1 COWOSI TI ON FOR ADM NI STRATI ON TO MAMVALS OR HUMANS [ 1] COWPGSI TI ON FOR
ADM NI STRATI ON TO MAMVALS OR HUMANS [2] I NVENTION FIELD [3] The
conposition to be admnistered to a malmmal or to a hunman being has its
field of application as a therapeutic agent, as an effecting agent capable
of interacting with an altered cell or a pathogenic mcro- organismwth
the aimof disrupting the osnotic balance and achieving the rel ease of the
i ntracel | ul ar COMROSAT TONNTORt ABMBEXTIFERFSI AN d10 M@ddamS PA] EUKANS i nt ended as
an antineoplastic agent in the treatnent of cancer, being also applicable
in the treatnment of diseases caused by cells, bacteria, viruses,

uni cel | ul ar] orcomeds TEIGNIIFR QDYANTSTRATION i CAMMATES rOFOHIBIANGSt coveri ng
is conposed of a lipidic nenbrane, such as the cell nenbrane of eucaryotic
cells, or those covering the aids virus (HV). [5] PREVI QUS RELATED

TECHNIQUE b?] VV&NV@@E?@@”??ELﬁ cells, apoptosis refers to the active
process, h nor phol ogi cal changes, in which cells are destined to die
within a set period of time; the term necrosis refers to the violent and

catastropr%f rocg§s%§JFhat f.requen ap%ear a _consequence  of

exposur e t oXThSBPBH At i%8 &ﬁhéﬁés gaséd ©n 2t FE™™Eg| Prndfbfane with

acute | oss of weldn f usetddn e fegul atéon, resubbbNEchkhidn exeessive

osnotic process and ending in the death or lysis of the cell nenbrane,
therapeutic agent, as an effecting agent capable of
interacting with an altered cell or a pathogenic micro-
organism with the aim of disrupting the osmotic balance

and achieving the release of the intracellular content

into the extracellular medium.

”I4] .it is intended .as an antineoplastic agent in the
treatment of cancer, being also applicable in the
treatment of diseases caused by cells, bacteria,
viruses, unicellular or multicellular organisms, in
which their outermost covering is composed of a lipidic
membrane, such as the cell membrane of eucaryotic

cells, or those covering the aids virus (HIV).
[5] PREVIOUS RELATED TECHNIQUE

[6] With reference to cells, apoptosis refers to the active
process, with morphological changes, in which cells are
destined to die within a set period of time; the term
necrosis refers to the violent and catastrophic
processes that frequently appear as a consequence of
exposure to toxins or of traumatic damage caused in the
cell membrane with acute loss of cell function and
regulation, resulting in an excessive osmotic process

. and ending in the death or lysis of the cell membrane,




2 with the intracellular content being released into the extracellular
medi um [7] Tunours appear follow ng a succession of accunul ative
mut ations that occur in a cell and aretransnitted in the successive cel
divisions. The rate of nutation depends on each tunour's genetic

instability, ft ot a?| f‘nﬁi’é‘?&'ﬂldlﬁﬁﬂga&@ﬁe‘%&o% tgf MR8 EJ Gally (get ect ed,

the quantity o ons 1s so at the c are spontaneously
resi stant to tdéetaotelohilefr seakumchenot her apy drugs. At the nmonent of

di agnosing a tunour, the nunber of resistant cells is proportional toits
size and its intrinsic nutation rate. [8] The tunour cell's resistance to

chenot her apy iumslet£r ahpes byot hewkhdebl ehcebskhghr g aMduand thyet he
appear ance of spontaneous nutations, Although proliferative tumour cells

are affected bvu¢¢ﬁﬂqﬁﬁcﬁhﬂw ogfurhtoeherdpy aadentrs, trivasgfiféed 6 tumour
cells with liggle getiy E¥e' sceq&acgigfgig il Taé‘” &e"eg; ?rﬁletla?ﬁ that

