously assessed also in autistitddmn
(Bradstreett al., 2012), assumes great importance when
considering the administration of GCMAF in the @it
of the so called compassionate treatment of patierth
advanced or incurable diseases. In fact, in many
countries the absence of side effects is a preisibgdor
the compassionate administration of substancetha
not yet been approved by local health authoritiess
obvious that these preliminary reports need a much
longer follow-up in order to assess the best irtdioa
for GEMAF treatment.

For example, referring to the role of GCMAF in
oncology, GCMAF has been used, with encouraging

Started GCMAF treatment December 2012. After results, in all types of cancers at all stages ysizians
he had finished 12 weeks he started communicatinghho use it as compassionate treatment. Howevesrit

with his mother. He is interacting with other chigdd.
He is not talking to himself very much. He is
reciprocating and accepting hugs.
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be hypothesized that certain histological typewel as
certain definite stages of cancer might have aéfitial
response to GCMAF. Also the patient’s genotypeaas f
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