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The Synergism o Somaosatn,
Melaonin, Viamins Prolactn and

Esrogen Inhibiors Increased Survival,
Objectve Response and Perormance
Saus In 297 Cases o Breas Cancer

Absrac
Background: Breas cancer is sll he leading cause o deah in women world-
wide.

Sudy queston:Our purpose is o improve survival, objecve response and qualiy
o lie wih a non-oxic biological herapy.

Sudy design: The DBM (Di Bella Mehod) wih MLT (Melaonin), Renoids,
solubilized in viamin E, D3, and C, Folaes, proeoglycans and calcium, has a
dierenang, cyosac, an-angiogenic, immune-modulang, acorially
synergic eec, simulaneously reinorcing he uncons which physiology
considers o be essenal or lie. Wih Somaosan/Ocreode, prolacn
and esrogen inhibiors, DBM has an anprolierave, anangiogenic and
anmeasac eec. These molecules govern negavely piuiary secreons like
GH-PRL, whose miogenic properes are enhanced by he combinaon o ovarian
hormones such as esrogen. The negave regulaon o GH exends o IGF-1, EGF
(Epidermal Growh Facor), VEGF (Vascular Endohelial Growh Facor), and GH-
dependen growh acors. The DBM (Di Bella Mehod) uses minimal meronomic
apopoc, non-cyooxic and non-muagenic doses o cyclophosphamide. The
olerabiliy owhich is enhanced by MLT and by he viamins included in he DBM.
We repor a rerospecve observaonal sudy wih 5-year ollow-up, carried ou
on 297 paens aeced by breas cancer and reaed wih he Di Bella Mehod
biological herapy.

Resuls and conclusion: complee and sable objecve responses wihou
cyolyc chemoherapy, in some cases even wihou surgery or radioherapy, wih
a generalized improvemen in qualiy o lie and no signican and/or prolonged
oxiciy. The mos imporan 5-year survival rae was 69.4% a sage IV cancer
versus 26.3% repored by he Naonal Cancer Insue.
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Inroducton
Breas cancer is usually reaed wih surgery, which may be
associaed singly or in various ormswihchemoherapy, esrogen
block, radioherapy and selecve monoclonal anbodies or
epidermal growh acor recepors (EGFR). Breas cancer is he
mos requen orm o cancer in women and he leading cause o
deah in women.

Numerous in vitro sudies carried ou on various cell lines

have demonsraed he marked ancancer eecs o DBM

componens’, clariying he mechanisms o acon and paving he

way o he achievemen o encouraging resuls in clinical pracce

[1-16]. We repor a rerospecve observaonal sudy wih 5-year

ollow-up, carried ou on 297 paens aeced by breas cancer

and reaed wih he Di Bella Mehod biological herapy.

*
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Maerials and Mehods

Enrolmen crieria o 297 cases o breas cancer

Only paens wih a hisological diagnosis o breas cancer and
disease characeriscs ha could be measured according o
he Response Evaluaon Crieria in Solid Tumors (RECIST) were
enrolled [17].

The sudy included 297 paens suering rom breas cancer and
each one o hese were subjec o blood chemisry, hysological
and immunoisocheminal ess expeced or his pahology.

The paens were divided ino hree groups according o he
sage o heir breas cancer a he sar o he reamen.

• The rs group, Regional Breas Cancer, consised o
paens whose umor was limied o a single anaomical
disric.

• The second group, Local Breas Cancer, consised o
paens whose umor had spread o he lymph nodes.

• The hird group, Advanced Breas Cancer, consised o
paens wih measases.

The DBM was adminisered in one o he ollowing orms:

1) Firs-line reamen, or paens who had previously
undergone only surgery

2) Second-line reamen, or paens who had previously
ollowed radional adjuvan oncological proocols or a
maximum o 6 monhs.

3) Las-resor reamen, or paens wih sage IV cancer
who had undergone repeaed mul-chemo/radioherapy
reamens or more han a year.

The objecve clinical responses were sascally classied
in hree groups: REGRESSION, STABILITY, PROGRESSION.
Among he eecs o he DBM, oxiciy and qualiy o lie were
also evaluaed. RELATIVE survival was also assessed, i.e. he
percenage o paens sll alive 5 years afer he diagnosis o
breas cancer, compared o he average survival o a group o
women o he same age, rom he same geographical area, and in
good healh. This las index was hen compared wih he resuls
published by he Naonal Cancer Insue (Figure 1 sascal
analysis o cases by sage), he leading American agency or he
collecon and managemen o daa relave o cancer paens
(Figure 1).

