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COVPQOSI TI ONS FOR THE TREATMVENT OF LUPUS Background of the Invention Area .
-of the Art The ' ntion concerns a treatnent for rheumat] UL 2006
di seases 5 and Hlmﬂm’mummumll seases. Description of the Prior Ar_t__liiflus
Erythemat osus (" Lupq&'l'%* I's a chronic inflammatory di sease that can -affect
the skin, joints, blood, and kidneys as wel-l as other parts of the body.
Lupus is an "autoi mmune" disease in which the i mune 10 system nmakes |,

anti bodi es directed agai nst parts of the body. Normally antibodi es react
-only with bacteria, viruses and other foreign substances. Wen "self"

anti bodi es are nmade, danmage can occur either through direct antibody

medi ated attack on bEQMEOSEUONS,FORHHEJREATMENH ORhURYS conpl exes.

| mmune conpl exes are the reaction products between 15 portions of the

body' s ti ssBeskgmdnd ld thatinberdiads. These conpl exes build wup in the skin or
in joints or in kidneys and cause many of the synptons C of Lupus.
ﬁ!;hough many caé&‘;%g/i'lfuﬁﬁk are mld, the disease nmay cause serious

i fe-threatening b YRS | 0, I : i C di seases
that generally E@yﬁéﬁﬁg%ude aﬁ%ggtgrgﬁsnérﬁ%g%gnngg%gﬁ?gdrﬂsgﬂgﬁ%/&rsrﬁgh. of .
the danmegpe ahd foupirg discasaisher rheumatic di seases is nediated by

i nflammatory processes. Inflamation is generally a process wherein
circulation to a region of tissue is increase and bl ood vessel walls
becone | eakPescriptivat of wie PdoblAobd cells can infiltrate the regi on and
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that can affect the skin, joints, blood, and kidneys as well as other parts

of the body. Lupus is an “autoimmune” disease in which the immune
10 system makes antibodies directed against parts of the body. Nermaﬁ’ilj“
antibodies react only with bacteria, viruses and other fofeign substanéés.
When “self” antibodies are made, damage can occur either through direct
antibody mediated attack on body tissues or indirectly from immune
complexes.- Immune complexes aré the reaction products between
15 portions of the body’s tissues and the antibodies. These complexes build
up in the skin or in joints or in kidneys and cause many of the symptoms
C of Lupus. Although many cases of Lupus are mild, the disease may cause

serious life-threatening symptoms.

Lupus is one of a number of “rheumatic” diseases that generally

20 also include an autoimmune component. Usually much of the damage of
Lupus and other rheumatic diseases is mediated by inflammatory
pr-oces_ses. Inflammation is generally a process wherein circulation to a
region of tissue is increase and blood vessel walls become leaky so that
white blood cells can infiltrate the region and attack foreign bodies. If

25 autoantibodies are involved the bodies own tissues are attacked and
damaged or destroyed. If the inflammation occurs in the joints, the
cushioning and lubricating cartilage of the joints can be damaged. This

causes frictional damage to the bones of the joint, which can result in
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damaged or destroyed. If the inflanmmation occurs - in the joints, the
cushianing and lubricating cartilage of the joints can be damaged. This
-causes frictional damage to the bones of the joint, which can result in
11222222 LEEE LEEEE FRPEE TEEEE TEEEr bier 1l *@0002* 0 7 JOL [BpQggs - 2
.hore inflamati on and nore damage. This is why anti-inflammtory drugs are
often used to treat Lupus and other inflapratory joint diseases. It is
generally believed that some joint diseases such as osteoarthritis are nore
of a "wear and tear" disease wherein the cartilage is naturally eroded. 5
However, t Y N PSSy o Lof ' rith
danmge) so TRt MArTAAGpp el daffegB TR SIWhYarOrFBHa RS
comonl y used dtdn used [tenraaDiypas ags cther moffaratratoiydplint didbasdsafit &mat ory
drugs such as ibuprofen or ketoprofen which act on the inf]ammuatory
processes diRgsdvelaeved that \iemeidiModigeasas suchspe pstepartyitisi aredhpie af f ect
t he white bl00d. Y. S| 0w hej.r. L.eplicat] edi their
destructi onAft rovgg%- éngF%Iéi ‘é&l@%stﬁerﬁ)hg{élgcﬁevgggﬁﬁ%%?%rr%tuia@‘?()&gglgg. drugs
such as 5l MMaReW, Cthes WHAF @36dilidte id N iRrsatohaWhichesagsdshffbapemt i on)
by damaging rapidly dividing cells such as immune cells. 15 As will be
appr eci at edlanagge) gfo thadantdinflgmmaterveinugs eemalsaalfesdiveus side ef fects.
Non- steroi dal anti-inflammtory drugs can cause serious danmage to the

