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ESTADOS UNIDOS DE AMERICA
DEPARTAMENTO DE ESTADO

A todos aquellos a quienes legase la presente saludos

Por la presente certifico que el documento anexo lleva estampado el sello de
la oficina de Patentes y Marcas, Departamento de Comercio, de los Estados
Umdos de América y que dicho sello es digno de toda fé y todo crédito

En testimonio de lo cual yo, Thomas
R. Pickering Secretario de Estado he
ordenado estampar en la presente el
sello del departamento de Estado y que
m1 nombre sea suscrito por el
Funcionario de  Asistente de
Autenticaciones del mencionado
Departamento, en la ciudad de
Washington, en el Distrito de
Columbia, a los veimntisiete dias del
mes de diciembre 2000

(Hay una firma)
Secretario de Estado

(Hay una firma)
funcionarno asistente de

autenticaciones,

Departamento de Estado

EL DEPARTAMENTO NO ASUME RESPONSABLIDAD POR EL
CONTENIDO DEL DOCUMENTO ANEXO

El presente certificado no es vélido s1 esta despegado o alterado de cualquer
manera,



LOS ESTADOS UNIDOS DE AMERICA

A TODOS AQUELLOS A QUIENES
LLEGUEN ESTOS PRESENTES
DEPTO DE COMERCIO DE LOS EE UU
OFICINA DE PATENTES Y MARCAS DE
FABRICA

DICIEMBRE 18 3000

S ESTA ES PARA CERTIFICAR QUE LOS

[+ ANERXOS SON COPIA DE LOS ARCHIVOS DE
LA OF DE PATENTES Y MARCAS DE

E PATENTE QUE REUNIO LOS
EQUISITOS PARA SER OTORGADA UNA
MEFECHA DE REGISTRO BAJO EL # 35 USC111
o 1

#lSOLICITUD # 60/174 7938
I FECHA DE LA SOLICITUD ENERO 6 2000

T —al da. &L

ON LA AUTORIDAD DEL
COMISIONADO DEMARCASY
EATENTES

FIRMA
W MONTGOMERY

OFICIAL CERTIFICADOR i




CARTA CUBIERTA PARA SOLICITUD PROVISIONAL PARA PATENTE

Este es un requisito para el registra de una SOLICITUD PROVISIONAL PARA PATENTE,
conforme al 37 CFR 1.53 (¢)

INVENTOR (ES)
NOMBRE Nombre familiar Residencla
| (completo) o apellido (Ciudad y Estado o Piis Extranjero
Marvin S, Antelman PO Box 382
9-30 Skolnlk Street
Rehovot, Israel

TITULO DE LA INVENCION (miiximo 280 elrlcteul)

"DIRECCION DE CORRESPONDENCIA

Dingyr toda correspondencia a.
Niimero del Chente > Coloque el nimero del cédigo de barras
Del chente aqul

0

x Fums o Nombre del individuo Perman & Green, LLP

Direccidn 425 Post Road

Ciudad Fairfield Estado CT Cédigo 06430

Pais Tel (203) 259-1800 Fax {203) 255 5170

PARTES ANEXAS A LA SOLICITUD (Chequear las que correspondan)
X Especificaciones Total de Pédginas 11 x. Declaracién de Pequefia Enhdad

(Incluyendo las Renvidicaciones y el Resumen)
Dibujo (s) Totel de Piginas Otrus (especifique)

FORMA DE PAGO DE LOS VALORES DE REGISTRO PARA ESTA SOLICITUD PROVISIONAL

DE PATENTE (Chequear uns)
X Se anexa un cheque o giro postal para cubrir los costos  de registro

Valor de Ia cuois
X El comsionado esté autonzado por medio del presente para cargar las de Registro
cuotas de registro y crédito a la Cuenta de Depésito No  16-1350 $75.00

La wnvencion fue hecha por una agencia del Gobierno de los Estados Umidos o bajo un contrato con una
agencis del Gobiemo de los EE UU

x No
81, el nombre de ia agencia del gobierno de los EE.UU y el nimero del contrato del gobierno son

Sometido en forma respetuosa,

FIRMA (Firmado) Michael ] Tully Fecha. 1/06/00

Nombre escrito a

méquina o en mprenta Michael J Tully Registro No 25,7585
Telsfono (203) 259-1800 Expediente No  731P009134US

UTILIZAR SOLAMENTE PARA EL REGISTRO
DE UNA SOLICITUD PROVISIONAL PARA PATENTE
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Legmjo del abogado No 731P009134-US (-#1) PATENTE

EN LA OFICINA DE PATENTES Y MARCAS DE LOS ESTADOS UNIDOS

_ Solicrtante Antelman m

_SeneNo 0/ Grupo No.

_ Presentadoen  Anexo Examinador

Titulo Ag AMIE SF ECULARTE
Certificado de Express Mail

Niimero de Guia del “Express Mail EL067143726US

Fecha de Depésito 01/ 06/ 00

Por ¢l presente certifico que los sigwentes papeles o valores

Carta Cubierta de 1a Solicitud Provisional (1)
Solicitud Provisional (11 pdginas)
Declaracién de Entidad Menor (2 pdginas)

Postal
Cheque por $75 00

Se depositan a través del servicio postal de los EE.UU  Express Mail Post Office to Addressee™ conforme a
la 37 CFR 110 en la fecha que se mdica ammba y dingido al Comusionado Asistente para Patentes,
Washington, D C 20231

Sauna Murphy
Nombre a miqung 0 en imprents de la persona que envia los papeles o valores

A B W

Firma de la persona que envia los papeles o valores



Legajo del Practicante No 731P009134-US (-#1) PATENTE [‘3 HL
X Solicitante Marvin § Antelman _ Patentado

_ Solicitud No _ Patente No

x Presentadoen Anexo _ Expedido en

DECLARACION POR LA CUAL SE REIVINDICA LA CONDICION DE PEQUENA EMPRESA
(37 CFR 19() Y 1 27(b))—INVENTOR INDEPENDIENTE

El abajo firmante, en su condicién de mventor se permite declarar que cumple con las caracteristicas para que
se le cabfique como mventor independiente segin la defincién que aparece en 37 CFR 19 (c), pama
propésitos de gozar de reduccién de tanfas por los trdmites que se surtan ante la Oficina de Marcas y Patentes
de los Estados Unidos de conformudad en lo estipulado en las Secciones 41(a) y (b) del Titulo 35 Cddigo de
los Estados Unides, de la Oficina de Marcas y Patentes, con respecto a la mvencién que se desenibe en

x la especificaci6n anexa a la presente cuyo titulo se menciona armba
_ la solicitud amba wenhficada
_ la patente arnba 1dentificada

Certrfica, asi mismo, que no ha asignado, otorgado, confendo o heenciado, n: estd en la obligacién contractual
m legal de asignar otorgar conferir o hcenciar ningiin derecho de la mnvencién a nmguna persona que no
califique como mventor mdependiente de conformidad con lo establecido en 37 CFR 1 9 (c), 1 dicha persona
hubiese creado la invencién, m1 a empresa alguna que no califique como pequefia empresa segiin lo establecido
en 37 CFR 1 9 (d), o una organizacién sm dnmmo de lucro tal como se define en 37 CFR 1 9 (¢).

Todas las personas, empresas u orgamzaciones a las cuales el abajo firmante les haya amgnado, otorgado,
confendo o licenciado o a las cuales esté en la obligacién legal o contractual de asignar otorgar confenr o

licenciar cualquier derecho sobre la invencién figuran en la hista que aparece a continuacién

X No exisie ninguna persons, empresa ni organizacin con esias caracteristicas.
_ Todas las personas, empresas y oOrganizaciones con estas caracterishcas se mencionan mds adelante

NOTA Es requisito que se haga una declaracidn por separado para cada una de las personas
empresas u organizaciones mencionadas que tengan derechos sobre la invencién en cuanto hace a

3u condicidn de pequeRas empresas (37 CFR [ 27)

NOMBRE COMPLETO
DIRECCION
_ INDIVIDUO _ PEQUENA EMPRESA _ ORGANIZACION SIN ANIMO DE LUCRO

NOMBRE COMPLETO
DIRECCION
_ INDIVIDUO _ PEQUENA EMPRESA _ ORGANIZACION SIN ANIMO DE LUCRO

NOMBRE COMPLETO
DIRECCION
_ INDIVIDUO _ PEQUENA EMPRESA _ ORGANIZACION SIN ANIMO DE LUCRO

El susento inventor hace constar que conoce su obligacién de notificar en esta solicitud o patente, sobre
cualquier cambio en su condicién que pueda dar lugar a 1a pérdida de su cahficacién como pequefia empresa



verdaderns ademis, que estas declaraciones fueron hechas con plena consciencia de que quien mcurre
voluntanamente en falsedad en las declaraciones y otras mamfestactones se hace syjeto de sanciones penales o
detencion, o ambas, segim la Seccién 1001 del Titulo 18 del Codigo de los Estados Umdos, y que dichas
declaraciones falsas pueden poner en entredicho la validez de In solicttud, de cualquier patente que se expida
en respuesta & la misma o cualquier patente a Ia cual vaya dingidn esta declaracién venificada.

Nombre del mventor Marvin § Antelman
Frrma del inventor (hay una firma) Fecha. Enero 5 de 2000
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REIVINDICACIONES

Un método para tratar seres humanos afectados por céncer de piel que
comprende la aplicaci6n de cristales de tetroxido de tetraplata a las 4reas
afectadas de la piel de los mencionados seres humanos

El método de la reivindicacién 1 en donde el céncer es un carcinoma de
células basales (basocelular)

El método de la reivindicacién 1 en donde el céncer es un carcinoma de

células escamosas (escamocelular)

El método de la rerivindicacién 1 en donde el céincer es un melanoma.