Enrolmen crieria 40 cases o breas cancer-
Sub-analysis

A sub-analysis is seup wih only 40 cases, reaed wih DBM
in Exclusive Therapy. In he presen sudy only paens wih
an Easern Cooperave Oncology Group (ECOG) saus 2
were diagnosed wih hisologic diagnosis o breas cancer and
measurable disease characeriscs in accordance wih he Solid
Tumors Response Evaluaon Crieria (RECIST) [17]. Anoher
requiremen or enrollmen was he absence o sandard
herapeucregimens(surgical inervenons,polycoheroherapy,
radionuclide herapy,monoclonal anbodies), and oaccep, wih

prior inormed consen, he adminisraon o biological herapy
as a rs-line reamen. The 40 cases are classied according
o he ype o response received during he observaon period
(according o he RECIST crieria):

• OVERALL RESPONSE=CR(Complee) - PR(Paral) – SD
(Sable Disease)-PD (Progressive Disease)

• DFS=Disease-Free Survival

• PFS=Progression-Free Survival

Therapeutc reamen

All he paens received a daily combinaon o Somaosan/
ocreode, Melaonin, Renoids solubilized in Alpha Tocopherol
Aceae, dopaminergic agoniss, esrogen inhibiors and minimal
doses o cyclophosphamide.

These componens were adminisered as ollows:

Gradual oral dosages o:

• Renoic acid, [ATRA-All Trans Renoc Acid] 0.25 gr
(488.372 IU), + axerophhol palmiae 0.25 gr (909000
IU) + Beacaroene 1 gr (3 334 000 IU) solubilized
in alpha ocopherol aceae 500 gr, soichiomeric rao
1:1:4:2)(1×106 IU); asng, once a day or seven days,
hen wice a day or 7 days; rom week 3 or he res o
he reamen period, 3 mes a day, orally.

• Dihydroachyserol 10 drops wih each adminisraon o
renoids (15 200 IU), 30 drops a day.

• Somaosan a gradually increasing doses (1 mg or he
rs 7 days, increasing 1 mg or week, o 3 mg a day 21).

• Teracosacde aceae (0.25mg) added every oher day o
he syringe wih somaosan, compably wih pressure
and glycemia.

• Ocreode long-acng release (LAR) (20 mg) every 3
weeks, inramuscular.

Percen o cases by sage coming rom NCI. SEER 18
2007-2013, All Races, Females by SEER Summary Sage
2000.

Figure 1
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• Triporeline analogues LH- FSH (Follicle-Stmulatng
Hormone) 3.75 mg every 4 weeks, inramuscular.

• Melaonin hydrosolubilized in hydrogen bond wih
Adenosinae, sabilized wih Glycine in 5 mg ables, orally:
3 abs (15 mg) amidday and in he evening ameals plus
10 abs (50 mg) beore going o bed (average oal daily
dose=80 mg).

• Cabergoline orally wih he main meal, 1 mg (equal o 1\2
able) wice a week.

• Bromocripne (2.5 mg) orally, hal a able morning and
evening.

• Anasrozole 1 mg able.

• Cyclophosphamide (50-100 mg) orally, variable dosage:
sar wih 1 able wih he main meal or 1 week, hen
1 able in he morning and he evening one day and he
nex day jus in he evening.

• Hydroxyurea 500-1000 mg/day; replace wih Endoxan i
no oleraed or i cerebral measases are presen due o
he abiliy o hydroxyurea o pass hrough he blood-brain
barrier.

• Ascorbic Acid (Vi C) orally: 1/2 easpoon (4 gr) in a glass
o waer during he midday and evening meals ogeher
wih:

• Calcium lacae gluconae +calcium carbonae equal o
1000 mg o calcium, hal a sache in he same glass.

• Chondroin sulae (500 mg) one able in he morning, a
midday and in he evening, wih meals.

• Ferrous Sulphae (329,7mg) one able 2 – 3 mes aweek,
depending on sideremia and hemochrome values.

• Calcium levoolinae one 22 mg able a day.

• Ursodeoxycholic acid (UDCA) 300 mg o conras
he cholerec and cholagog inhibion o he SST
(Somaosan) and/or ocreode.

• Taurine 1500-2000 mg/day when necessary, o improve
cardiac and hepac uncon.

Therapeuc reamen has been adminisered connuously,
even afer complee remission, and is eecs are appropriaely
and consisenly moniored over me, hrough chemoherapy
and wih he aid o insrumenal diagnoscs.