the bul k of tufrours ar e i i an advance phase o
devel opnent, widperadd omw g@mbt ht dnicact isongendthey irgtakddti tRot atnal béewner y

sensitive to the action of the chenpotherapy drugs. ]9] The aim of
chenot her apy t3 Sttt st9 darge &H?Egﬁaﬁﬁggg F%l%éﬂ%%i¥nﬂ?§ﬁﬂ qed, db6ve al

in the DNA ang,d.pinduge m@EQEEgﬁbsléﬁkgohieh'%Hé%’%ﬁ@sééiYst%r%nsure
that as nuch active 'drug as possible reaches’its nolecular target inside

the altered Ceﬂgonﬂagquahmfnare@¢stant tce  the action of some

chemotherapy drugs. At the moment of diagnosing a
tumcur, the number of resistant cells is proportional

to its size and its intrinsic mutation rate.

EB]_ The tumour _cell’s resistanqe_ to”_chemotherapy is
determined by the kinetics of their growth and by the
appearance of spontaneous mutations. Although
proliferative tumour cells are affected by the majority
of chemotherapy agents, the effect on tumour cells with
little activity is practically nil, and given the fact
that the bulk of tumours are diagnosed in an advanced
phase of their development, with a low growth fraction,
they turn out not to be very sensitive to the action of

the chemotherapy drugs.

[3] The aim of chemotherapy treatments is to cause damage
in cancerous cells, above all in the DNA, and to induce
apoptosis. To do so it is necessary to ensure that as
much active drug as possible reaches its molecular
target inside the altered «cell. Any external or
internal circumstance which impedes or hampers this aim

may be a cause of cell resistance.

[10] Practically all the chemotherapy treatments based on




internal circunstance which i npedes or hanpers this aim may be a cause of
cell resistance. [10] Practically all the chenotherapy treatnents based on
3 cytostatic agents that have been se&n to be affected in vitro by sone
resi stance nechanism penetrate into the cell by passive diffusion.

Therefore, thecpicegegtwea%ém ageld W3t eepgenteat {9, of s fhe dryg;, the

greater is the quantity that penetrates into the cell and the greater its

ef fectiveness. VEt1d bnt pavel Fabastaest shedlven immcharesatsradree ttesechwi th t he

greatest influen n the f.ailure_of chenothera treatments. Thus, the
reduction in tﬁgfgo%é'erﬁarsastlivc?n %Jfftolfsf%eondr u{&h%lfef%/%e’t aggﬁf%ﬂgéﬁ ihclshea
result, anmong ekbesiceTBUSES,cHfcdritrBeing expehkedrtly ough dhentced ligrenbrane
by transport proteins, of the encapsul ating of the chenotherapy drug

nol ecul es i n cyiBplASHitd tWestRiles PERGTLreheFatitdrs Fhet e lty aABPorthepet ween

the nucl eus and.the.. ctoRlAsM;: ;88 Well as of the alteration of the drug's
intracel lul ar metabolismby inactivation by oxidation and/or conjugation

with glutation (GSH), and its subsequent expul sion fromthe cell by

chemi cal s 12] .The majority of cytotoxi.c drugs ed as,
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capacity cancels out the effect of the drugs. Gene p53 should initiate
cel | apopt osi sSETPRVRSEYS - (ThUfas theeedHeRMORhal Tie ngencadiedriaeldfs this

gene the drug at its target level is a result, among other
causes, of it being expelled through the cell membrane
by transport proteins, of the encapsulating of the
chemotherapy drug molecules in cytoplasmic vesicles and
variations in the transport between the nucleus and the
-bytoplasm, as well as of the aiteration of the drug's
intracellular metabolism by inactivation by oxidation
and/or conjugation with glutation (GSH), and its

subsequent expulsion from the cell by chemical pumps.

f{12] The majority of cytotoxic drugs used as antineoplastics
cause alterations in the structure of the DNA which
should induce cell apoptosis, however the increase in
the DNA's repair capacity cancels out the effect of the
drugs. Gene p53 should initiate cell apoptosis, however
it has been shown that in many cancer cells this gene
is mutated, or has even disappeared, with the result
that although the altered cells have been damaged by
the effect of the cytotoxic drugs, apoptosis fails to

occur and the cells continue to divide.