El método de la reivindicacién 1 en donde el mencionado tetréxido de
tetraplata se encuentra en la forma de una composicién de transporte
(vehiculo) que contiene cristales de tetroxido de tetraplata finamente
divididas dispersas en el mencionado vehiculo

El método de la retvindicacién 5 en donde los mencionados cristales estan
presentes en el mencionado vehiculo en un mvel de aproxamadamente 0 1 a

10% por peso
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7 El método de la retvindicaciéon 6 en donde los mencionados cristales estn
presentes en el mencionado vehiculo en un mivel de aproximadamente 0 25

a 5% por peso

8 El método de la rervindicacién 6 en donde los mencionados cristales estdn
presentes en el mencionado vehiculo en un mvel de aproximadamente 2 a
4% por peso

9 El método de la reivindicacién 5 en donde el mencionado vehiculo es un
ungiiento
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EL CONSULADO DE COLOMBIA o
CERTIFICA

Que es auténtica la fima de DENITRA L HAWKINS
quien el dla 27 DE DICIEMBRE DEL 2000

dessmpefiaba las funciones de_ OFICIAL DE AUTENTICACIONES DPTO DE ESTADO

la cual aparece al ple de los documentos anexos relacionados con__ CERTIFICACION

M

DEC 27 2000
Dado enWashington D.C.a ios dias del mes de
del afio dos mil (2000)

Pagado Impuseto de Timbre—_7_____
Pagado Derscho Coneuler— 15 ___
Towl__22
(E1 Consulado no asuma ninguna

responasbiiidad por ol contenido de los
documenios anaoxe)
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United States of America -7

DEPARTMENT OF STATE

To all to whom these presents shall come, Gfem?éé%@\

I Certify That the document hereunto annexed 1s under the
Seal of the Patent and Trademark Office Department of Commerce
United States of America and that such Seal i1s entitled to full

faith and credit *
JEai%%\
V]

o

it

In testimony whereof I Thomas R Pickering
Acting Secretary of State have hereunto caused
the seal of the Department of State to be affixed
and my name subscribed by the Authentication
Officer of the said Department at the city of
Washington 41in the District of Columbia this
twenty-seventh day of December 2000

Gheiud 5 P
Acting Se\ie

Authentication QOfficer

Issued pursuant to CHXIV State of
Sept 1‘;";739 1 Siat 68 69 22 Department of State

USC 2657 22USC 2651a 5 USC

By

301 28USF 1733 et seq 8USC For the contents of the annexed document the Department assumes no
é 44‘.3(]) mﬁl; F 44 Federal Rules of responsibility
vl P ure

This certificate is not vahid if it 15 removed or altered in any way whatsoever
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TOALTOVHOMTHESE, PRESENES) mm:a
UNITED STATES DEPARTMENT OF COMMERCE

United States Patent and Trademark Office

December 18, 2000

THIS IS TO CERTIFY THAT ANNEXED HERETO IS A TRUE COPY FROM
THE RECORDS OF THE UNITED STATES PATENT AND TRADEMARK
OFFICE OF THOSE PAPERS OF THE BELOW IDENTIFIED PATENT
APPLICATION THAT MET THE REQUIREMENTS TO BE GRANTED A
FILING DATE UNDER 35 USC 111

APPLICATION NUMBER 60/174 793
FILING DATE January 06 2000

By Authority of the
COMMISSIONER OF PATENTS AND TRADEMARKS

MONTGOME
Certifying Officer
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Puiedl and Trademnk Oligg: 1.5, BEMRTMENT OF CONMERCE
mmm--—---—-u—-“muf—“
welid CAS sumival aumbay.

PROVISIONAL APPLICATION FOR PATENT COVER SHEET
APPUCATION FOR

~ Thia s a request for Siing ¥ FROVISIONAL PATENT wnder 37 CFR 1.83 {c).
| ]

Ln-n----u-p- famty Raw o Sowuss et

JAIIhIIIn

PO Dox 382
Harvin §
Iﬁ Addiional iventors s baing nemed on e Seperaisly sumberad sheots stisched harels

9-30 Skolnfk Streat
Isranl
TITLE OF THE BIVENTION {258 charachess
Ag{I II1) WOLECULAR DEVICE TREATNENT FOR SKIN CANCER

CORRESPONDENCE ADDRESS
I—> | et
Type Cuslomer Number hore
Perman & Qreen LLP

425 Post Road

203)255-5170

u_ A chadk or moasy enferis ancioasy 9 cover e g fes
Dmmummunn

foss o ey ovapeyment o Depost Asowat Membec] ¢ 1acn |

The invention was made by an agency of the Uslied Siates Qevemment orunder & coninact wilh an aganay of e
mﬁlm

Raspeciluly
IONATURS

TYPED ar PRINTED NAME
reLepuoue _(203)259 1800

P At Py 3 T8 151 T T et ek o ot o PO

o DR Sy o R Sl Ly et & ey i iy S

(Provisional Application Cover Sheet (FTO/SE/1S) {23-1 T}—page 1 of 1)

" 6

91

PTO

2B
3

1U g
L

=

L]

e » ﬁ//%ou)?”



0090T0 £6ZLhLT09

Attomey’s Dacket No. __7315000134-US—{wbl} PATENT

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE
in re application of pnealman M

Serfal No 0 / Group No
Filed. herewith Examiner
For Ag (I I1I} MOLECULAR DEVICE TREATMENT FOR SKIN CANCER

Assistant Commissioner for Patents
Washington, D C. 20231

EXPRESS MAIL CERTIFICATE

“Express Mail” iabel numbar _ ELO67143726US
Date of Depost _01/06/00

1 hareby carofy that the followang attached paper or fee
Provisional Application Cover Sheat (1 page)
Provisional Appiieation {11 pages)

Smll Entity Form (2 pages)
Postcard
Check for $75 DO

is being depoaslted with the Unitad Stales Poatal Service "Express Mall Poat Office to
Addreases” service under 37 CFR 1 10 on the dats indicated above and Is addressed to
the Assistant Commissioner for Patants, Washington, D.C. 2023%

Shauna Rurphy

NOTE Each paper musat have ity own certificate and the "Express Mall* nbel number a3 a pert or
atinched theralo. When, ax here, the certiffication iz preseniad on a seperate sheet, ihat shest must
{1} be sigred and (3 tully ldentily and ba securely sttzchad to the peper or fae R accompenies.
igariticanion should isciude ihe swial number and Giing deie of the appliication as well a3 the iype of
paper buing Bed, e.g. complete spplication, specilication and dravings. responses ia refection or refusal,
notice of appesl, etc. ¥ the serisl number of the spplication 12 ot known, the santiication should inclute
&C lsast the name of e ivvenior(s) and the itle of tha invenion.

NOTE: The label number nead not be piaced on aach page. i should however ba pinced an the st page
of aach separate document, such s5. 8 new sppiicaton, amendment. assgnment. and answttal lete
for  fee, slong weith ibe carviicate of mading by “Express Mil. Although the latsl numbar may be
on chechs, such practce o not Quined. in ondter not to deface fernal drawings R s suggetied et
e label number be placed on the back of sxch fornal drawang or the drawangs be accomparved by

st of informal drawings on winch ihe isbal number = placad.

{Express Mad Carglicate [B8-3)
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Practitioner's Docket No _ 731P009134-US (-#1) PATENT

32X Apphicart Marvin § Antelman— Parertee

— Apphcation Na. = Patent No.
XX Fisdon herewith 0 jssusd on
T T,III) MOLECULAR DEVICE TREATMENT FOR SKIN CANCER

VERIFIED STATEMENT CLAIMING SMALL ENTITY STATUS
(37 CFR 1.5(N) and 1.27(b))—INDEPENDENT INVENTOR

As & below named mventor | hereby declare that | qually as an independent nventor
as defined In 37 CFR 1 8{c) for purposes of paying recuced feas to the United States Patent
and Trademark Office under Sections 41{a) and (b) of Titie 35, United States Code, to the
Patent and Trademark Office with regard 1o the Invention described in

Ki; the specification filad herewith, with titie as sted above.
0 the appiication identified above.
O the patant identified above
| have not assigned, granted, conveyed or licensed and am urxiar no obligation under
contract or law to assign, gram, convey or licenss any rights In the invention to any parson
who would not qualify as an iIndependent inventor under 37 CFR 1 9{c) i that person had

made the invention, or ta any concem that would not quallly as a small buamess concem
under 37 CFR 1 8{d) or a nonprofit organization under 37 CFR 1 B(e).

Each person, concern or organization to which | have aasignad, granted conveyed or
Iicensed or am undar an abiigation under contract or iaw to assign, grant, convey or license
any rights in the lavention Is listed balow

£X No such person, concem, or organization existy

0O Each much person concem or organization Is sted below

NOTE: Separmte variSied statermints sre recuensd ram esch naned Darsan, cofiteM or orgamesbon hiving
sights to the iventan avamng o thelr siats as snall ndoss, (37 CFR 1.27)

FULL NAME
ADDRESS

O WNOVIDUAL — SMALL BUSINESS CONCERN = NONPACFIT ORGANIZATION
FULL NAME

ADDRESS

1 womouaL T SMALL BUSINESS CONCERN
FULL NAME

ADDRESS

.§,
|

- INDIVIDUAL = SMALL BUSINESS CONCERN = NONPROFIT ORGANIZA™ION

(Small Enity—indapandem lnventor [7 1]—page 1 of 3



RN.HHN TEL No 050100 2254 P OM
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SAN-G9~2000 14159 PERMAN & GREEN LLP Yl ~ul ‘ﬂi

k¥

| acknowledge the cury to file in this applicanon or patent, notification of any cnange
in status resulting m loss of entitiement ta amall emity status prior to payng, o 4t the tims \
of paying. the sarkest of the lssue fes or any mantenance fee due after the date on wimich
Giatus as & small antity Ia no longer appropriate 37 CFR 1 28[b)

{ hereby daclare that a%l statements mads harsin of my own Knowiedge are trus and that
all sttements made on mformation and balisf are believed to ba s and further that thess
Sutaments were made with the knowledge that waiityl taise staternents ancd the i'ke s made
ora purushable by fine or imprisonmant, or both, under Section 1001 of Tite 18 of the Unitad
States Coda and that such wilful falss stataments may jscpardize the validity of ths
application any patent issying thereon, or any patent to whicn this verifind statement 1
directed