As long as he umor is in progress, he herapy should be
given wihou any variaon, or wih he possible changes ha
may be made on he course, and only afer obaining complee
remission over me can be appropriaely reduced in a very
gradual manner unl reaching a "mainenance" herapeuc
hreshold, also calibraed on he basis o individual individual
saging and hisological eaures. Somaosan was adminisered
subcuaneously by means o a med 10-hour syringe, aking ino
accoun he shor hal-lie (3 minues) and concurren GH nigh-
me peak.

Evaluaton o saey and oxiciy

For he oxiciy evaluaon, only he side eecs ha could have

been due o his specic reamen were considered (degrees o

correlaon: possible, probable or cerain, expressed as absolue

requency (n), relave requency (%), and 95% condence

inerval (CI), as described by he Naonal Cancer Insue

(NCICTC) crieria (hp://www.eorc.be/services/doc/cc/).1

All paens hereore gave heir inormed consen o parcipae

in he sudy.

The mos requen oxiciy phenomena ound in he sudy, grade

I and II, were he ollowing:

• Hemaological oxiciy: Leucopenia 33%,

• Gasroinesnal: nausea 25%,

• Drowsiness (36%).

These phenomena were he only ones observed, and generally

here was a subsequen, progressive and gradual adapaon

and improvemen wihin a ew weeks. A reducon, delay or

emporary suspension o reamen due o oxiciy has been

necessary in paens wih leucopenia (cyclophosphamide

suspension unl recovery o leukocye couns) and in cases o

severe gasroinesnal eecs (Somaosan).

Such circumsances, hough limied, have occurred much more

requenly and more clearly, especially in paens wih crical

sage, advanced especially i chemoherapy/radioherapy/

monoclonal anbodies are pre-reaed.

There have been no deahs associaed wih he reamen.

Resuls and Discussion
Table 1 shows he clinical resul in erms o REGRESSION,

STABILITY and PROGRESSION o he disease. The bes clinical

oucomes were achieved, as expeced, in he rs group o

paens, hose wih Regional Breas Cancer, wih a clinical

response o regression always greaer han 80%. In he second

group o paens wih locally advanced cancer, he mos

promising resuls were seen wih he DBM adminisered in he

second-line orm, where 87.5% o paens achieved regression.

As regards he paens wih advanced sage breas cancer, boh

he rs and second-line orms o reamen achieved regression

in 20% o cases, while he success rae was only 10% in paens

who had repeaedly undergone mulple sessions o chemo- and

radioherapy, were no longer responsive and were generally in

crical condions beore sarng he DBM (Table 1).

In order o compare our resuls wih NCI daa, a preliminary

1Note: This is a sudy on he combined use o drugs ha have already
passed all he reliabiliy and ancancer ess. Thus, since all he drugs
have been exensively esed and heir use has been approved by he
inernaonal healh organizaons, and here hey are merely used in a
new combinaon, i was decided no o submi he sudy proocol o
an ehics commiee. The sudy was carried ou in accordance wih The
Good Clinical Pracces direcves and he Declaraon o Helsinki.
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Relave Survival is obained or every sage and repored in Table
2. In Figure 2 is shown an evaluaon o he percenage owomen
sll alive 5 years afer diagnosis, reaed wih he DBM, versus
daa on ocial oncological reamen repored by he Naonal
Cancer Insue. DMB mehod appears more ecien or he
reamen o disan umor in parcular (Table 2) (Figure 2).

Sub-analysis

This sub-analysis highlights:

• Clinical Targe Bene (CR - PR - SD) in 85% o paens wih
inial sage disease (I - II - IIIA)

• a percenage o 44% posive resuls (2 PR-2 SD) in he 9

Saging a he dae o Enrolmen TreamenModaliy Patens n. Resul %

Early Sage Breas Cancer (Sage I - II - III)

Exclusive Therapy 27

Remission=23 81.50%

Sabiliy=1 3.70%

Progression=3 14.80%

Adjuvan Therapy 87

Remission=74 81.50%

Sabiliy=2 2.30%

Progression=11 12.60%

2nd/ 3rd Line Therapy or Supporve 34

Remission=28 82.40%

Sabiliy=5 14.70%

Progression=1 2.90%

Locally advanced

Exclusive Therapy 4

Remission=1 25%

Sabiliy=1 25%

Progression=2 50%

Adjuvan Therapy 8
Remission=7 87.50%

Progression=1 12.50%

2nd/ 3rd Line Therapy or Supporve 3
Remission=1 33.30%

Progression=2 66.70%

Measac Breas Cancer

Exclusive Therapy 9

Remission=2 22.20%

Sabiliy=2 22.20%

Progression=5 55.60%

Adjuvan Therapy 18

Remission=4 22.20%

Sabiliy=1 5.60%

Progression=13 72.20%

2nd/ 3rd Line Therapy or Supporve 104

Remission=11 10.60%

Sabiliy=20 19.20%

Progression=73 70.20%

Sage no dened 3 - -

Toal 297

Table 1 Percenage o paens wih remission, sabiliy and progression, afer DBM wih dieren reamenmodaliy (exclusive, adjuvan or 2nd/ 3rd