[13] Cytostatics are the antineoplastics most freguently
used at present in chemotherapy and act by causing

ruptures. and/or alterations in the DNA of the cancer




is nutated, or has even di sappeared, with the result that although the
altered cells have been danmaged by the effect of the cytotoxic drugs,
apoptosis fails to occur and the cell4 continue to divide. [13]
Cytostatics are the antineoplastics nost frequently used at present in

chenot her apy apdiast hMi€RUShAGce UBbHEES:ANdhar c@ltL}ierd%taitﬁn%«iit'Pl tér}% DNA of

the cancer 4 cells, which induce apoptosis and ce death wth the
af or enent i oneda2égeeptioimedheiaxaegitdringel y Theirspeceiativgly eadowt o si de

effects, since_j £ to ttackin he, cancer cells . al so destroy
the cells of ?%%nggé%?gnﬁﬁ%ﬁ§%ﬁh laet%géegﬁg’c%f?%eo%nt?égfy Ihzo system
| eadi ng to seveteadlelid ofieni Gandepatd B strand aleavdar Adiemmdef®nael ess

agai nst any op&grtunist i nfection or disease which_can kill them [14] New

drugs, based off nbRITHA L Artidsuires afdacki posofes!s Hab e-reeimgdrel oped
in order to magimse theaashdersf begksel %e{ﬁ%?r%ﬁ@%?.a gﬂegﬁl‘%’l%?lltg!"%\lnéi

anti bodies in ‘antineoplastic drugs can only be bound to a specifi
previously idehtafingl ahbhégendefienheleancergeéhbs thaty nEmbrttarbest

elimnated, therefore the agtive ingredient ,bound to the antibody w ||
only affect th%ﬁﬁéék%ﬁn(ﬁﬁl&:seﬁﬁgtw oS e%%“th%gfaﬂ??ﬁen. Wth these, the

side effects referred to above practically disappear. [15] Even nore
optimumis_the use of pegylated |iposonmes wth tunour specific nonocl onal

ant i bodi e§14 b whid€HISy he RatsheopPastiUrigad acenvebrayeedi ére is

bound. liposomes, have been developed in order to minimise the
side effects in patients. The monoclonal antibodies in
antinecoplastic drugs can only be bound to a specific
previously identified antigen in the cancer cells that
need to be eliminated, therefore the active ingredient

" bound to the antibody will only afféct the cancer cells.ﬁ
that possess this antigen. With these, the side effects

referred to above practically disappear.

[15] Even. more optimum is the use of pegylated liposomes
with tumour specific monoclonal antibodies, onto which
the antineoplastic drug’s active ingredient is bound.
Liposomes are vesicles made up of phospholipids with a
composition that is wvery similar to that of the cell
membrane, which enables the liposome to fuse with the
cell membrane and ensures the penetration of the active
ingredient contained in the liposome into the interior
of the cell. With the use of medications administered
by means of liposomes, the activity of  the
antineoplastic agent in the blood is maintained for a
longer period of time, its administration is gradual,
and the side effects in administered patients are even
fewer. However, and despite improving quality of life

and survival, this chemotherapy solution is expensive




Li posonmes are vesicles made up of phospholipids with a conposition that is

very simlar to that of the cell nenbrane, which enables the |iposone to
fuse with the cell nmenbrane and ensures the penetration of the active
ingredient contained in the |iposone into the interior of the cell. Wth

the use of nedigati onss adwbB|i$E 8T €hodds tTBANS, Phst | PRFRMES I N6 ARtd Vity Of
the antineoplastic agent in the blood is maintained for a |onger period

