Syvdermuc Complanty for human development in the 217 cantury
Syvtwmec Complunty mew prospects te complet vyvien theory
7 Congrons of e ULS Synterms Scurce Camvenan Voee Liaboa, Dec 1799 2008

Associations for the Reciprocal and Mutual

UPPA rpavu, France, Europa Sharing of mnmm and Dmaﬂmgeﬁ

Applicative Insights in Prevention or Cure
of AIDS, Cancer and Leprous Diseases.

Pierre BRICAGE

Cancer is a Breaking of the Cell's
Association for the Reciprocal and Mutual
Sharing of Advantages and Disadvantages

Through an Aggression that Results in a
Lack of Non-Autonomy.

GOOD AFTERNOON

THANK YOU FOR YOUR ATTENDANCE

NOW, | WILL TO POINT ON THE FACT THAT “CANCER, AIDS AND LEPROSY
ANYHOW RESULT OF A DIS-FUNCTIONING OF AN ASSOCIATION FOR THE

RECIPROCAL AND MUTUAL SHARING OF ADVANTAGES AND DISADVANTAGES (IN
BRIEF ARMSADA)."”

THEN, | WILL SHOW HOW THAT PARADIGM OF ARMSADA IS SO USEFUL TO
DESIGN BOTH A CANCER CURATIVE VACCINE AND A HIV CURATIVE VACCINE.
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TO SURVIVE IT IS "TO EAT".
FOR EXAMPLE, AN AMOEBA IS A PREDATOR WHICH EATS MOLDS WHICH
ARE PREYS. BUT THE AMOEBA ITSELF MAY ALSO BE A PREY FOR BACTERIA.

TO SURVIVE IT IS "TO EAT AND NOT TO BE EATEN"!

IN ORDER TO SURVIVE LIVING SYSTEMS BUILD ASSOCIATIONS OF
PARTNERS, LUKE THE CELL, IN WHICH THE ORGANELLES, UKE MITOCHONDRIA
OR PEROXISOMES, ARE PARCENERS, THE WHOLE BEING AN ENDOSYNCENOSIS.
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USUALLY THE RELATIONSHIP BETWEEN ORGANISMS ARE DESCRIBED AS
PARASITISM, COMMENSALISM, MUTUALISM, COMPETITION OR NEUTRALISM.

IN THE CASE OF A PREDATOR/PREY FIGHT, 2 SITUATIONS ARE EVIDENCED:
THE PREDATOR WINS AND EATS THE PREY OR THE PREDATOR LOSES AND THE
PREY WINS. BUT THERE ARE 2 MORE SITUATIONS: THE TWO LOSE TOGETHER
OR THE TWO WIN TOGETHER. ARMSADA IS THE RESULT OF THE FACT THAT THE
TWO SIMULTANEOQUSLY WIN AND LOSE, MERGING INTO A NEW WHOLE.

HOW DOES THAT HAPPEN?

AN AUVE SYSTEM MAY BE DESCRIBED WITH ITS ENDOPHYSIOTOPE
(ENDO: INTERNAL, TOPE: SPACE, PHYSIO: OF FUNCTIONING) WHICH IS
INTEGRATED INTO AN ECOEXOTOPE OF SURVIVAL (EXO: EXTERNAL TOPE:
SPACE, OF ECO: INHABITATION), EVERY UVING SYSTEM IS SIMULTANEOUSLY A
GUEST OF AN ECOEXOTOPE OF HOSTING AND MAY BE THE HOST OF OTHER
ENDOPHYSIOTOPES FOR WHICH ITS ENDOPHYSIOTOPE IS AN ECOEXOTOPE.
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LET'S PICTURE THE FATES OF ORGANISMS'FIGHTS WITH THE SIMPLEX
GRAPHIC REPRESENTATION:

- THE PREY WINS, OR - THE PREDATOR WINS,
- THE TWO TOGETHER LOSE,

- THE TWO TOGETHER WIN AND LOSE SIMULTANEOUSLY AND A NEW
WHOLE IS MERGING.
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Gregson, 5. et 3/ , Sexual mixing patterns and
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AIDS IS THE RESULT OF A PREDATOR/PREY RELATIONSHIP IN WHICH THE
PREYS ARE OUR CELLS AND THE PREDATOR IS THE HIV.