line herapy), or dieren saging a he dae o enrolmen.

MDB- Observed and Relatve Survival (5 years)

Inital diagnosis Observed patens N. Survived patens n. Observed Survival (%) Relatve Survival (%)

Localized 52 49 94.2% 98.1%

Regional 91 77 84.60% 88%

Disan 15 10 66.70% 69.40%

Undened inial diagnosis 29 27 93.1% 96.2%

SubToal 187 163 87.2% 90.4%

Ohers (daa/diagnosis <5years) 107 - - -

No classiable 3 - - -

Toal 297 - - -

Table 2 Sascal Observaon on Survival (Observed and Relave) a 5 years afer diagnosis and inial sage: (Localized=conned o primary sie -
Regional=exended o regional lymph nodes - Disan=measac umor).

measac umor paens and an average survival me

o approximaely 30 monhs (75-42-42-41-24-21-17-6 -6).

Based on he classicaon crieria used by N.C.I (Projec SEER 18

- 2007-2013), he 40 cases are also classiable:

• 19 localized umors (11 CR - 6 PR - 1 SD - 1 PD).

• 12 locoregional umors (5 CR - 2 PR - 1 SD - 4 PD).

• 9 measac umors (2 PR - 2 SD - 5 PD).

By idenying Progressive Survival Survival (PFS) - Free Disease

Survival (DFS) and Global Response (OR) as he primary endpoin,

he ollowing summary was elaboraed (Table 3).
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Comparave graphics o breas cancer survival 5 years afer diagnosis beween DBM
oncological reamen and ocial oncological reamen repored by Naon Cancer Insue.
The sasc evaluaon depends rom he ype o umor (localized, regional and disan).

Figure 2

Identy and Saging
Overall Response

(Global Response)
Mainenance o clinical remission PFS

Paten ID
Age at

Diagnosis

Age at

Enrolment
Grade Stage CR PR SD PD

Start

herapy

Stable

response over

tme

Temporary

answer
No answer

DFS

(monh)

Conclusion o he

observaton

Observaton

period

(monhs)

PFS

(monh)