of time, its adathagismsi of imngeaduaslls,andittthetsedeecehfiecttdaitn the

adm ni stered patients, are even_ . fewer. However, .and despite .i nproving

qual ity of 111 EebERG g ErE Pt e TRy el (o 1 Bhsendl ve 5
and its resul t som@deateagaihestcui@nte Uhshtee rappc iani i ofi vegncrir cel |'s,
with the result that the public health systemrarely uses them and

al though in sohetRBERes1PhENddAr dfUkaRBABY hdhgpPaioratie @ watiggts

i nstance in chjldnl gukaspia s thes nB LI t¥uSyRatd A0 St Ptastasi s and
solid tunours die. Therefore there 1s a need to discover a new type of
chenot her apy whéch nagdi s thecoeehani sem ofpe esf sterceteragyr nénitch

anti neopl astics, a,devel gpnment whi.ch woul d nean, salvatign for mllions of
peopl 6 wor w460 TH46] S8R B PTRES) NVENT) BRELT ST Ene. OB ect i the
invention is tonploPRsSEst CHPOSht i Rvdiephenadm yhsdier edolidga mygwml or a
human being for the purpose of conbating a di sease caused by altered
cell's, bacterfalVaf¥usdeomidliensopdarpsptewiosbdvider

[1e] OBJECT OF THE INVENTION

[17] One object of the invention is to propose a composition
| to be administered to a mammal or a human being for the
.purpose of combating a disease caused by altered cells,
bacteria, viruses or other organisms whose outer

covering is a lipidic membrane.

[18] Another object of the invention is a cancer treatment
with a zero toxicity profile and a mechanism of action
essentially different from that employed in

conventional treatments.
- [19] SUMMARY OF THE INVENTION

- [20] Liposomes have also been used as structures without a
classic active ingredient in numerous activities (anti-
hypertensive, anti-inflammatory, etc.), although their
use as empty liposomes without active ingredient
against altered cells, especially cancer cells, is not
known. Prior to this invention, the Jjoint use of
pegylated liposomes and monoclonal antibodies in the

‘absence of antineoplastics has never been considered




covering is a lipidic nmenbrane. [18] Another object of the invention is a
cancer treatnent wth a zero toxicity profile and a nechani sm of action

essentially different fromthat enploygd in conventional treatnents. [19]
SUMVARY OF THE | NVENTI ON [ 20] Li posones have al so been used as structures

Wi thout a cl afé%? L?SC%“ ve | @Héedﬂ?%‘étrgéhﬂ“”%ﬁ'OH%nﬁﬁ}sEV‘éA&S ditillses
hypertensi ve, anti-inflanmatory, etc.), althoug err “use as enpty
| i posonmes wi t hopddacdd ve dyngr edrests, agddatderdlat ered cedbtissrespecinal |y

cancer cells, is not, known, Prior to this invention, the joint use of

pegyl at ed | i poSBFest Hirt Honbe| BRAFT anCi BIdinss Fhehethapsbredipy of

antineopl asti cghhagn,peyesl e const def edrb anf Q1 tdsRd nedine &Fegement of
cancers and di seases produced by viruses, bacteria or others, and

speci fically imioreeyrdanimm dgtabshe ekershedduhgr oledihe ity daelilsul ar

content of an éatllléeéeeadc cell or of a mcro-organisminto the extracellul ar
medium its |ysSis ancp'deat h. [21] Broadly speaking, the invention involves

conpositions and nmethods for treating the altered cells. Mre

speci fical Ii' t he invention, involves conpositions _wthout chenotherapeutic
content aff BU%IFP%\%]dé Bpedringi pbRBMESVeRGABEl SRl ARG HHRAS 1&d@ns

structural = protei ngMpose ady niSLLathgn tR.a hiren.being 1of, tae animl
with cell lesions entalls cell opening, "the
specifically, the invention involves compositions
without chemotherapeutic content although made up of
liposomes, monoclonal antibodies and structural
proteins whose administration to a human being or to an
animal with cell lesions entails cell opening, the
- shedding of the damaged cells’ intracellular content
into the extracellular medium and their lysis. In this

way cell resistance mechanisms are avoided.