THE WHOLE LIFE CYCLE OF THE VIRUS IS PERFECTLY KNOWN AND WE
HAVE DRUGS FOR STOPPING OR DAMAGING EACH OF THE 10 STEPS OF ITS
CYCLE. BUT WE CAN USE ONLY 3 DRUGS SIMULTANEOUSLY BECAUSE THE
DRUGS MORE EASILY KILL THE SICK INDIVIDUAL THAN THE VIRUS!

into humans, perhaps when they ate infected meat. One
stramn, called HIV-1, then spread all over the world,




Papillomavirus
ORF coding  RNA ey <

THE HIV LIKE OTHER VIRUSES IS CARCINOGENIC AND LINKED TO
MULTIPLE SCLEROSIS BECAUSE IT ALLOWS THE EVASION OF OTHER
ENDOGENOUS CONSTRAINED VIRUSES WHICH ARE HOSTED BY THE HUMAN
GENOME.

HOW ARE THESE ENDOGENOUS VIRUSES FREED?

W endogenous uncontrolled human exogenous

transposons retroviruses not-constrained viruses
controlied dangers
Upstream Requlatory Element constrained cell organism
dangers lovel virus

o R voevs ¥ viw
TYPE C-LIKE HUMAN RETROVIRUS
UINKED TOMULTIPLE SCLEROSIS
. =
ENDOGENETC RETROVIRAL SEQUENCES, g

ASSOCIATED WITH AUTOIMMUNE DISEASES
OR WITH PREGNANCY DISORDERS



The costs for each type of genes’ regulation: the regulation load.
The robustness of the control elements of genes’ governance

noue of geney” sty fom= N
TR, CTWErLETYY, SCOVARG DT CITTRAMNS { x> |
» .o. ?. - ' . - ..' — | .- .-.... .
.o (| 8 |} SECE | |
] ! (L A .v'-.'. e —
Bz o -
. éo . # .4 l“:;*;l
“locked” ; f‘:'-"'i;;;"
3 | =y
§ el g memill 4 WONRLIORYAT. K | ':D" '
a « " -, .lg-.--
*freed™ ‘dormant” INNDINoN ' '
‘consttutve’ xcakaye ' "
OOreNson -"' '
| R —
fypea ol | gene | prolein | lag
' cortol .m'oy\vm. duration
PEVEr eagressed ! 0 nfinte

THERE ARE 4 TYPES OF GENES EXPRESSION.

« GENES THAT ARE EXPRESSED ONLY AFTER ACTIVATION,

- GENES THAT ARE EXPRESSED ONLY AFTER AN INHIBITION BREAKAGE,

- GENES THAT ARE CVER EXPRESSED, FREED, CONSTITUTIVE, AND

- GENES THAT ARE NEVER EXPRESSED (LOCKED, DORMANT),

IN FACT, GENES GOVERNANCE IS A MIXING OF ALL OF THAT 4
REGULATION TYPES, WHICH ALLOWS FEED-BACK MECHANISMS,

IN TERM OF COSTS, INHIBITION BREAKAGE IS THE MOST POWERFUL TYPE
OF CONSTRAINING AND THE CHEAPER,

EVEN THE HTLV1 AUTOCONTROLS ITSELF IN THAT WAY.

AN EXAMPLE OF EVASION IS THE LOST OF AN INHIBITION WHICH FREES
PREVIOUSLY LOCKED DANGERS OR REPRESSED ONES.