di gestive syst emanthddt (MMbAlCHgePLAAGAMIEMRATER, drId HlelSon-SAltoRSI
adductive and have a wi de range of serious side effects |nc? udi ng

di abet es. Gyttbindleumatarygsdrogs sueb udst ibuprafear aruipgtopssenwiichtdut armthene 20
systemw th pesul ti g\g i nfections and even cancer. Furth
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10 directly affect the white blood cells by slowing their replication or b

speeding their destruction through apoptosis. Other effective drugs are
cytotoxic drugs such as Imuran which suppress the immune system (and
hence inflammation) by damaging rapidly dividing cells such as immune

cells.

15 As will be appreciated, all of these drug treatments can have serous
side effects. Non-steroidal anti-inflammatory drugs can cause serious
damage to the digestive system and often prolong bleeding times. Steroids

( ‘can be adductive and have a wide range of serious side effects including
diabetes. Cytotoxic drugs can result in oversuppression of the immune

20 system with resulting infections and even cancer. Further, many
inflammatory diseases—especially Lupus—may not respond adequately to
any of the treatments. Consequently, there remains an extreme need for

safe and effective treatments for Lupus and other.inflammatory diseases.

25 Summary of the Invention

The inventor has found that bioflavonoids, particularly flavnols such
as Quercetin, supplemented with Bromelain and Vitamin C, (5600 mg of

each, in doses three times a day) completely reverse the symptoms of



any of the treatnents. Consequently, there remains an extrene need for

safe and effective treatnents for Lupus and other inflammuatory di seases.
-25 Sunmary of the Invention The inventor has found that bioflavonoids,
particularly flavnols such as Quercetin, supplenented wth BrpfelkilBlband
.Vitamn C, (500 ng of each, in doses three tinmes a day) conpletely reverse
the synptons of 0 7 JUL 2006 -3 Lupus andgother inflammtory joint

di seases. Luteolin, Myricetin and Rutin are also effective bioflavonoi ds
in the present invention. Experinmental data indicate that Luteolin is

sonmewhat no t] | 0.5 o] i.n, .ho [ rrently
Gi T cal ¢t 5oeet o S b G IbIR ciaeedb S LR MR B 08 "be
bound to a siegke efdttvedbioflaybesids e thevprddend ivferitivd. PxpeARentd)\GRRE | ON,
the inventor believes that a significant part of the efficacy is due to

t he eff ect singicaipedhdt cLuestinaioniewbat owreaieffestive ulthan | Buewdesinnel s. | n
the past it, has,begn shown that nat ral ot assi um channel. expression in
certai n aut b&'%?ﬂﬂeﬁaY@é(S&eE quren Iya‘i}i{ﬁga“v%t‘gﬁg}a%ré eﬁBﬂ%’Wﬁflﬂyi'Wﬁ@t'lfyesponse.
(See "Abnormal K+ channel expression in Autol mune Diseases..." by Chandy
and Cahd an publ Witiled nioh W@80ndpyto blee bblana efosiat wirefle Gdpldrertitina fait the vi ne

and "Aut oi mmune di seases |inked to, abnormal K+ channel expression in
doubl e- negatqorkingrof te pregeit igventien, the Invepieiobeliquesthat aveiondisantly oK,
Gissner S 9 0. ¢+ 1 ) o] W ' tal SLE
Coyatom ¢ LB3leT EPS: PiTERPyc R, fodiso, shy Ao P splbio bighapBRBias B0 7 0

(Aut oi Mmune cémsiapddiuldri Dh olearmeledhatiefprsttihhak\bkeld sHoanneahat amsbriial was
shown found that all three have the CD4- and CD8"-T-Cells (double negative
T-Cells) (. Po@ﬁﬁ'rué%§h8ﬁ“?'h%prpﬁ$'95r'@§ef‘ﬁ‘@ petaiprung disgrsesaissstated &@ wit h

lt Sgp LoRee! %ﬁ’eg??%%rngélﬁﬁﬂﬁﬁﬁe rélforidk. (865 6 ARRSRASER + LMAWn8I SEHeEQbn 74
Autolmmune Diseases..." by Chandy and Cahalan published in 1990 by
the University of California at Irvine and “Autocimmune diseases linked to
abnormal K* channel expression in double-negative CD4-CD8-T cells,”
Eur J. Immunol, Cahalan MD, Chandy GK, Grissmer S., 1990, 20: 747-