[22] The present invention also provides a method for
administering the composition to a human being or
animal suffering from a cellular disease, such as a
cancer - including carcinomas, leukaemias, myelomas,
neuroblastomas, sarcomas, and lung, brain, ovarian,
colon or breast cancers, while not being limited to
these. In general this method consists of administering
to the individual a guantity of the composition that
represents an effective quantity capable of initiating
the 1lytic process in the plasmatic membrane of the
altered cells and, where appropriate, of the pathogenic
micro=-organisms. Effective quantities are determined

following medical diagnosis.

[23] The examples of the compositions which induce the cell

opening include monoclonal antibodies specific to the




sheddi ng of the damaged cells' intracellular content into the
extracellular nmediumand their lysis. In this way cell resistance
mechani sms are avoi ded. [22] The preseht invention al so provides a nethod
for admnistering the conmposition to a human being or animal suffering

froma cellul agigkseaspeisgChrastad, CBBGRA tol NGIdRRAE sCICINYMS e
| eukaem as, nyel omas, neurobl astomas, sarcomas, and Iung, brain, ovarian,
col on or breasth@lancigrsludghi sEruetubet nPIatfitted esrapgiede.onn tdedaral this

”EthOd_CaniStéxﬁ%rﬁgﬁﬁ§Hf¥é€éé“ﬁe&ﬁﬁi%ﬁﬁ i@ggxig#glof'gu d 1k hathe.
conposition that represents an e ective quantity capable of initiating
the lytic processeiwhidie plastmt i tninerdraEne off tthe lalgoercedscelilts and,

where appropriate, o Hgg_patho.enic m cro-organi sns. Effective quantities
are deternine alfl‘%qgf%vﬁ e diRghost LT3 Lo BEEHHESTH 1ohe

conposi tions Weh&ddidfluceré henéekbkt rapeni Atat NRbYoEn ToRAG! @Rl 13atisbodi es
specific to the 7 disease being treated, bound to |iposones or "vesicles
that include str@dciaatdl ofr ohe demapedngedlon their external surfaces
delimting openings of a considerable size which, in the interaction of
the |liposones with a damaged cell, remain open in order to induce

pl asmat i c{24$hekiciaglirnt ot hehextinaeaklahar thedinsmocandathesdtyisiosiieand deat h
of the damaged cel]. [24] Ac ogdin he invention, the nonocl onal

to ,
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also specific to the cell or micro-organism to be

destroyed.

[25] In consequence, a composition is provided to be
administered to a mammal or a human being for the
purpose of combating a disease caused by altered cells,”
bacteria, viruses or other organisms whose outer

covering is a lipidic membrane.

f26] It also provides a treatment against the disease having
zero toxicity, and a mechanism of action that 1is
essentially different to that employed in conventional
treatments against damaged cells. The mechanism of
action of the treatment proposed, having no chemical
therapeutic agents, avoids the resistance mechanisms
presented by the target cells, for instance cancer

cells, unlike conventional antineoplastic agents.

[27] The composition to be administered to a mammal or a
human being 1s prepared, in a known manner, using
liposomes, structural proteins and specific binding

elements.

[28] The administering of the composition to a mammal or a




al so specific to the cell or mcro-organismto be destroyed. [25] In
consequence, a conposition is provided to be admnistered to a mammal or
human being for the purpose of conbatdng a di sease caused by altered
cells, bacteria, viruses or other organi sms whose outer covering is a
i pidic menbrapg,, =4 30:dd AR0 ROl leseaqt Lealdenl; aaaldstoddg dlisease
having zero toxicity, a nmechanifsmof action that 1s essentially
different to tha¢cesypl dyedhien teomeentconiad of r matmenvsgagasmst tdameged