How is an ARMSADA “buffered™ 7




to survive it is:
“to eat"” and not “to be eaten"

TO SURMVE IT IS "TO EAT AND NOT TO BE EATEN",

THE RELATIONSHIP BETWEEN HIV AND CELLS ARE THE SAME THAT THE
ONES BETWEEN A PREDATOR AND ITS PREYS. HIV POPULATIONS EVOLVE AS
DO OTHER BLOOD CELLS PREDATORS (LIKE IN TRYPANOSOMES DISEASES),
WITH THE 4 FATES:

- THE PREY WINS, - THE PREDATOR WINS, - THE 2 LOSE, - NO ONE WINS OR
LOSES AND THE 2 TOGETHER WIN AND LOSE.

A STEADY-STATE MUST INSTALL BETWEEN THE PREDATOR AND ITS PREY,
LIKE IT HAPPENS BETWEEN A BACTERIOPHAGE AND ITS BACTERIAL HOST, FOR
THE MERGING OF AN ARMSADA, WHICH IS A NEW BLUEPRINT.
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exogenous bacteriophage;

exogenous - virus ARMSADA
(from the ecoexotope) ° i
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Nl a /,\ into the endophysiotope
y‘ s l IN SOME ASPECTS AIDS AND CANCER ARE SMILAR: THE VIRUS/HOST
FIGHT IS AN ARMS RACE.
o IN THE CASE OF BACTERIOPHAGES, USUALLY VIRUSES OF THME
° endoge ECOEXOTOPE KILL THE BACTERIAL HOST: PROBABILITY 1,
O RARELY (PROBABILITY 10exponent-3), THE PHAGE DOES NOT KILL ”s!l’ﬁOﬂ
2 HOST AND THE 2 SURVIVE TOGETHER. BUT THEIR ASSOCIATION MAY BE
. DISRUPT BY THERMAL, RADIATIVE OR CHEMICAL STRESSES, LIKE IN CANCER. |0 tope
vlm, “THE SAME" WHEN AN EXOGENOUS VIRUS ENTERS A CELL, OR WHEN AN

ENDOGENOUS ONE EVADES INTO THE CELL. THE CELL USUALLY IS KILLED:
. : PROBABILITY 1. BUT, VERY RARELY, PROBABILITY 10cxponent8, IT SURVIVES
\'"’llb/h()St AND NO VIRUS IS PRODUCED, BECAUSE, THE 2, THE CELL AND THE VIRUS, ralion
SURVIVE TOGETHER GIVING RISE TO A CANCER CELL,
EXCEPTIONNALLY, THE VIRUS AND THE CELL GIVE RISE TO ANEW WHOLE,
AN ARMSADA IN WHICH THE VIRUS IS DEFINITELY INTEGRATED INTO THE CELL'S
ENDOPHYSIOTOPE: PROBABILITY SUPPOSED TO BE 10exponent-12. NO VIRUS IS
PRODUCED, NO MORE CANCER CELL.
ERGING, EVEN IF THIS EVENT IS

AN EXCEPTION, SOON OR LATE i aunsvs



e Mycobactonum loprae within the human cells:

The predatoriprey association
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guest DO COMPARE NOW AIDS AND LEPROSY. THERE ARE 2 FORMS OF THE
LEPROUS DISEASE: THE LEPROMATOUS ONE, WITH ULCERATIONS, AND THE

A TUBERCULOID ONE, WITH MUTILATIONS. WHY SUCH A DIFFERENCE?
8 AS PREVIOUSLY SHOWN IT IS THE RESULT OF A GUEST/HOST ARMS RACE

ESCALATION.

LIKE THE VIRUS IN AIDS, THE BACILLI ARE SEQUESTERED INTO THE
’ie i isis e+ LYMPHOCYTES WHERE THEY ARE “NON-INVITED GUESTS".
HOW DO THAT KIND OF PREDATOR/PREY RELATIONSHIP MAY EVOLVE?
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THE LEPROUS BACILLI LIKE CELLS ARE HOSTING VIRAL DANGERS.