—Margin 5. Antelman

Name of mventor
lm—fa./d-—— e T 5" 3,000

Signature of Inventor

Namg of nventor

Bignature of Inventor

0090T0 E6BZLZhLTOY9

Name of inventor

Date

Signature of Inventor

Smad Emty=—=ingepencent kvenstr [7 11—page 2 of 3)

TOTAL P &3
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Docket Numbex 731P009134-US (-#1)
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PROVISIONAL PATENT APPLICATION ENTITLED

Ag (I IIT) MOLECULAR DEVICE TREATMENT FOR SKIN CANCER

FOR

MARVIN S ANTELMAN
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The present mvention relates to the employment of molecular crystals to
treat skin cancer but more particalarly to the molecular crystsal
semiconductor tetrasilver tetromde (AgsOs) which has two monovalent and
two tnivalent silver 10ns per molecule

The term “skin cancer” encompasses the three major forms of skin cancer
basal cell and squamous Ma together with melanoma. The
carcinomas account for about 97% of skin cancers However melanoma
accounts for over 87% of deatha due to smd cancers

The present invention 18 based on an extrapolation of concepts previously
elucidated and dasclosed in appheant’s US Patent Numbers & 211 855 (1898)
5 836 499 (1994) 5 571 520 (1996) and b 676 977 (1997) Smd concepts have
also been pubhshed 1n an article entitled “Silver (I III) Dimnfectants®
Soan/Cosmetics/Chemica aaltes, 1994 March pp 52-9) and by the
Amencan Somety of Mer.hamcal Engmeers (99 IMECE/TEX-6) entifled
“Silver (I II) Anhmecroinal Fabnes * presented at thexr Congress amd
Exposmtion November 17 1999

At the 135% National Meeting of the Amencan Chemcal Socety (ACS) m
1959 the instant inventor presented a paper (Biological Chemstry No 138)
entitled “Comparative Diffusion Effects of Carcanogens and Non Carxemogens®
which enabled m vatro screeming of caranogens and potential cancer cures by
measuring diffusion rates m gelatin gels treated with varmous agents

Thereafter he was the first to prove 1n conjunchion wrth the Natwonal Cancer

{1 AN o

{H $5r 1)
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Institute screemng in mice the efficary of tumor suppresmon by hydrazme
sulfate

Subsequently in 1961 at another ACS Natinal Meeting m Chicego was
presented one of the fixrst appheations of molecular bialogy to the field of
cancer in & paper (Physical Chenmistry No. 84) entitied “A Chexmcal Bondmg
Approach To Cancer Chemotherapy” In tins paper the mmstant mventor
Alustrated the connecthion between bonding effects on cells resultmg from

chemical carcinogens wiruses snd raciaton mamtammng that the latter
caused skin cancer as a result of degradation of key protemn polymers within
the cell Essentially once a skin cells DNA programmng has become
genetically unstable mutation progresses rapidly resulbng m the
development of a mahgnant skin cancer

Previously elucdated was the mechamsm through which pathogens were
destroyed by tetrasilver tetroxide (AgiO¢ as an electrocution® process
resulting from electron transfer between Ag(l) and Ag(il) 1ons. In the
process Ag(D) 18 oxudrzed to Ag(ID) and Ag(IIl) 1s reduced to Ag(Al) The Ag(Il)
enhances the kill. If R represents the mert hiomass of mcrohal cell
membrane surfaces respectively of disulfide (S-S) and :xmde C=NH lmkages-
Ag(l) 1ons will form chelate complexes with them further enhanang the
efficacy of the knll S/N hgands of cancer and mcrobes can hoth react with
Ag(ll) Ag(ID + RS-S = Ag()S-SR and Ag(l) + RC=NH = Ag(I)HN=CR.
AgiO4 has been found to behave as a nontoxic dmnfecting antimcronal.
Ihsmnfectants as a class are not kmown to cure cancer However the
“alectrocution effect 18 umque when AgdO¢ behaves as a molecular device
The concept 13 now accepted as a result of macro and micro scale processes
nvolving hving things that biology 15 essentially an information scaence.

by~ - T

VAL vOwsiewos 4 8
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The man object of thas mvention 1s to provide for a molecular scale device of
a mngle tretramilver tetroxade crystalhne single molecule capable when
employed en mass agamst even a single cancer cell of treating humans
affhcted with skin cancer comprisig its three forms, basal and aquamous cell

caranoma and melanoma.

Another object of thus mnvention 18 to provide for a treatment for skan cancer
without side effects mmvolving smd tetroxide whach has been proven m 1its
effective dosage parameters as baing nontoxic,

Still another object of this mvention 18 to provide for a treatment for skin
cancer which features ease of apphcation effectuated by the apphcation of an
cantment contaxming tetramiver tetroxde

SUMMARY OF THE INVENTION

The mvention provides for the treatment of siin cancer by utihmng
tetramlver tetroxade by applymng it over a period of ume to the affected akin
area until an apparent cure results.

More particularly the mvention relates to a method of treating humans
affhcted with skin cancer compnsing applying tetrasilver tetromde crystals to
the affected skin areas of smd humans.

Even more particularly the mvention relates to a method wherem tetrasilver
tetroxide 18 1n the form of a carmer compomtion contamnng finely divaded
tetramlver tetroxude crystals dispersed in smxd csxmer 1s apphed to the
affected skin areas
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DESCRIPTION OF THE INVENTION

This mvention 18 based on the dwscovery that pathogemc elsctrocution can
mnterfere wath merobe genome programming and the resultant readng of the
information. Accordngly it was decded that the skin cancer genomes could
have analogous commumecation difficulties and resulted 1 Ag¢O4 evaluations
as a treatment for skin cancer The tnals proved successful wrrespective of
the vahdity of the programmmg thems.

e

~

The rationale for using tetrasilver tetroxide for treatment of skin cancer 1s
dependent on the sngle molecular crystal of smud entity winch acts as a
molecular crystal device The physcal chemistry of saxd device has already
been elucidated m my US Patent Numbers 5 211 856 5 336 499 5 571 6520
and 5676 977 incorporated herean by reference The quintessence of the
opexating mechamsm of this molecular devace 1s its chscharging electrons
from 1ts Ag(l) 1ons which are beheved to disrupt programmung of cancer cell
genomes thsabling them 1n their abihty to read mformation wvatal to the wild
multiphcation of the cancer cells, and thus arresting them The electron
discharges descmbed 1n the aforementioned patents result m pathogen
electrocution as differentiated from programmung mformation disruption m
cancer cells Nevertheless it 18 pomted that the electron attraction to both
pathogens and cancer cells 13 due to sulfur and mtrogen nch chenmcal bonds
exposed 1n cytoplasmic elongation during cell mitosis The divalent silver xon

end products of the electron firmg will chelate S and N Lgands leading to
cancer cell death

The crystal lattice of the Ag«O4 molecular device operates against cancer cells
by transferming electrons from its two momovalent milver wms to 1ts two
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trnvalent miver wons mn the crystal The electron transfer mvolves the
electrons travermng cancer cells disrupting thewr genetic genome
programming The electrons are attracted to the cells by sulfur and mtrogen
nch hgands exposed dunng mtoms The electrons are forced out of thear
crystal lattice by such lahle groups as S-S SH NH and NHa However
normal cells contamng the same groups will not be affected because they do
not probferate fast enough 1 compansan to the wild tumor cells to expose
these lalle bonds. The key to understanding thns hes with the stabihty of
amid lattice B
~
The Ka of AgiO¢ 15 79 x 10-'* therefore the molecule will not be dusturbed
unless more stable complexes are formad with such hgands as those
compnang the pathogen cell membrane surface m a dynamc state Indeed
the end result of the electron transfer whch 13 a redox reaction results m
the monovalent Ag 1ons being oxidized to Ag(Il) and the trvalent Ag 10ns
being reduced to the same end product Ag{Il) Accordingly the well known
affinity for monovalent silver for certamn elements such as sulfur and nitrogen
18 far exceeded here for divalent mlver will not merely bind to these elements
as does mlver but will actually form chelate complexes with thexr hgands.
The malecular crystal attraction for the cells 1s thus dnven by powerful
covalent bonding forces The electron transfer can be depicted by the
following redox half reactions
Ag* e=Ag"”
Agt+e=Ag+

It was found by nigorous testing that mlver tetroxxde was comparatively non
toxic For acceptance of smd oxide 1n commerce for which an EPA
registrabon number was obtamned (no 3432-64) 1t was necessary for the
oxide to undergo a senes of toxicity tests for which a 8% concentrate was
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used and evaluation by a certafied laboratory employmg good laboratory
prachce (GLP) according to the Code of Federal Regulations. The results
were ag follows.

Acute Oral Toxaaty LDso Greater than 6 000 mg/Kg.
Acute Dermal Toxxaity LDm Greater than 2 000 mg./Kg.
Pramary Eye Irmtation Mildly Imatating
Primary Skn Irmtation No Irmtation
Skin Senmitization Non Sensmtizng

Subsequent evaluations showed that unless persons were prone to miver
allerpnes the pure tetroxade could be apphed to the skin wathout any ill
effects or evadence of yymatation, despate the fact that smd oxude 18 a powerful
oxihzing agent. This can perhaps be explained by its stability manifested by
its aforecited Ka.

Accordingly the oxide may be apphed topically to the affected skin areas
directly 1n powder form as well asin compounded formulations

A preferred mode of apphcation of the oxide of the mnventaon 15 as a topical
agent, exther 1n non-sprayable or sprayable form. Non-sprayable forms can
be semm-solid or sohd forms compnmng a carmer mdigenous to tomcal
apphcation and having a dynamc viscomty preferably greater than that of
water Swtable formulations mclude but are not hmted to solutions,
suspenmons emulsions creams omtments powders hmments salves and
the hke If demired, these may be sterihized or mixed with auxihary agents
eg thixotropes stabihzers wetting agents and the like Preferred velucles
for non-sprayable topical preparations include omtment bases, eg
polyethylene glycol 1000 (PEG-1000) conventional ophthalmec wehicles

S
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creams and gels, as well as petroleum )elly and the hke. These topical
preparations may also contamm emolhents perfumes and/or pigments to
enhance their acceptabzhty for vanous usages.