Il1s. Th b t f the t t h
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antineopl astic agents. [27] The conposition to be adm nistered to a manmal -

or a human be@m@li%gfpr dpatéallyn T@d@o@aﬁ et C uFIRg TanEpoRbnide
structural profglns,and, SReC fp'r%tl% EH% sBhE fal#f%laﬂﬁ%% ni;stering
or a8 unman

of the corrp05|t| on to a ‘manmal eing affecte e °di sease
initiates the dydimagepr aogdstisn hfbélbaliggt thetl sizmtremcc:trmrornglﬁl sihe to be

destroyed and fhe, rel ease of the . ntrace | ar content . into the
extracal | ular WOl A bRSHGRE (HED afde DUPERRRGS. MRTHIANS, faddhen

l'i pidi c menbranerpic ther1d i Poseme Db Ahe iRkt et wandnsubst artiiahl ¥ s
mai nt ai ned as dracli nage outlets foll ow ng the interaction of the
alime

[29] More specifically, the present invention provides a
composition for the treatment of cancer that includes a
liposome that 1is preferably unilamellar, on whose
structured a large opening has been defined with the
integration of a structural.protein, and its membrane.
incorporates antibodies specific to the damaged cell to
be treated, so that the binding of the vesicles to the
tumcur’s corresponding cell receptors will allow the
fusion of the membranes of the vesicles and the
specific cells. Once the binding of the liposomes to
the target cells and the fusing of their membranes has
occurred, the openings present on the liposomes form
drainage outlets that connect the cytoplasm to the
extracellular medium; the osmotic pressure is thus
modified and the lytic process leading to cell death is

initiated.

[30] According to the invention, a composition designed to
be administered to a mammal or to a human being, in
order to destroy an altered or damaged cell or a

~pathogenic micro-organism, includes an empty
unilamellar liposome whose structure presents an

opening delimited by a structural protein element and




i pidic menbrane with the plasmatic nenbrane of the target cells or

m cro-organisns at which its actionis ained. [29] Mre specifically, the
present invention provides a conposit3on for the treatnent of cancer that
includes a |iposone that is preferably unilanellar, on whose structured a

| arge openi ng passbegBndeiideth Wil tNes IPLHA o iy Hletehisal
protein, and its nenbrane | ncorporates antibodies specific to the damaged
cell to be trearedexaoplidatsehectmddimnaflated veditdbesiies,t hathetrgnour ' s

correspondi ng cell recetfpt ors will]. allowthe f S|ton(:%(23ft egs%] rcr)em&ranes of the

vesi cles and t P et Tic e@ﬁnéi.m&coél e 5idi ng Og6semes to  the

target cells agech he fusi rhadf drhebsim@rhaanesshased oe6uLhed paithenapeni ngs
present on the |iposones, form_ drai n%%e outlets that connect the cytoplasm
to the extrace?rf FAPIHEGIEH ishénoshbertipeedsipeting afrt ws# iléd and

the Iytic procgss;heading do wehl WeRtfditarlidd ated ek 3@k peqerding to

the invention, a conposition designed to mnistered to a manmal or to

a hurman bei ng, the mendeme o desta oyl @ -alntemedmer agameged uselnly orita
pat hogenic m cy O'Orr%ﬁ_rﬁits%i ncljélcéies an enpty . _uni harreil ar | iposonme _whose
structure presents at i péni'y efi niREH i &_nstF Et ur PPt ei? ePenent
and whose mMembE@nedMiGoiIPOALRSeSPRLEH | CHY NdiiRg sEer@dSupt iy exanpl e
sel ected nonocl onal antibodi es, where appropriate, depending on the cell
to be destroyéﬁﬁ@ﬁic balance of the c¢ell and in addition ensuring
that the opening is now used as a drainage outlet for
releasing the intracellular content into the

extracellular medium.

[31] In substance, the empty unilamellar liposcme present in
the composition acquires a specific lipidic composition
adapted to the target c¢ell or micro-organism to be

destroyed.

[32] According to the invention, talin 1s preferred as the
liposome’s structural protein modifying element in the

use of the intended composition.