Treatng Wprosy: an Erd-al remedy”
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Nikolayevskyy V.V (2007) Molecular epdemiciogy and prevalence of
mutations confarming rifampicin and isoniazid resistancy in Wycodacterus
FIGURE 3: “Like with viruses ... fuberculosis strans from the southem Ulraine. Clinical Mcrobiology and
a dynamic war is running in between the bactenal and cell compartments.  Infecton 132) 129138
2 Be ststes of the former Soviet Union, $he last 15 years have been
clerised by a dramatic rise in the Incidence of TB associsted mortalty
with b corvarging human immunodeficlency virus (HIVIAIDS epidemic
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IN THE LEPROUS DISEASE, LIKE WITH VIRUSES, A DYNAMIC WAR IS
RUNNING BETWEEN THE BACTERIAL AND CELLULAR COMPARTMENTS.

THE TUBERCULOID FORM | IS THE RESULT OF THE DEFEAT OF THE 2
FIGHTERS, EACH ONE DESTRUCTING THE OTHER ONE. THE LEPROMATOUS
FORM 1 1S THE RESULT OF THE VICTORY OF THE PREDATOR BACILLL.

A NO-WINNER AND NO-LOSER STEADY-STATE IS PREDICTIBLE LIKE THE
ONE THAT REALLY MERGED WHEN THE MITOCHONDRION DID INTEGRATE THE
EUKARYOTIC CELL.




e oexotope Long, E. M., Martin, M, L, Kreiss, J. K., Rainwater, S,
sharing ' M. J., Lavreys, L., Jackson, D. J., Rakwar, ).,
...;:).: Mandaliva, K, & Overbaugh, ). Gender differences in
:::.;' 3 HIV-1 divarsity at time of infaction Nature predator
../:gg Medicine 6,71 - 75 (2000). ' R
Sexual transmission of HIY ~
> from man to woman results in ‘

ACTUALLY THAT "NO-WINNER AND NO-LOSER” STATE MUST EXIST IN ALL

SITUATIONS OF CONFLICT.
IN AIDS WHY SOME AT HIGH RISKS ARE STILL FREE OF VIRUSES?

? { exogenous _

different ——
endophysictopes ecoexotope YT
functioning dangers outer protein coat (shown
in orange above) to evade
i the immune system.
Setee
Y Derdeyn, C. A, et 3/, Science, 303, 2019 - 2022,
- N (2004, |Homepage]|
ad to survive it is:

Why some at high risk are still HIV-free




FIGURE 4: The structural & functional ergodicity of the living systems
runs through the juxtaposition & encasement of previous living organisations.
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Ja: Every Iving systern can not be “extracied”

DURING THE FIRST STEPS OF THE LIFE ON EARTH THERE WERE ONLY

BACTERIA THAT SHARED A COMMON ECOEXOTOPE. BUT SUDDENLY A NEW
L BLUEPRINT MERGED: THE CELL. WHY?
ER ANY THIS WAS THE RESULT OF JUXTAPOSITIONS AND ENCASEMENTS OF
pe PREVIOUSLY FREE ANTAGONISTIC MONERA, TO MAKE A NEW WHOLE. SURELY,
GA THE PROCESS WAS TRIGGERED BY A RNA VIRUS, WHICH IS STILL PRESENT IN
VAC  OURCELLS AS THE CENTROSOME,

“A RELIC OF A VIRUS" WHICH IS STILL DIVIDING WHEN A CELL DIVIDES.




' Mitochondria
as Drivers of Metastasis

We used cytoplasmic hybrid technology to replace the
endogenous mitochondrial DNA in a mouse tumor cell line
that was poorly metastatic with mitochondrial DNA from a
cell line that was highly metastatic, and vice versa,

The recipient tumor cells acquired the metastatic potential
of the transferred mitochondrial DNA

in one tumor cell line. the mitochondrial DNA conferring
high metastatic potential was found 10 harbor mutations that
led 10 up-regulation of nuclear geres involved in metastasis

Ishikawa K. & al. (2008) Science 5876: 661-664. ROS-
Generating Mitochondrial DNA Mutations Can Regulate
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"l’umor Cell Metastasis.