In the preferred embodument of the mvention, the tetrasilver tetroxide
crystals are apphed to the affected skin areas one to three tumes per day 1n
the form of a dispersaom of the crystals m an emtment such as a hydrocarbon

(petroleum) jelly carrier

The concentration of the tetrasilver tetroxade crystals dispersed m the carmer
may range from about 0 1 to 10% by weight more preferably from about 0.25
to 5% by weight and most preferably from about 2 to 4% by weaght.

The followmg examples are 1llustrative of the mvention.

EXAMPLE 1

A paraffimic hydrocarbon cantment was prepared by heating under agitation
a mixture compnsmg about 33 wt % heavy mmeral oil and about 67 wt % of
petroleum jelly to a temperature of 70 C and then dispersmmg 1n this mixture
the finely divided tetrasmilver tetroxade powder sufficient to provade a 3% by
weight concentration of the oxade 1 the carmer The maxture was then cooled
to room temperature with continuous strnng until the mxture was no longer
hquefied.

EXAMPLE 2

A male age 47 was diagnosed as having melanoma at least for three years
He exhubited at least 15 blotchy brown mfecthions scattered on both forearms.
The saze of the affected areas vaned from 0 3mm to 1 2mm. The omtment of

7
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Example 1 was apphed to the affected skin areas of the arms at least once a
day After one week the brown blotches had been replaced by pink ones
After 2 weaks the pmk areas were gme After 3 and 4 weeks there was no
evidence of any melanoma.

EXAMPLE 3

Two patients one male, age 83 and the other a female age 63 were treated 1
the same manner as 1n Example 2 for basal cell carcinoma. The female had
one large brown cancer growth varymg from 0 6 1 4mm by 0 9 3 6mm on top
of the scalp The male had several white head pimples 0 3-0 7Tmm. One was
on the nght ear Five were on the scalp and another was on the left leg
After one week the female had expentenced that her tumor had damamshed to
just a minor pmk skin 1irritation  After two weeks the pmk mnmtaton had
vamished. After four weeks had elapsed the skin was clear and normal 1
appearance As for the male after one week all white head pimples had
regressed to a pink mflammation except for the ear which appeared to be
completely healed. After the second week all pink areas were gone as well as
any mdwcations of mmflammation After the third and fourth weeks all
previously affhcted areas showed no evndence of any contra indicatson.

EXAMPLE 4

A male patient age 74 was affhcted wath squamous cell caranoma, The sores
were on both arms Five on the mght and seven on the left. Ther
appearance was oval shaped rangmg from 2 § 5 6mm 1n length This patient
was treated 1n the same manner as m Example 2 by applying the ointment of
Example 1 to the affected skan areas After one week of treatment all open
sores had closed and were 1n the process of heahng Dunng the second week

20
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sores continued to heal at a rapid pace Scabs were completely gone by the
end of the second week. At the end of the third week, only shght pink areas
remamned 1n the place of the previous sores By the end of the fourth week,
there were no traces of the previous afflichion.
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CLAIMS

1 A method of treating humans affhcted with skin cancer compnsing
applymg tetrasilver tetroxide crystals to the affected skan areas of smd

humans
2 The method of claam 1 wherein the cancer 1s basal cell carcanoma

3 The method of claim 1 wheremn the cancer1s SquAmOous Carcinoma.

~

~

4 The method of clatm 1 whereimn the cancer 18 melanoma
5 The method of claam 1 wheremn saxd tetramilver tetroxade 1s 1 the
form of a camer compombon contmmng finely divaded tetramlver tetroxade

crystals dispersed 1n saxd carner

6 The method of clom 5 wheremn said crystals are present mn amd
carrier at a level of from about 0 1 to 10% by weaght.

7 The method of claxm 6 wherem saad crystals are present m ssad
caimer at a level of from about 0 25 to 5% by weight.

8 The method of clsam 6 wheremn smd crystals are present m smd
cammer at a level of from about 2 to 4% by weight.

9 The method of claam § wheremn said carner 1s an cantment.

10
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ABSTRACT

The dwiamagnetc semuconducting molecular crystal tetramlver tetroxide
(Ag404) 18 utihzed as an Ag (I III) daven molecular device for treatng the
three forms of skin cancer melanoma, and basal/squamous cell carcmomas
without toxic mde effects. Optamum results are ocbtained by mere repettave
appheation of an omtment contaming 3% of the tetromde

11
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REIVINDICACIONES

1 Un método para tratar mujeres afectadas por céncer del cérvix uterino que
comprende la aplicacién de tetréxido de tetraplata a las éreas afectadas que
comprenden el cérvix uterino y las éreas relacionadas de la regién pélvica
de estas pacientes

2 Un método para curar las ulceras sangrantes y no sangrantes asociadas con
el céncer del cérvix uterno que comprende la aphicacién de tetréxado de
tetraplata a las Glceras

3 El método de las reivindicaciones 1 o 2 en el cual el mencionado tetréxido
de tetraplata viene en la forma de una composicién de transporte (vehiculo)
que contiene cristales de tetréxudo de tetraplata finamente divididos
dispersados en el mencionado vehiculo

4 El método de la retvindicacién 3 en el cual los mencionados cristales estan
presentes en el mencionado vehiculo en un mivel de aproximadamente 0 1 a
10% por peso

5 El método de la rertvindicacién 4 en el cual los mencionados cristales estén
presentes en el mencionado vehiculo en un mivel de aproximadamente 0 25

a 5% por peso
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6 El método de la rervindicacién 4 en el cual los mencionados cristales estin
presentes en el mencionado vehiculo en un nivel de aproximadamente 2 —

4% por peso

7 El método de la rervindicacién 3 en el cual el vehiculo mencionado es un
ungiiento
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United States of America
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I Certify That the document hereunto annexed i1s under the
Seal of the Patent and Trademark Office Department of Commerce
United States of America and that such Seal i1s entitled to full
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notios of sppesl, ez, N the serlsl numbar of the application s pot known, the identiication should Includs
&t lagst the neme of the lhventorfs) and she tle of the invention.

NOTE: The jabsl nurnbar nesd not be placed on sach page. i shwuld, howevar be placed o the frst page
of each ssparste docunert, such as, & new sppliostion, amendiment, ssaignmen, snd tanamitiy) istter
for a les, nlong with the cartificate of maling by "Express Mal. Although the label number may be
on chwcks, such a prectios & not required. in order not ta delece formal drawings & s suggested that
the labal number be piaced an the back of sach farmal drawing or the drawings be acoompanied by
& sat of informal drawings on which the labal rumber s pleced.
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Practitioner’s Dockst No. 731P009511-us (-$1) PATENT LZO

Appicant Marvin S Antelman [ Patentes -
O Apphication No. O Patent No.
# Fedan berewith Q lssued on

STATEMENT CLAIMING SMALL ENTITY STATUS
(37 CFR 1.5(0) and 1.27(b))—INDEPENDENT INVENTOR

As & below named inventor | hersby state that | quallfy as an independent inventor as
defined In 37 CFR 1.9(c), for purpases of paying recluced fees to the Uinited States Patent
and Trademark Offica under Sections 41{s) and (b} of Title 35 Unitad Staies Cade, to the
Patent and Trademark Offica with regard to the invention described In

R the specification fllad harewith, with title as Rsted above.
8 the application identifiad above
O the patent identified above -

| have not assigned, grantad conveyad or licensed, and am under no obligation under

contract or law to assign, grant, convey or icense, any rights in the invention to any person ~
who wouid not qualiy as an indspendent inventor under 37 CFR 1.9(c), If that person had

made the invention, or to any concem that wouki not quallfy as a smail business concem
under 37 CFR 1.9(d), or a nonprofit organization under 37 CFR 1.9(e).

Each parson, ccneam or organizstion to which | have assigned granted, conveyed, or
ficensed or am under an obfigation under contract or law to assign, grant, convey or icense

any rights in the invention i3 listed balow*
@ No such paraon, concem, or arganization exdsis.
O Each such person concemn or organization is sted below

"NOTE: Separaie ststements are required irom esch named person, concumn or arganisslion heving dgits lo
the jnveniion a2 1o thelr status sz small enttiex. A7 CFR 1.27)

FULL NAME
ADDRESS

O wovoua, O SMALL BUSINESS CONCERN O NONPRORT ORGANIZATION
FULL NAME
ADDRESS

O womou O SMALL BUSINESS CONCERN 1 NONPROFIT ORGANIZATION
FULL NAME
ADDRESS

0O wovouaL 0 SMALL BUSINESS CONCERN O NONPROHT ORGANIZATION

Smal Entity—indispendent invemicr [7-1}--page 1 of 3



008290 £0ShTagg

¥’

-

Y g

| scknowledge the duty to s 1 this application or patant, nonffication of sny change
in status resulting i loss of entitiement to amal entity status pror to payng o 8t e time
of paying the eariest of the lssue fee Or ANy Mantenance fee Jue Biter the date 07 winch
sutug sz & small entity la no longer uppropriate. ‘(37 CFR 1 28{t)

1 herebyy daciare that il statements made hamin of My own Knowieoge are true and thal
ufl statamanta made on nformation and balwt are believed ta be rue and further that thess
sistaments were made with ths knowladga that williut false statenents and the ke so rmade

ara pumishable by fine or Imprisonmant, or Both, under Section 1001 of Tite 13 of the United
Stales Cods snd that such wilthit false statsments may Jeopardize the validity of the

appiication, any patent seving theroon or any patent to whicn tnia vertfisd statement
cirectad

—Mazxin. S __Anbalwman.

y Y

oae._ =2 — o8

Signature of Inventer

Name of invontor

Date
Signature of nwentor
Namas of Inventor

Date

Signature of lnventor

ISmall Emry—indepenaen; Ywemor [T 1}—pag 2ol L

TOTAL P &3
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731P00S511-US (~-#1)