15 - 751). It was shown rats with experimental SLE (Systemic Lupus
Erythematosus), Diabetes (Type |} and EAE (Experimental Autoimmune
Encephalitis) were tested for the Kv1.3 channel, and it was shown found
thét all three have the CD4 and CD8 —T-Cells {double negative T-Cells)
expression that inflames the various tissues associated with the respective

20 diseases. All of these diseases show a control of lymphocyte proliferation
by the Kv1.3 channel. It has independently been demonstrated that
flavonoids, especially Quercetin, are very effective at modulating the

conduction by this potassium channel. This suggested to the inventor that

flavonoids could be effective in controlling human Lupus.

25  Detailed Description of the Invention

The following description is provided to enable any person skilled in
the art to make and use the invention and sets forth the best modes
contemplated by the inventor of carrying out his invention. Various modifi-

cations, however, will remain readily apparent to those skilled in the art,



by the Kvl.3 channel. It has independently been denonstrated that
“flavonoi ds, especially Quercetin, are very effective at nodul ating the
-conduction by this potassium channel. This suggested to the inventor that

fl avonoi ds coul d be effective in controlling human Lupus. 25 b&t/Hi 12
Description of the Invention The follow ng description is provided to
enabl e any person skilled in the art to npke and use the invention and
sets forth the best nodes contenplated by the inventor of carrying out his
i nvention. Various nodifi- cations, however, will remain readily apparent
to those skilled,in the art, 0,7 JUL 1006 -4 .since the general, principles
of the presdff® Weﬁ??%rﬁ?rpa{(/ '%3%@%% Rfaeci;enﬁé?‘é?rﬁt'cgbé@ivgi @%ﬁr\ 96586 rovi de
an effectivgelgieahBicallf ol PRIIIARA Sfb&ive BebBhBRLRS @nﬁué nhagret or y

j oi nt di seases Fl avonoi ds are ubi quitous secondary products found i n nost

| and 5 pl aat®imPluneand dsflanmatorygemtibssades at her than nitrogen based |ike
tradi tional pharmaceuticals plant conpounds such as al kal oi ds. As such

they are end termaogﬁ?@éegﬁer88@@%?%%@@%%0&&% fuRa! fngﬁho\%gggﬁé'

Fl avonoi ds i nhi bit poxygena ne release p S~ because

hydr oxyl5 gr plapss.afFladvonodds adtd éxpeén thaved edthehetHanavomegsh Lshsedl @rsll es
accept electrons. (See, Effects of FLAVONO DS on Arachidonic Acid '
Met abol i sm traditional\gihapmaceuticaly gt compeuBHs cveti a8 rafkalpidgselAs spehi vati on

Rel ated to the P ' i f  FLAY D! . Laychock, Pl ant
Flea\elloﬁoi dg %hn&Biag% g%@algﬁﬁ’%f@é%?g%ﬁg@%?%}%éﬁ%cé&hegﬁpgpﬁégegﬁ%& ggp?rsand
St ruct ur e- AplavehbidsRahRibitorehegygditasé3in 287e dPRRinkd AliddeR gathways nc. ) .-

Fl avonoi ds nodul ate the immune response through sequestration of {ree
radi cal s, wheedussr dyamoeylf eraunsi @ 8f, Spoxndie/ dpesitions ehdhe uflaeenaicht

attack i tRe e BebENCLechBhE! Vede Erfike Y FRAB0IDS on Arachidonic
Acid Metabolism, A. F. Welton, L.D. Tobias, The Biochemistry of Cell
Activation Related to the Putative Action of FLAVONOIDS, S. G.
Laychock, Plant Flavonoids in Biology and Medicine: Biochemical,
Pharmacological, and Structure-Activity Relationships, pg 231-242, 1986
15 Alan R Liss, Inc.). Flavonoids modulate the immune response through
sequestration of free radicals, which prevents formation of epoxide diols .
and subsequent attack on the DNA. Further, catalytic ion and signal
transducers are sequestered by Flavonoids (See, Structural dependence of
( flavonoid interactions with Cu2* ions: implications for their antioxidant
20 properties, Brown JE, Khodr H, Hider RC, Rice-Evans CA, Biochem. J.