The carboxysome is a bacterial

o ; (. »

x- OTHER VIRAL-LUUIKE CONSTRAINED DANGERS ARE STILL PRESENT IN
CELLS, LIKE THE PROTEIN CRISTALS THAT BURST IN MITOCHONDRIA OR IN
PEROXISOMES AT CERTAIN STEPS OF DEVELOPMENT.

Ll f'?{‘\" .
The carboxysome functions as a simple

organelle by sequestering enzymes
invoived in carbon fixation.

pentamernc builldng blocks such as
those found in in viral capsids.

< abundant shell proteins from 2 known types of
carboxysomes are known 10 form hexamers.

Tanaka S. & al. (2008) Atomic-Level
Models of the Bacterial Carboxysome
Shell. Science 319(5866): 1083-1086.



TABLE 7: The ex-vivo curative vaccine technology.

A therapy of the HIV with the HIV.
CANCER Technologicaly created natural” phenotype of resstance o the AIDS virus

curative vaccine |___The paragigm.

The constrained hosted dangers are advantages.
5 virus The dangers, If de-constrained or 10st, become disadvantagos

Thadasbhoaalasos s Meuluillan e AlaPhode s

THE EX-VIVO HIV CURATIVE VACCINE TECHNOLOGY | PROPOSED IN
SEPTEMBER 2005 IS THE APPLICATION OF THAT ARMSADA PARADIGM.

THE PARADIGM: THE CONSTRAINED DANGERS ARE ADVANTAGES;

THE PROCEDURE: AFTER IN VIVO TAKING UP OF STEM CELLS INTO A SICK

PATIENT AND THEIR IN VITRO CULTURE, THEIR PROGENY IS CONFRONTED WITH
“ HIV TO ALLOW THE SELECTION OF CELLS THAT ARE STILL ALIVE, VIRUS FREE
‘ AND RESISTANT TO HIV KILLING, BECAUSE OF THEIR METAMORPHOSIS

£ THROUGH HIV INTEGRATION.
AFTER THE TEST OF THEIR NON-CANCEROUS STATE, ENGRAFTED INTO

@ | THE DONOR THEY WILL CURE THE DISEASE.

FING ANV T VT WIS T UL W U TEAAT e .PIII)C VIS o Tevea
« Only the comtaminated individual s treated
- Drugs are used only as in vivo “retardants”™,
gving the delay for taking /n wirg an advance on the vwus

- The cone is grafted to the same ndividual with no risk of rejecton
- It s a gene therapy of AIDS with HIV (not with an other viral vecior)
virus That allows to by-pass the epldemioclogical differences which are
e o the sex phenotypes and to avold the risks of Intergeneration
netic restoration (Cytoplasmic heredity)

We can hope a clonal advantage In favour of the transformed cells
¢ virus can even pass several times.”

lysis
2 - the technology s expensive but loss than the usual multi-annual
- Py tments, with very heavy undesred effects, and which succeed only to
0_. ) iay the death of the Ingwidual, and 10 solect drug-resistant viral variants,
wvirus ayte more virulent ones!

- The risk of mutation is lowersd If the virus is integrated into an
SADA. Because the mulation rate of the “naturally inlegrated non-
expressed” DNA s several orders of magnitude lower than that of RNA or
DNA free templates
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Stem Cells on Demand
Infection of adult mouse cells with viruses esxpressing genes of
transcription factors genorates pluripotent stom celis that resemble

embryonic stem celis.
iruses commonly used for this procedure permanently alter the

celis’' genome and can cause twumors in animals, and thus these celis
cannot be ysed directly for cell therapy.

Stadteld M. & al (2008) Induced Pluripotant Stem Cells Generated
Without Viral integration. Science 322(5903): 945-949.

produced mouse iPS cells by transiently exposing adult skin and
liver cells t0 these transcription factor genes using adenoviruses (that
generally do not integrate into the genome).