AG (I, III) MOLECULAR DEVICE TREATMENT FOR CERVICAL CANCERS

BACKGROUND OF THE INVENTION

The present invention relates to the employment of
molecular crystals to treat cervical cancers but more
particularly to the molecular crystal semiconductor
tetrasilver tetroxide (Ag.0,) which has two monovalent and
two trivalent silver ions per molecule

The term “cervical cancers* encompasses those cancer
moieties which are indigenous to the cervix generally
referred to as cervical carcinomas of which 85 - 90% are
squamous cell carcinomas and the balance are larxgely
adenocarcinomas The severity of cervical cancers are
gauged Dby the clinical tests called PAP smears which
indicate whether the carcinoma cells are confined to the
cervix or have penetrated beyond it but not to the pelvic
wall or to the pelvic wall itself and even beyond the
pelvis Cervical cancers kill about 33% of their victims
annually in the United States

The present invention is based on an extrapolation of
concepts previously elucidated and disclosed in applicant s
US Patent Numbers 5 211 855 (1993) 5 336 499 (1994)
5 571 520 (1996) and 5 676 977 (1997} Said concepts have
also been published in an article entitled “Silver (II,

1
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III) Disainfectants” (Soap/Cosmetics/Chemical Specialties
1994 March pp 52-9) and by the 2American Socilety of
Mechanical Engineers (99-IMECE/TEX-6) entitled “Siilver (I
III) Antimicrobial Fabrics” presented at their Congress and
Exposition November 17 1999

At the 135" National Meeting of American Chemical Society
(ARC8) 1in 1959 the instant inventor presented a paper
(Biological Chemistry No 138) entitled “Comparative
Diffusion Effects of Carcinogens and Non Carcinogens” which
enabled in vitro screening of carcinogens and potential
cancer cures by measuring diffusion rates in gelatin gels
treated with various agents Thereafter he was the first
to prove in conjunction with the National Cancer Institute
screening in mice the efficacy of the tumor suppression by
hydrazine sulfate

Subsequently in 1961 at another ACS National Meeting in
Chicago was presented one of the first applications of
molecular bioclogy to the field of cancer in a paper
{Physical Chemistry No 84) entitled “A Chemical Bonding
Approach To Cancer Chemotherapy ~ In this paper the
instant inventor illustrated the connection between bonding
effacts on cells resulting from chemical carcinogens
viruses and radiation maintaining that the latter caused
cancer as a result of degradation of key protein polymers
within the cell Essentially once a cell s DNA programming
has become genetically unstable mutation progresses
rapidly resulting in the development of a malignant cancer

X
2UF
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Previously elucidated was the mechanism through which
pathogens were destroved by tetrasilver tetroxide (Ag.04) as
an “alectrocution” process resulting from electron transfer
between Ag(I) and Ag(III) ions In the process Ag(I) is
oxidized to Ag(IX) and Ag(IIXI) is reduced to Ag{II) The
Ag(II) enhances the kill If R represents the inert
biomass of microbial cell membrane surfaces respectively of
disulfide (S-S) and imide C=NH linkages Ag{(II) ions will
form chelate complexes with them further enhancing the
efficacy of the kill S/N ligands of cancer and microbes
can both react with Agq(II) Ag(II) + RS-5 = Ag{II)S-SR and
Ag(II) + RC=NH = Ag(II)HN=CR Ag O has been found to
behave as a nontoxic disinfecting antimicrobial
Disinfectants as a claas are not known to cure cancer
However the “electrocution” effect to unique when Ag.0O,
behaves as a molecular device The concept is now accepted
as a result of macro and micro scale processes involving
living things, that bioclogy is essentially an information
science The electron transfer involves the electrons
traversing cancer cells disrupting their genetic genome
programming

The main object of this invention is to provide for a
molecular scale device of 2 single tetrasilver tetroxide
crystalline single molecule capable when employed en mass
against even a single cancer cell of treating human females
afflicted with cervical cancers

Another object of this invention is to provide for a
treatment for cervical cancers without side effects
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involving sald tetroxide which has been proven in its
effective dosage parameters as being nontoxic

Still another object of this invention is to provide for a
treatment for cervical cancers which features ease of
application effectuated by the application of an ointment
containing tetrasilver tetroxide

- SUMMARY OF THE INVENTION
The :I.nvent:l.on\prov:l.des for the treatment of cervical
cancers by utilizing tetrasilver tetroxide by applying it
over a period of time to the affeéted cervical pelvic area
until an apparent cure results

Mora particularly the invention relates to a maethod of
treating human females afflicted with cervical cancers
comprising applying tetrasilver tetroxide crystala to the
affected cervical pelvic region areas of said females

Even more particularly the invention relates to a method
wherein tetrasilver tetroxide is in the form of a carrier
composition containing finely divided tetrasilver tetroxide
crystals dispersed in said carrier is applied to the
cervical pelvic region afflicted areas

DESCRIPTION OF THE INVENTION
This invention is based on the discovery that pathogenic

electrocution can interfere with microbe genome programming
and the resultant reading of the information Accordingly
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it was decided that the cervical cancer genomes could have
analogous communication difficulties and resulted in Ag,0,
evaluations as a treatment for cervical cancers The
trials proved successful irrespective of the validity of
the programming thesis

The rationale for using tetrasilver tetroxlide for treatment
of cervical cancers is dependent on the single molecular
crystal of said entity which acts as a molecular crystal
device The physical chemistry of said device has already
been elucidated in my US Patent Numbers 5 211 855
5 336 499 5 571 520 and 5 676 977 incorporated herein by
reference The quintessence of the operating mechanism of
this molecular device is its discharging electrons from its
Ag{I) ions which are believed to disrupt programming of
cancer cell genomes disabling them in their ability to
read information wvital to the wild multiplication of the
cancer cells and thus arresting them The electron
discharges described in the aforementioned patents result
in pathogen electrocution as differentiated from
programming information disruption in cancer cells
Nevertheless it is posited that the electron attraction to
both pathogens and cancer cells 18 due to sulfur and
nitrogen rich chemical bonds exposed in cytoplasmic
elongation during cell mitosis The divalent silver ion
end products of the electron firing will chelate 5 and N
ligands leading to cancer cell death

The crystal lattice of the AgO, molecular device operates
against cancer cells by transferring electrons from its two
monovalent silver ions to its two trivalent silver ions in
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the crystal The electron transfer involves the electrons
traversing cancer cells disrupting their genetic genome
programming The electrons are attracted to the cells by
sulfur and nitrogen rich ligands exposed during mitosis
The electrons are forced out of their crystal lattice by
such labile groups as S-S SH NH and NH; However normal
cells containing the same groups will not be affected
because they do not prolifarate fast enough in comparison
to the wild tumor cells to expose these labile bonds The
key to understanding this lies with the stability of said
lattice

The Ka of AgiOs is 7 9 x 10'* therefore the molecule will
not be disturbed unless more stable complexes are formed
with such ligands as those comprising the pathogen cell
membrane surface in a dynamic state Indeed the end result
of the electron transfer which is a redox reaction
results in the monovalent Ag ions being oxidized to Ag(II)
and the trivalent Ag ions being reduced to the same end
product Ag(II) Accordingly the well-known affinity for
monovalent silver for certain eslements such as sulfur and
nitrogen is far exceeded hera for divalent silver will not
merely bind to these elements as does silver Dbut will
actually form chelate complexes with their ligands The
molecular crystal attraction for the cells is thus driven
by powerful covalent bonding forces The electron transfer
can be depicted by the following redox half reactions

M%_Q-Agﬂ

M'l-! + g = Mf!
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It was found by rigorous testing that silver tetroxide was
comparatively non toxic For acceptance of said -oxide in
commerce for which an EPA registration number was obtained
(no 3432-64) it was necessary for the oxide to undergo a
series of toxicity tests for which a 3% concentrate was
used and evaluation by a certified laboratory employing
good laboratory practice (GLP) according to the Code of
!‘:deral Regulations The results were as follows

Acute Oral Toxicity  LDso Greater than 5 000 mg/Kg
Acute Dermal Toxicity Lbsp Greater than 2 000 mg/Kg
Primary Eye Irritation Mildly Irritating

Primary $kin Irritation No Irritation
Skin Sensitization Non Sensitizing

Subsequent evaluations showed that unless persons were
prone to silver allergies the pure tetroxide could be
applied to the skin without any ill effects or evidence of
irritation despite the fact that said oxide is a powerful
oxidizing agent This can perhaps be explained by its
stability manifested by its aforecited K

Accordingly the oxide may be applied to cervical pelvic
region afflicted areas directly in powder form as well as
in compounded formulations Application can be made either
digitally or using a suitable applicator

A preferred mode of application of the oxide of the
invention 1is as an ointment Suitable formulations
include but are not limited to salves and the like If

4
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desired these may be sterilized or mixed with auxiliary
agents e g thixotropes stabilizers wetting agents and
the like Preferred vehicles include ointment bases e g
polyethylene glycol-1000 (PEG—-1000) conventional
ophthalmic vehicles creams; and gels as well as petroleum
jelly and the like

In the preferred embodiment of the invention the
tetrasilver tetroxide crystals are applied to the affected
cervical ;elvic region once per day in the form of a
dispersion of™~the crystals in an ointment such as a
hydrocarbon (petroleum) jelly carrier

The concentration of the tetrasilver textroxide crystals
dispersed in the carrier may range from about 0 1 to 10% by
weight more preferably from about 0 25 to 5% by weight and
most preferably from about 2 to 4% by weight

The following examples are illustrative of the invention

In the following examples the cervical cancer afflicticns
are divided into two main cateagories The first is based
on PAF smear test results following the Bethesda System for
reporting cervical cytologic diagnose bearing designations
CIN~ the acronym for cervical intrxaepithilial neoplasia
The second is based on designated stages of which

0 = Carcinoma in situ intraepithelial carcinoma

1 = Carcinoma Strictly confined to the cervix and

1A= Microinvasive carcinoma
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EXAMPLE 1

Exetec Lab S A located in Honduras Central America which
performs clinical tests for major pharmaceutical companies
did the clinical evaluations of tetrasilver tetroxide on
the patients having various cervical cancers All the
clinical testing involved applying 300 mg Of an ointment
comprising 3% tetrasilver tetroxide <dipersed in a
propristary hydrocarbon base comprising mostly white
petrolatum and mineral oll once a day to the affected
cervical/pelvic area