[33] The treatments based on the use o©f the proposed
composition make use, as do conventional treatments, of
menoclonal antibodies or other specific binding
elements and liposomes, although without the
disadvantages associated with the active ingredients
incorporated into the latter, being harmless for the
organism since they contain only phospholipids and
proteins. In a neoplastic
disease, the lethal effect of the composition on tumour
cells is constituted by the opening and maintaining of

a drainage outlet in the cell membrane which empties




such a way that on being adm nistered to the patient the conposition is an
effective effecting agent capable of interacting with the nenbrane of the
target cell or the nenbrane of the niléro-organism and on fusing with it,
mai ntai ning the opening in the liposone to a substantial degree with the

ai mof disruptipg {BecePSPPLELORANES Rl tDe GR] 11 AN ddt 13ddidtd emeensuring
that the opening is now used as a drainage outlet for releasing the
intracel | ul ar topeeene i ntegsthéatedt r acklh ul ar nmedruntuidl] IprofEbdstance,
the enpty unilapellar, 1.ipospne present in _the conppsition acquires a
specific IipidPEe%%ﬁ%g§ft?%glnhdg§%8g PgnﬁﬁgtFﬁrd%tf%EQT SP T ¢P 0-'0r gani sm
to be destroyefle {3Xdsdecormdiengitze bliethBvepeéhdny dal ive iwrquiefignred as
the |liposome's structural protein_npdifying elenent in the use of the

i ntended conpo%ft§ored [HY] Thel® raddHeits BEEEdest tie Yise 19PAIESHr oposed

conposi ti on Maken USGyerftS 10 £PNVEDT 03l At ro%at%t§'?8§omé‘§)ngﬁaoQﬁle
anti bodi es or other specific binding elenents and f posones, al though
wi t hout the dismaovardagesl assbei atdechagietth tdwellact | vani ngpedieat sof
incorporated into the |atter, being.harm ess for the organi.sm.since they
contain only PRESHHOTIEIGY Sl rotermes I & Tespladtich TH SEae8°0 he
lethal effect pi the COMPOSMenBRaAB.t UMY thRe8l IsdEneonsti iled gy the
opening and maj ntaining of a drainage outlet in the cell menbrane which
enpti es liposomes to the tumour cell membrane creates
corresponding openings that will produce the immediate

lysis cof the cells and their death.

[34] In the light of the above, the main advantages of the
compesition, compared with the antineoplastic
treatments currently used, for administering to a
mammal or to a human being in the treatment of altered
cells, become evident. These include: a high
specificity, with which the aim is to reduce or
eliminate treatment side effects; the zerc resistance
offered by the membranes of the altered cells or those
of the micro-organisms to the liposomic interaction
proposed in comparison with chemotherapeutic
compositions used up till Nnow; its complete
harmlessness, lacking as it does elements of a toxic or
radioactive nature; its high selectivity with the use
of specific binding elements, especially the use of
monoclenal antibodies in the treatment of cancer, and
its high lethal power when the liposome vesicles bind
to the membranes of the pathogenic micro-organisms or

to the membranes of the target cells.

[35] The specific binding elements: monoclonal antibodies,

glycoproteins or alcohols inserted into the membrane of




10 the latter of content following the interaction of the |iposone
associated with a structural protein, preferably talin, which generates a
| arge opening in the |liposonme. The siZe of the opening can be previously
selected and is in addition permanent in the |iposone; consequently, in
the fusion of the hipesones, andotbe ac¥aubr anes: 9f fhacdampged. sekhs, an
opening of substantrally 1dentical size is created and maintained in the
cel | menbr ane.mitso-adpmridismdiong tefrgatl tépl enertbhposoneswutss tiee choseor cel |
menbr ane creates orr %pondin op%nin s that wll _produce the innediate
lysis of the ceTi® AT oo ST oSA b o 3APVPS ¢ B | JABEY h8LabSvES t he
mai N advant agesrffcttdie conposition, conpared with the antineopl astic
treatments currently used, for admnistering to a mamual or to a human
being in the treatnent of altered cells, becone evident. These include: a
hi gh specificity, with which the aimis to reduce or elimnate treatnent
side effects; the zero resistance offered by the nenbranes of the altered
cells or those of the mcro-organisns to the |iposomc interaction
proposed in conparison with chenotherapeutic conpositions used up til

now, its conplete harm essness, lacking as it does elenents of a toxic or
radi oactive nature; its high selectivity with the use of specific binding
el enents, especially the use of nonoclonal antibodies in the treatnent of
cancer, and




its high | ethal power when the |iposone vesicles bind to the nenbranes of

t he pathogenic mcro-organisns or to the nenbranes of the target cells.