Fricay . Moverder 4 2008

Adult stem cell transplant cures AIDS

Now York Times

Ooctors m Berten are meparting ™at they cumd a man of AIDS by giving b trarsplarted biood stem celts from
# paryon naturaly resistart to e vius

Scientists Create Blood From Stem Cells

More Stem Cells on Demand

Okita K. & &l (2008 Genermion of Mouse Induced Puripotert Stem Cells
Wihout Viral Vectors Science 322(5903): 940953,

induced pluripctont stem {iPS) cells have been generated from human
somatic cells by using retrovicuses or lertivirusea. To rule cut any risk of viral
veclors inlegriting into the host genome and causing tumors, do use a plasmd
ransfection procedure 10 Introduce transcription factor genes IntO embryonic
fibrobiasts 10 make pluripotent cells. there was "0 evidence of plasmid integration
and. athough less efficient than othar methods this method 8 like 2 will ofter 2
safer way of inducing pluripotent stem cells.



Cancer curative vaccing: the paradigm & the procedure.

AS | PRESENTED IT TO YOU PREVIOUSLY, THAT SAME PARADIGM ALLOWS
THE DESIGN OF A CANCER CURATIVE VACCINE PROCEDURE WHICH IS SIMILAR,
USING SIMULTANEOUSLY THE INVASION OF EXOGENOUS VIRUSES AND THE

INDUCED EVASION OF ENDOGENOUS ONES.
| DO HOPE THAT ONLY 3 YEARS WILL BE SUFFICIENT TO DO THE SAME

SUCCESS IN CANCER CURATION THAN IN HIV CURATION.
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ALL THE DATA RELATED TO THE PREVIOUS PROTOCOL OF THE HIV
CURATIVE VACCINE AND TO THIS NEW CANCER CURATIVE VACCINE ARE
AVAILABLE FREE (CREATIVE COMMON LUCENCE) ON THE NET AT THE
FOLLOWING ADRESSES...

ARMSADA UESlisboaPBsymbiosisRef.pdf
http://minilien.com/?gEHtVdd600

sept. 2005 PARIS
HIV induced AIDS CURATIVE VACCINE UESIlisboaPBaidsRef.pdf

http://minilien.com/?USaw1HHJ4Z

dec. 2008 LISBOA
CANCER CURATIVE VACCINE UESIlisbhoaPBcancerRef.pdf

http://www.minilien.com/?oUtHBEBpz46

LEPROSY UESIlisboaPBlepraeRef.pdf
http://minilien.com/?iUZluv4ipL
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THANK YOU FOR YOUR LISTENING.
| AM NOW WAITING FOR YOUR QUESTIONS ABOUT CANCER, HIV, LEPROSY
OR ARMSADA OR THE CURATIVE VACCINE PROCEDURES.
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- 5 ’ ALL THE DATA RELATED TO THE PREVIOUS PROTOCOL OF THE HIV
Assocatirs b e Fagord ad Wase CURATIVE VACCINE AND TO THIS NEW CANCER CURATIVE VACCINE ARE
Sarng of Adviniages and Coadartoes AVAILABLE FREE (CREATIVE COMMON LICENCE) ON THE NET AT THE
Accicave gt 1 Proaron or Cue FOLLOWING ADRESSES:
S Cancer and Liorns Disaases — ARMSADA Oct. 2002, HERAKLION (file: UESlisboaPBsymbiosisRe.pdf)
aA0 - - & "‘-‘ . . hitpliminitien.comy?gEHIVddE0o
-_ o AIDS CURATIVE VACCINE Scpt. 2005, PARIS (file: UESisboaPBaidsRel pd)
O ‘ hitp/iminitien.comy?7USaw1HHJ4AZ
@ CANCER CURATIVE VACCINE Dec. 2008, LISBOA (file: UESlisboaPBcancerRef,pdf)
: _http/iwww minilien com/7oltHBBpz46
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