Five patients classified with CIN 1 cervical cancer
according to cytologic diagnoses were selected The
diagnoses were conducted two months prior to the
tetrasilver tetroxide clinical trials The ointment was
applied directly to the cervix and its entrance (endocervix
and exocervix) by a skilled physician Thae period of
administration was ten days per patient Evaluations were
made for any side affects A biopsy was taken at the end
of the treatment The biopsies indicated that all patients
were cured without any recurrences

EXAMPLE 2

Five patients who were confirmed as CIN 2 i e having high
grade squamous intraepithelial lesions including moderate
dysplasia 3 months prior to the clinical studies Two of
the patients had familial history of the cervical cancers
This group was treated as outlined by the protocol in
Example 1 for 10 days All patients were cured The

f.)
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cytologist reported no more atypical cells present and the
cytopathologist reported normal cells with no recurrences

EXAMPLE 3

Five patients were confirmed as CIN 3 i e having high
grade squamous intraepithelial lesions severe dysplasia
and carcinoma in situ one month prior to clinical studies
The ointment was administered to the patients in conformity
with the protocol of Example 1 for 10 days All patients
were cured as confirmed by Dboth c¢ytologiat and
cytopathologist

EXAMPLE 4

Five patients were confirmed as Stage 0 cervical cancer
Three of the patients selected had a familial history of
carvical cancar One patient had a non bleeding cervical
glcer 1 2 x 1 5 centimeters The diagnoses were made 15
days prior to clinical evaluations The ointment was
administered to the patients in conformity with the
protocol of Example 1 for 10 days All patients were
cured including the one with the ulcer said ulcer healing
in 5 days This was confirmed by both cytologist and
cytopathologist with no recurrences

EXAMPLE 5
Five patients were selected who suffered from Stage 1

cervical cancer Three of the patients had bleeding
ulcers Four had a familial history of cervical cancers
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Diagnoses were made 12 days prior to the commencement of
clinical trials The ointment was administered in
accordance with the protocol of Example 1 for 15 days
Four out of the five patients were cured The fifth did
not respond As for the patients with the bleeding ulcers:
the ulcers stopped bleeding on the fourth day of the

treatment There wWere no recurrences in those who were
cured
i EXAMPLE 6
\

Five patients with Stage 1A cervical cancer were selected
for therapy Four out of the five had bleeding ulcers
Diagnoses were made 3 weeks prior to clinical evaluations
Treatment entailed the protocol of Example 1 over a 20 day
period Three of the patients were completely cured
Those wlith bleeding ulcers including the one who was not
cured had all bleeding arrested on the sixth day of
therapy There were no side effects in this group as with
all the other groups cited in the previocus examples

All of the thirty patients in these examples were in the
age range of 40-60 years old

CLAIMS

1 A method of treating human females afflicted with
carvical cancers comprising applying tetrasilver tetroxide
to the affected areas comprising the cervix and related
areas of the pelvic region of said females
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2 A method for curing bleeding and non bleeding ulcers
assoclated with cervical cancers comprising applying
tetrasilver tetroxide to the ulcers

3 The method of claims 1 or 2 wherein said tetrasilver
tetroxide is in the form of a carrier composition
containing finely divided tetrasilver tetroxide crystals
dispersed in said carrier

4 The method of c¢lailm 3 wher€in sald crystals are
present in said carrier at a level of ahgut 01 te 10% by

welght

5 The method of claim 4 wherein sald crystals are
present in said carrier from about 0 25 to 5% by weight

6 The method of claim 4 wherein said crystals are
present in said carrier from about 2-4% by weight

7 The method of claim 3 wherein =said carrier is an
ointment
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RBSTRACT

The diagmetic semiconducting crystal tetrasilver tetroxide
{Ag,04)} is utilized as an Ag(I III) driven molecular device
for treating cervical cancers and the ulcers associated
with them without toxic side effects Optimm results are
obtained by repetitive application of an ointment
containing 3% of the tetroxide by a skilled physician to

the cervical pelvic afflicted area
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ESTADOS UNIDOS DE AMERICA
DEPARTAMENTO DE ESTADO

A todos aquellos a quienes llegase la presente, saludos

Por la presente certifico que el documento anexo lleva estampado el sello de
la oficina de Patentes y Marcas, Departamento de Comercio de los Estados
Unidos de Aménica y que dicho sello es digno de toda fé y todo credito

En testtmonio de lo cual yo Thomas
R. Pickering, Secretario de Estado he
ordenado estampar en la presente el
sello del departamento de Estado y que
mi nombre sea suscrito por el
Funcionario de  Asistente de
Autenticaciones del mencionado
Departamento, en la ciudad de
Washington, el Distnto de
Columbia, a los vemntisiete dias del
mes de diciembre, 2000

(Hay una firma)
Secretanio de Estado

(Hay una firma)
funcionario asistente de
autenticaciones,

Departamento de Estado

EL DEPARTAMENTO NO ASUME RESPONSABLIDAD POR EL
CONTENIDO DEL DOCUMENTO ANEXO

El presente certificado no es vdlido s1 estéd despegado o alterado de cualquier
manera

My
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Este e3 un requisito para ¢l registro de una SOLICITUD PROVISIONAL PARA PATENTE,
conforme a1 37 CFR 1.53 (c)

INVENTOR (ES)
NOMBRE Nombre fannliar Residencia
{completo) o apellido (Ciudad y Estado o Pils Extranjero
| Marvin S. Antelman Rehovot, Israel

TITULO DE LA INVENCION {mséximo 280 clrleuru)
1A PARE

%NQEF PE AMPLIO mﬁg]m
DIRECCION DE CORRESPONDENCIA

Dingir toda correspondencia a.
Nimero del Chiente - Coloque el nimero del cddigo de barras
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)
X Firma 0 Nombre del mdividuo Perman & Green, LLP
Direccidn 425 Post Road
Crudad Farrfield Estado CT Cédigo 06430
Pais Tel (302) 259-1800 Fax (203) 255 5170
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Sometido en forma respetuosa,
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DECLARACION POR LA CUAL SE REIVINDICA LA CONDICION DE PEQUENA EMPRESA
(37 CFR 1 9(D) Y 1.27(b))—INVENTOR INDEPENDIENTE

El abayo firmante, en su condicién de mnventor se permite declarar que cumple con las caracterishicas para que
se le cabfique como mventor independiente segiin Ia defincién que aparece en 37 CFR 19 (c), pam
propésitos de gozar de reduccién de tarifas por los trimites que se surtan ante la Oficma de Marcas y Patentes
de los Estados Unidos de confornudad en lo eshpulado en las Secctones 41(g) ¥ (b) del Titulo 35 Cédigo de
ios Estados Umidos, de Ia Oficina de Marcas y Patentes, con respecto & Ia mvencién que se describe en
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Certafica, asi mismo, que no ha asignado, otorgado, confendo o hcenciado, m esté en la obhgacién contractual
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_ Todas las personas, empresas y orgamzaciones con esias caracterfsticas se mencionan mis adelants

NOTA Es requisiic que se haga una declaracion por separado para cada una de laz personas
empresas u organizaciones mencionadas que tengan derechos sobre la invencidn en cuanto hace a
Su condicidn de pequeRas empresas (37 CFR 1 27)

NOMBRE COMPLETO
DIRECCION
_INDIVIDUO _ PEQUENA EMPRESA _ ORGANIZACION SIN ANIMO DE LUCRO

El suscrito mventor hace constar que conoce su obhgacién de notificar en esta solicitud o patente, sobre
cualquier cambio en su condicién que pueda dar lugar a la pérdida de su calificacién como pequefia empresa
antes de hacer el pago, o en ol momento de hacer el pago, lo mis pronto posible, de 1as tanifas de expedicién o
de cualquier tanfa de mantenmrmiento que se cause después de la fecha en la cual se haya perdido la condicuén

de pequefia empresa (37 CFR 1.28 (b)).

Por Ia presente ¢l mfrascrito declara que todas las mamfestaciones aqui consignadas son verdaderas segtin su
leal saber y entender y que cree que todas las declaraciones que ha becho sobre informaciones y opmiones son

Al



Por la presente, el infrascrito declara que todas las mamifestaciones aqui consignadas son verdaderas segim su
leal saber y entender y que cree que todas Ias declaraciones que ha hecho sobre mformaciones y opimones son
verdaderas ademés, que estas declaraciones fueron hechas con plena consciencia de que gquien mncurre
voluntaniamente en falsedad en las declaraciones y otras mamfestaciones se hace sujeto de sanciones penales 0
detencién, o ambas, segin la Secci6n 1001 del Titulo 18 del Cédigo de los Estados Umdos, y que dichas
declaraciones falsas pueden poner en entredicho la vahidez de la solicrtud, de cualquier patente que se sxpada
en respuesta 2 la musma o cualquier patente 3 la cual vaya dirigida esta declaracion venficada.