[ 35] The specific binding el enents: nbAocl onal antibodies, glycoproteins
or alcohols inserted into the menbrane of 11 the |iposones, whose action
is to guide themto the micro-orgapigmer target cell nenbranes, nust be
chosen selectively enough to cause the m ninumof side effects. { }t}

ye 12 CLAIMS [1] CLAIMS 1. A conposition designed to be admnistered to a

manmal or %g a? being, including at |east one enpty |liposone in which
at |east bhe stri ral protein elenent is bound to the |iposone, defining
an openi ng, of comsi demngbk et sbZe ddkildied | pesope  AwAhi Bdesreand t3peai fi c

bi ndi ng el enents designed to ensure that the conposition is an effecting
agent capabl e of\@IReér ¢t ity ai RHIIheLFERDr ahBCHRdiMe 2Fal§BEtcEPP or the

Wh the aim of BESTupi o0 The lmolt e Balnca and eRgur FAG Thar et he
opening i s a drapmageinutdlemehor irsellsasidigtd hehe liposome, defining
an opening of considerable size in the liposome
membrane, and specific binding elements designed to
ensure that the composition is an effecting agent
capable of interacting with the membrane of the
target cell or the membrane of the micro-organism,
maintaining substantially the opening, with the aim
of disrupting the osmotic balance and ensuring that

the opening is a drainage outlet for releasing the

intracellular content into the extracellular medium.

2. A composition intended to be administered to a
mammal or to a human being, in accordance with Claim
1, designed so that the liposome is unilamellar and
of a specific lipidic composition adapted to the

cell or micro-organism to be combated.

3. A composition intended to be administered to a
mammal or to a human being, in accordance with Claim
1, designed so that the structural protein element

is talin.

4. A composition intended to be administered to a
mammal or to a human being, in accordance with
Claims 1 to 3, characterised by its use in the
preparaticon of a treatment to combat altered cells

and pathogenic micro-organisms.




intracellular content into the extracellular medium 2. A conposition
intended to be admnistered to a nmamual or to a human being, in accordance
with daim 1, designed so that the |ilgosone is unilanellar and of a
specific lipidic conposition adapted to the <cell or mcro-organismto be
conbated. 53. A C%m%n{p'og@taehenﬂ%ﬁ@ecge tgﬂ%@ SLAREA: L0 floq MAMMRI, OF 1O &
human being, in accordance with Claim 1, designed so that the structural
protein el ement mnagudad] | pr 4to Ascohposnt ilomingyt erdedatoobdamckn niistrered to
a mmmual or to human bei.ng, ,i n accordance wt dainms 1 to 3,
characteri sed byaqltasmlfse?i ntcghé' p%éeblé‘—f’% ‘?%]nsegf Eyt reat meRE 5 ciat
altered cells agﬁ:é@%&ﬁ@@@ﬂi 6 fMBE Ot PEGARE SR £ 13 cahcehot@NBeskhken
intended to be administered to a mammal or to a human being, in accordance
with Cainms 1 to 4, characterised by its use in the preparation of the
treat ment .of a cancer | se; onposk.ti on i nded. §o

adm ni st e?éd to %‘ %%EFQE#%S?O %ntﬁeunn(gén&bg%ng?%i ngg%g%fdance&vmﬁ Cainms 1
to 4, characteri seghmay | b8 use ian bheant rleatment iof acvorddnak sedasd +11

339t Claims 1 to 4, characterised by its use in the

treatment of a viral disease.