PFS /

observaton

period

138 51 51 n.d. IIA X - - - Dec-04 X - - 105 Nov-14 119 119 100%

586 62 68 n.d. IV - X - - Dec-06 X - - _ Oc-10 42 42 100%

601 52 52 G2 I X - - Mar-06 X - - 104 Sll under obser 118 118 100%

614 56 56 n.d. IIA - X - - Jul-06 X - - _ Jul-11 60 60 100%

657 57 57 n.d. IIA - X - - Jun-06 X - - _ Oc-07 17 17 100%

799 42 43 G3 IIIC - - - X Jan-07 - X - _ May-08 18 2 11%

895 72 72 n.d. IIIB - - - X Mar-07 - - X _ Feb-08 5 0 0%

970 69 69 G3 IV - - - X Apr-08 - X - _ Sep-09 17 2 12%

994 54 55 G3 IV - - - X May-09 - X - 13 Jan-15 75 41 55%

1101 50 51 nd IIB X - - - Mar-07 X - - 106 Sll under obser. 117 117 100%

1941 47 47 n.d. IIA X - - - Apr-09 X - - 45 Sep-13 65 65 100%

2178 68 68 n.d. IIA - X - - Jun-09 X - - _ Sll under obser. 81 81 100%

2224 52 65 G1 IV - - - X Aug-09 - X - _ Aug-11 24 10 42%

2580 55 55 G2 IIIA - - - X Mar-10 - X - _ Jul-13 40 0 0%

2708 37 37 G2 IIB - X - - May-10 X - - _ Sep-12 27 27 100%

2898 55 55 G2 I X - - - Sep-10 X - - 5 Nov-13 22 22 100%

3029 45 45 G1 IIA X - - - Dec-10 X - - 48 Sll under obser. 72 72 100%

3048 49 49 G3 IIB X - - - Dec-10 X - - 34 May-14 42 42 100%

3056 62 62 G2 IIB - X - - Dec-10 X - - _ Sll under obser. 92 92 100%

3361 34 35 G2 IIIB X - - - Feb-11 X - - 59 Sll under obser. 74 74 100%

3617 41 41 G1 IIA X - - - Jul-11 X - - 48 Sll under obser. 60 60 100%

3696 53 53 G2 IIA X - - - Sep-11 X - - 9 Nov-12 14 14 100%

3734 37 39 n.d. I - X - - Oc-99 X - - _ Sll under obser. 171 171 100%

3950 64 64 n.d. IIA - - - X Dec-11 - X _ Jan-15 36 25 69%

4253 49 56 G1 I - X - - Mar-12 X - - _ Sll under obser. 57 57 100%

Table 3 Observaon o herapeuc response o 40 cases o breas cancer reaed wih only DBM.
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Identy and Saging
Overall Response

(Global Response)
Mainenance o clinical remission PFS

4358 43 43 G2 IIIA X - - - Apr-12 X - - 41 Sll under obser. 45 45 100%

4548 45 45 n.d. IIB - - - X Jul-12 - X _ Sll under obser. 57 25 44%

4614 48 48 n.d. I X - - - Sep-12 X - - 42 Sll under obser. 54 54 100%

4688 67 67 G3 IIIB - - X - Sep-12 X - - _ Nov-15 36 36 100%

4851 31 31 n.d. IIB X - - - Aug-12 X - - 22 Oc-14 26 26 100%

4967 64 65 n.d. IIA X - - - Mar-12 X - - 19 Sll under obser. 51 51 100%

4971 46 46 G3 IV - - - X Feb-13 - X - _ Aug-16 42 16 38%

5502 59 59 G2 I - - X - Sep-13 X - - _ Sll under obser. 38 38 100%

5779 60 60 G3 IV - - X - Sep-13 X - - _ Mar-14 6 6 100%

5826 64 64 G2 IV - - X - Jun-13 X - - _ Sll under obser. 41 41 100%

6167 48 48 n.d. IIA X - - - Oc-13 X - - 24 Sll under obser. 41 41 100%

6287 68 68 G2 IIA X - - - Jul-12 X - - 19 Sll under obser. 56 56 100%

6435 41 42 n.d. IV X - - May-15 X - - - Sll under obser. 21 21 100%

6514 54 54 n.d. I X - - Mar-13 X - - - Sll under obs. 50 50 100%

6624 47 48 G2 IV - - - X May-14 - - X _ Nov-15 6 0 0%

CR=Complee Response; PR=Paral Response; SD=Sable Response; PD=Progressive Response; DFS=Disease Free Survival; PFS=Free rom Progressive Survival.

Conclusion
The DBM herapy proposes o couner he progression o he

neoplasc phenoype by:

a) Inhibing he neoplasc prolieraon by cell processes o

apoposis/necrosis and depleon o hormones and cell

growh acors;

b) Counering he marked muagenic endency by direc

acvaon o he DNA repair sysems, and by epigenec

cell programming.

c) Blocking neoplasc progression by reducing he

ormaon o new blood vessels (Neoangiogenesis-

Lymphoangiogenesis) and o cell moliy phenomena

(migraon), essenal or neoplasc disseminaon

d) Reinorcing naural deense mechanisms agains

neoplasc aggression (naural and acquired immuniy and

improvemen o vial uncons).

In cases o breas cancer moniored a 5 years, he DBM

biological mulherapy signicanly improved qualiy o lie,

objecve response and survival wih respec o he same sages

o breas cancer reaed wih convenonal oncological proocols.
The negave regulaon o he main ineracve miogen sysems
- GH–GF–Prolacn-Esrogen – by means o somaosan and
analogues, D2R agoniss, aromaase inhibiors, analogues o LH-
FSH, ogeher wih he dierenang, cyosac, homeosac
acon o Renoids, Viamins E, D3, and C, Folaes, Ca, MLT
(Melaonin), Proeoglycans wih acorial ineracon, wihou
signican oxiciy, made his resul possible [18-22]. We repor
hese herapeuc resuls o improve he prognosis o umors in
general and o breas cancer in parcular. Breas cancer remains
he leading cause o deah worldwide in women, demonsrang
he deciencies o he curren measures o cancer prevenon
and reamen and he need o overcome hese serious limis o
oncological herapy by aking advanage o sll underesmaed
scienc evidence.
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