Nombre del mventor Marvin S. Antelman

Fuma del mventor- (hay una firma) Fecha. 2 —21 - 2000
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REIVINDICACIONES }é:v.fg
Lo que se reivindica es

1 Un método para matar c€lulas de céncer de mama que comprende poner en
contacto dichas células con cristales de tetr6x1do de tetraplata
admimstrados por via parenteral

2 Un método para tratar mamiferos afectados por cdncer que comprende la
admimstracidn parenteral de cnistales de tetroxido de tetraplata a dichos
mamiferos

3 El método de las rervindicaciones 1 y 2 en donde el mencionado mamifero
es un ser humano

4 El método de la rertvindicacién 2 en donde los mencionados cristales se
inyectan en el torrente sanguineo

5 El método de la rertvindicacién 4 en donde los mencionados cristales se
inyectan a un mivel de dosificacion en sangre de cerca de 5 a 50 PPM, con
base en el volumen sanguineo

6 El método de la retvindicacién 5 en donde la mencionada dosificacién es
de cerca de 400 PPM

7 El método de la rervindicacién 2 en donde el mencionado tetréxido de
tetraplata est4 en la forma de una dispersién en una solucién de

amortiguador
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United States of America

DEPARTMENT OF STATE

To all to whom these presents shall come, Greetin

I Certify That the document hereunto annexed 1s under the
Seal of the Patent and Trademark Office Department of Commerce
United States of America and that such Seal 1s entitled to full
faith and credait *

‘R
o
In testimony whereof I Thomas R Pickeraing
Acting Secretary of State have hereunto caused
the seal of the Department of State to be affixed
and my name subscribed by the Authentication
Officer of the said Department at the city of
Washington 1n the District of Columbia thais
twenty-seventh day of December 2000
Hhpmas o5 ‘-9
cting jec S e
By
Authentication Officer
Issued tto CHXIV Siai
S e 5oy 58 69 237 Department of State
USC 2657 22USC 2651a 5 USC
30/ 28USE 1733 et seq 8 USC *For the contents of the annexed document the Department assumes no
é_ 44.36‘2 RULE 44 Federal Rules of responsibility
vi! Procedure

This certificate is not valid if it 1s removed or altered in any way whatsoever
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\TES

OFAMERICA

UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office

December 13, 2000

THIS IS TO CERTIFY THAT ANNEXED HERETO IS A TRUE COPY FROM
THE RECORDS OF THE UNITED STATES PATENT AND TRADEMARK
OFFICE OF THOSE PAPERS OF THE BELOW IDENTIFIED PATENT
APPLICATION THAT MET THE REQUIREMENTS TO BE GRANTED A
FILING DATE UNDER 35 USC 111

APPLICATION NUMBER 60/184 053
FILING DATE February 22 2000

. By Authonty of the
L. COMMISSIONER OF PATENTS AND TRADEMARKS

o Ectrl—

L. EDELEN
Certifying Officer
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Attorney’s Docket No _731-P-009238-0S5 (#1) PATENT ,A)//

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE Z‘I’l
in re appliicaton o Marvin S Antelman
SerlalNo 0 / Group No
Filed Herewith Exarniner

For Ag (I III) Molecular Device For Parenteral Treatment of
Broad Spectrum Cancer

Assistant Commissioner for Patents
Washington, D.C. 20231

EXPRESS MAIL CERTIFICATE

“Express Mail tabel number _ELJI3IARGIIS6US
Date of Deposit 2/22/2000

| heraby cartify that the following attached papar or fee—
Provisional Application

Please send correspondence to;

Michael J Tully
Perman & Green LLP
425 Post Road

In Belhg denaaliod with the Unlted States Postal Servica Exprass Mall Post Offica to
Addresses sarvice under 37 CFR 1 10 on the date mndicated above and Is addressed to
the Assistant Commissioner for Patents Washington, D C. 20231

_Glope S b

Typed or printed neme of person masling paper or fae

NOTE  Esch papar must have its own certficate and the "Exprass Mas™ lanel sumber as u part dwreof or
attachad thareto, Whan, ax hare, the certiicalion 12 prasented on  separaty sheet, that sheet must
{1) ba signed and (2) fully iientily snd be securely sttached to the paper or fee R sucompanise.
ientiicasion should inckxte the serial ranber and Sing date of the applicaion as we¥ as hw type of
paper being fisd. .g. compiets application, speciicaiion and driwings, responsss 1o rejeciion or rekssl,
notice of appesl, atc. ¥ the serisl number of the application 1s not known, the identification should inchude
at laast the nume of the rweniornfs) and the e of the invention.

NOTE: The label number need not ba placed on eech gege. & should, however be placed on the st page
of exch separste document, such as, new spglicabon, smendmaent, sxsignment. and irnermeitel letter
for & fee, along with e cartificata of muling by “Express Mal. Alttxough he label manber may be
on checks, such a practice is not requared, in order not 1o deface formal dnswings R i sugpested that
the intsal manber Da pisced on ihw dack of escry farmal crawing or the disangs be sccompaned by

sat of miormal dravangs on which ihe label manber & placed.

Exprase Mul Centficste (B-3)



ogEaa3u0 ESOh8T0S /

D

Practitioner’s Docket No. _731LP009238-US (-4])

X Aoplcant Marvin S Antelman (] Patentes - z“q
T Appiication No. O Patent Na.
X Fad on Herewith O lssued on

Thic (I, ITI) Molecular Device For Prentera t
Of Bro pectrum Cancer
STATEMENT CLAIMING SMALL ENTITY STATUS
(37 CFR 19(D) snd 1.27(h))—INDEFENDENT INVENTOR

As 2 below namad inventor | hareby state that | qusify as an indspandent inventor sy
defined I 37 CFR 1.9(c), for purpones of paying recuced fees to the Unlted States Patent
and Tradamark Offics under Sections 41{a) and (b) of Titie 35, Unitad States Code, to the
Patent and Trademark Office, with regard to the invention described In

1) the specification filad harewith, with titie as Istad above.
O the spplication identified above.
O the patant identified above.

| have not sssigned, granted, conveyed or icensed, and am under no obligation undar
contract or law o assign, grant, convey or licenss, any rights in tha invention to any persan
who would not quaiify as an independent inventor under 37 CFR 1.9(c), I that parson had
made the invention, or to any concam that woulkd not qualty as a smail business concem
under 37 CFR 1.9(d), or a nonprofit organization under 37 CFR 1.9{e).

Each person, ecncerm or organtzation to which 1 have assigned, granted, conveyed, or
licansed or am under an obiligation under contract or law to sssign, grant, convey or icanse
any rights in the invention Is listed below

¥ Na such person, concem, or organization exdsts.
O Each such person, concem or arganization Is Sisted below

‘NOTE: Ssparete stalamenis are requined frone sach named person, concem or orpanizsion having rphis 1
the imantion a3 10 their sisiua se amall eniiies, (7 CFR 1.27)

FULL NAME
ADDRESS

0O aomouaL O SMALL BUSINESS CONCERN 3 NONPROFIT OROANIZATION
FULL NAME
ADDRESS

O »omoua O SMALL BUSINESS CONCERN O NONPROFT GRGANIZATION
FULL NAME
ADDRESS

O mowvoua, 0 SMALL DUSINEES CONCERN O NONPROAT ORGANIZATION
Sl Entty—indepandent irventor [T-1T}—paga 1 of 3)
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Docket Number 731P009238-US (-#1)

PROVISIONAL PATENT APPLICATION ENTITLED

Ag (I III) MOLECULAR DEVICE FOR PARENTERAL TREATMENT OF
BROAD SPECTRUM CANCER

MARVIN S ANTELMAN
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MOLECULAR DEVICE FOR PARENTERAL TREATMENT
OF BROAD SPECTRUM CANCER

BACKGROUND OF THE INVENTION

The present ainvention relates to the employment of
molecular crystals to treat a variety of cancers but more
particularly to the molecular crystal semiconductor
tetrasilver tetroxide (Ag,0,) which has two monovalent and

two trivalent silver ions per molecule

Most current methods of cancer therapy include treatment
with chemotherapeutic agents that inhibit cell division
or radiation therapy that disrupts DNA in dividing cells
However these treatments also arffect normal cells that
happen to be dividing or synthesizing DNA at the time of
treatment Dosage levels low enough to insure survival
of a cancer patient often are not sufficiently cytotoxic
to tumor cells to retard continuing cell division after
treatment

The present invention is based on an extrapolation of
concepts previously elucadated and disclosed in
applicant s US Patent Numbers 5 211 855 (1993) 5 336 449
(1994) 5 571 520 (1996) and 5 676 977 (1997) Said
concepts have also been published in an article entitled
“Silver (II III) Disinfectants” (Soap/Cosmetics/Chemical
Specialties 1994 March pp 52-9) and by the American
Society of Mechanical Engineers (99-IMECE/TEX-6) entitled
“Silver (I III) Antimicrobial Fabrics * presented at
their Congress and Exposition November 17 1999

At the 135 National Meeting of the BAmerican chemical
society (ACS) in 1959 the instant inventor presented a

K
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paper (Biological Chemistry No 138) entitled
“Comparative Diffusion Effects of Carcinogens and Non
Carcinogens” which enabled 1n vitro screening of
carcinogens and potential cancer cures by measuring
diffusion rates in gelatin gels treated with various
agents Thereafter he was the first to prove 1n
conjunction with the National Cancer Institute screening
in mice the efficacy of tumor suppression by hydrazine
sulfate

Subsequently in 1961 at another ACS National Meeting in
Chicago was presented one of the first applications of
molecular biology to the field of cancer in a paper
(Physical Chemistry No B84) entitled * A Chemical Bonding
Approach To Cancer Chemotherapy # In this Paper the
instant inventor illustrated the connection between
bonding effects on cells resulting from chemical
carcinogens viruses and radiation maintaining that the
latter caused cancer as a result of degradation of key
protein polymers within the cell Essentially once the
cell s DNA programming has become genetically unstable
mutation progresses rapidly resulting in the development
of a malignant cancer

Previously elucidated was the mechanism through which
pathogens were destroyed by tetrasilver tetroxide {Ag,0.)
as an ™“electrocution” process resulting from electron
transfer between Ag(I) and A(IXI) ions In the process
Ag(I) 18 oxxdized to Ag(II) and Ag(III) 1s reduced to
Ag(II) The Ag(II) enhances the kill If R represents
the inert biomass of microbial cell membrane surfaces
respectively of disulfide (S-S) and imide C=NH linkages
Ag(II) ions will form chelate complexes with them further
enhancing the efficacy of the kill S/N ligands of
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cancer and microbes can both react with Ag(II) Ag(Il) +
R5-5 = Ag(IX)S-SR and Ag(II) + RC=NH = Ag{II)HN=CR Ag0,
has been found to behave as a nontoxic disinfecting
antimicrobial Disinfectants as a class are not known
to cure cancer However the “electrocution” effect is
unique when Ag,0, behaves as a molecular device The
concept is now accepted as a result of macro and micro
scale processes involving living things that biology is
essentially an information science

The main object of this invention is to provide for a
molecular scale device of a single tetrasilver tetroxide
crystalline single molecule capable when employed en mass
against even a single cancer cell of treating mammals
(humans and animals) afflicted with any of a broad
spectrum of cancers

Another object of this invention is to provide for a
treatment for cancer without side effects involving said
tetroxide which has been proven in its effective dosage
parameters as being nontoxic both externally and
internally

SUMMARY OF THE INVENTION

The invention provides for the treatment of cancer by
utilizing tetrasilver tetroxide Said oxide may be
injected intravenously into the patient affected

25V
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The invention also provides a method for Killing
mammalian cancer cells comprising contacting said cells
with tetrasilver tetroxide crystals

More particularly the 1invention provides a method of
treating mammals including human beings afflicted with
cancer comprising injecting tetrasilver tetroxide
crystals 1into the bloodstream and depending on the
etiology of said cancer 1in close proximity to or into an
affected organ a

~~
Even more particularly the invention relates to a method
wherein said oxide 18 in the form of a daspersion in a
buffer solution which is injected into the body

DESCRIPTION OF THE INVENTION

This invention is based on the discovery that pathogenic
electrocution can interfere with microbe genome
programming and resultant reading of the information
Accordingly it was decided that cancer genomes could
have analogous communication difficulties and resulted
in Ag.O4 evaluations as a treatment for various cancers
The trials proved successful irrespective of the validity
of the programming thesis

The term “cancer” encompasses all major forms of cancer
except skin cancers which have not metastasized in the
body Exemplary of said forms of cancer involving
specific organs are the colon lung Dbreast kidney
pancreas prostate uterus liver and the stomach Also
included are vicarious cell proliferations such as
leukemia which 18 a malignant overproduction of white

blood cells lymphoma and metastasized melanoma which has
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proliferated from skin via blood and/or the lymphatic
system

The rationale for wusing tetrasilver tetroxide for
treatment of cancer is dependent on the single molecular

crystal of said entity which acts as a molecular crystal

device The physical chemistry of said device has
already been elucidated in previous US Patent numbers
5 211 855 5 336 499 5 571 520 and 5 676 977
incorporated herein by reference The quintessence of

the operating mechanism of this molecular device iIs its
discharging electrons from its Ag{I) ions which are
believed to disrupt programming of cancer cell genomes
disabling them in their ability to read information wvital
to the wild multiplication of the cancer cells and thus
arresting them The electron discharges described an the
aforementioned patents result in pathogen electrocution
as differentiated from programming information disruption
in cancer cells Nevertheless it is posited that the
electron attraction to both pathogens and cancer cells ais
due to sulfur and nitrogen rich chemical bonds exposed 1n
cytoplasmic elongation during cell mitosis The divalent
silver ion end products of the electron firing will form
Ag (II) chelates involving S and N ligands leading to
cancer cell death

The crystal lattice of the Ag.0 molecular device operates
against a cancer cell by transferring electrons from its
two monovalent silver ions to 1its two trivalent silver
i1ons in the crystal The electron transfer involves the
electrons traversing cancer cells disrupting thear
genetic genome programming The electrons are attracted
to the cells by sulfur and nitrogen rich ligands exposed

during mitosis The elecrons are forced out of their

g
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crystals by such labile groups as 5-8 SH NH and NH;
However normal cells containing the same groups will not
be affected because they do not proliferate fast enough
in comparison to the wild tumor cells to expose these
labile bonds The key to understanding this lies with
the stability of said lattice

The Ka of Ag,0¢ i3 7 9 x 10 therefore the molecule will
not be disturbed unless more stable complexes are formed
with such ligands as those comprising the pathogen cell
membrane surface in a dynamhi‘t: state Indeed the end
result of the electron transfer which is a redox
reaction results in the monovalent Ag ions being
oxidized to Ag{II) and the trivalent Ag ions being
reduced to the same end product Ag{II) Accordingly
the well-known affinity for monovalent silver for certain
elements such as sulfur and nitrogen 18 far exceeded
here for divalent silver will not merely bind to these
elements as does silver but will actually form chelate
complexes with their ligands The molecular crystal
attraction for the cells is thus driven by powerful
covalent bonding forces The electron transfer can be
depicted by the following redox half reactions

Ag - e=Ag®

Ag®+ e= Ag?

It was found by rigorous testing that silver tetroxide
was comparatively non toxic From acceptance of said
oxide in commerce for which an EPA registration number
was obtained (no 3432-34) it was necessary for the
oxide to undergo a series of toxicity tests for which a
3% concentrate was used and evaluation by a certified
laboratory employing good laboratory practice (GLP)

257
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according to the Code of Federal Regulations The

results were as follows

Acute Oral Toxicrty LDsgp Greater than 5 000 mg /Kg
Acute Dermal Toxicity LDsg Greater than 2 000 mg /Kg
Primary Eye Irritation Mildly Irritataing
Primary Skin Irritation No Irritation
Skin Sensitization Non Sensitizing

Subsequent evaluations showed that unless persons wéte
prone to silver allergies the pure tetroxide could be -
applied to the skin without any 1ll effects or evidence

of irritation despite the fact that sald oxide is a
powerful oxidizing agent This can perhaps be explained

by its stability manifested by its aforecited K,

The efficacy and safety of the injection of Ag0 crystal
dispersions into the bloodstream for treatment of certain
pathogen-origin diseases has been demonstrated For
example Us Patent S5 571 520 discloses that the single
dose injection into the human bloodstream of said
crystals at a bloodstream level of about 40PPM resulted
in apparent cures for human subjects suffering from
Candida Ablicans and Amoebic Dysentery In addition it
is disclosed in US Patent 5 676 977 that injection of
similar levels of Ag.Q dispersion into the bloodstream of
AIDS-afflaicted human subjects resulted in an apparent
cure for AIDS and an increase in white blood cell counts

for patients so treated

The Ag.0( crystals may be administered parenterally e g
intravenously subcutanecusly Qr intermuscularly
Alternatively the crystals may be incorporated ainto

sustained release matrices such as Dbiodegradable
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polymers the polymers being implanted in the vicinity of
where deliver is desired for example at the site of a
tumor Administration may be a simple dose multiple
doses over a predetermined time period or sustained
administration for a predetermined period of time
Preferably the crystals are administered by injection
directly into the bloodstream

For intravenous injections the Ag.0, crystals may be
depersed. in any suitable pharmaceutically acceptable
carriexz material such as water or combinations of water
and glycol saline and the like and preferably havipg a
PH Dbuffer compatible with physiologic conditions The
concentration of the Ag0, crystals dispersed in the
carrier composition should be such that it delivers the
desired PPM blood volume dosage level after a single
injection or over a set period involving multiple
administrations

Based on previous experience involving parenteral
administration of Ag:0; to treat disease other than
cancer and also based on in-vitro test data the
preferred dosage level for cancer treatment should
provide an AgsO bloodatream content of about 5 to about
50 PPM Ag,04 based on total blood volume with 40 PPM
being the most preferred dosage

As indicated above in a preferred embodiment of the
invention the tetrasilver tetroxide is injected at a
concentration of about 40 PPM in the bloodstream This
calculates in the average adult s 2 5 liters of blood to
200mg The efficacy of dosages is dependent on the
nature of the particular cancer
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Cell tumor proliferation studies have been done in vitro
with human tissue cultures The following examples are
illustrative of the performance of said oxide in cell
proliferation studies

EXAMPLE 1

An 1independent laboratory MDS Panlabs was selected for
cytotoxicity tumor <cell proliferation studies and
evaluations A culture of leukemia K562 was tested 1in
vitro against media concentrxaBwons of tetrasilver
tetroxide at

051510 50 100 500 and 1000 PPM

The tetroxide was dispersed in pure dimetyl sulfoxide and
then diluted with PBS (PH=7 4) 1in culture media to
achieve the aforesaid final assay concentrations The
culture media comprised RPMI 1640 90% and fetal bovine
serum 10% Said leukemia culture was obtained from a
cell line provided by the American Type Culture
Collection (ATCC) and were incubated at 37 C with 5% CO;
an air atmosphere The culture was a human chronic
myelogenous leukemia of cell line source ATCCCCL-243

As for the actual evaluation cell proliferation was
based on the ability of viable cells to cause alamar blue
to change from oxidized {non-fluorescent blue} to
reduced (fluorescent Red) form Details of the
procedure are described i1n an article by S Ansar Ahmed
et al in the Journal of Immunological Methocds 170
{1984) 211-224

The results were as follows
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ICgp (50% Inhaibition Concentration} = 5 3 PPM
TGI (Total Growth Inhibition) = 6§ 2 PPM
LCsp (50% Lethal Concentration) = 7 1 PEM

EXAMPLE 2

The methodology of Example 1 was applied to a human
malignant melanoma cell line of source ATCCHTB-70 having
the cell name SK-MEL-5 The culture media comprised 90%
Minimum Essential Medium and fetal bovine serum 10%

The results were as follows

ICsp = 8 1 PPM
TGI= 8 5 PPM
LCsc= 9 0 PPM
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CLAIMS
What 1s claimed 1s

1 A method for killing mammalian cancer cells
comprising contacting said cells with parenterally
administered tetrasilver tetroxide crystals

2 A method of treating mammals afflicted with

cancer comprising parenterally administering tetrasilver
tetroxide to said mammal

3 The method of claims 1 or 2 wherein said mammal
is a human

4 The method of claim 2 wherein sald crystals are
injected into the bloodstream

5 The method of claim 4 wherein said crystals are
injected at a dosage level in the blood of about 5 to 50
PPM based on blood volume

6 The method of claim 5 wherein said dosage 1s
about 40PPM

7 The method of claim 2 wherein said tetrasilver

tetroxide 1s in the form of a dispersion in a buffer
solution

AU Mmi. s S
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ABSTRACT

The diamagetic semiconducting molecular crystal
tetrasilver tetroxide i1s utilized as an Ag(I III) driven
molecular device for parenteral treatment of a wide
spectrum range of cancers in mammals Preferred method
of administration is injection of a single dose of a
dispersion of Ag, 0, in buffer solution into the
bloodstream such that the blood contains from about 5 to
50 PPM tetroxide based on blood volume
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