1998 Mar 15;330 (pt 3): 1173-8).

A number of biological effects of flavonoids have been elucidated.

For example,. flavonoids inhibit Deiodinase, which is the enzyme that
promulgates thyroid functions. lodothyronine deiodinase is oxygen bound

25 and directly impacts basal oxygenation. Flavonoids have the steric binding
mimicry of ligands that bind the oxygen trénsport molecule lodothreonine
Deiodinase. (“Role of FLAVONOIDS in the Oxygen-free Radical Modulation

of Immune Responses”, B. Pignol, et. al., Role of Flavonoids in the
Oxygen-Free Radical Modulation of the Immune Response, Plant

30 Flavonoids in Biology and Medicine lI: Biochemical, Cellular, and Medicinal



transducers are sequestered by Flavonoids (See, Structural dependence of
flavonoid interactions with Cu2+ ions: inplications for their antioxidant
-20 properties, Brown JE, Khodr H, Hider RC, Rice-Evans CA, Biog@gptzﬂm
1998 Mar 15;330 (pt 3): 1173-8). A nunber of biological effects
~flavonoi ds have been elucidated. For exanple, flavonoids inhibit

Dei odi nase, which is the enzyne that pronglgates thyroid functions.

| odot hyr oni ne dei odi nase i s oxygen bound 2% and directly inpacts basal
oxygenati on. Flavonoids have the steric binding mmcry of |igands that
bi nd t he ox¥ en transport_nol ecul e | odot hreoni ne Deiodi nase. ("Role of

FLAVOl\IO DS 1 R%Eewwenl?lﬁé@%?adﬁ@él AR atissn InsH | AEHFEURe SMEéls", B.
o s _, areat | ¢ . .
of Sthe’ 1 mrfEiatonSRieS B STAYOREIGS bBiddihes IARE 87 HEVAR ARy, P11 On

Bi ocheni cal SiteeMadealt, Sind/.Medidg| NRIbn® Flaviddoi@®d0h Bidogy oprd t Medicirg.

173-182, 1988 Alan R Liss, Inc.; "Structure Activity Relationships of
. FLAVONO DS Biachentisgle RhaimacenaicalnandnytyuetiupeAclivity Relatinpefips., 1936V,

Cody, Plant zFl avonqi.ds in. Bi ol 0gy.an digcine: . Bigchenical,

Phar rraco?ogi’o‘é%r?,ﬁ'aﬁ'dg%t _IJTJ%'L'!JI’EQAC%%%#)??REFTE%\{O%OOA% i‘%s?,s 1 @é‘ goﬁf"ar;‘hﬁ. Li ss,
I nc., pg. . 3¥|§”er3%%)tat”F|o¢Vﬁ6ﬂbd§tanmJ_S(”'lddtftﬁyndfh% tdﬂﬁodfhaeé nestrdibitedl b
honeost asis. ("l odot hyroni ne Dei odinase is Inhibited by Plant FLAV DS',

J. Koehrle pint32AVENQIPSI: ¢. Anshvietng-RBE4t BtnstirgsAciyityrRalativosigs

Dei odi nase | phi hi dEnzyme Active Sit del i Vi Plant
(Fl avonoi ds Pﬁmégb\{@g@ I@%qD R}é’&?/’}ﬂsﬁgﬁ}"%}"&%%@ﬁ\%c 'I"Z,Y"_’L%) ‘%{%‘fﬁggﬁ@ép@msﬁ and
Struct ur e- Agt,i \Gddy, Reaht OPRNbRSIIs1 986 BBy Rand SHledidifé: . BiBBherdiéat, 382) -
It is believed that the effect of flavonoids in the present invention is
medi at etiOt hiPbaghacdiegisabvendiiSduinduredAefivity tRetatianshipsh ahde6 Alamdndvss, ,

Inc., pg. 373-382).

It is believed that the effect of flavonoids in the present invention is
mediated through the above-discussed effect on ion channels. However,
the effect on the thyroid indicates that the flavonoidé may be acting on

15 more than one biological system in the present invention. The inventor
included Bromelain in the. present invention because there is some
indication that this enzyme can aid in the regeneration of cartilage in a

damaged joint. Generally, Bromelain alone is not effective in ameliorating

N

the joint pain in either osteoarthritis or Lupus caused joint inflammation. It
20 is logical that the compound is not effective in Lupus because continued
Lupus-induced inflammation would mask any joint repairing effects of
Bromelain. It also seems apparent that osteoarthritis, at least in some
cases, is mediated by an inflammatory process. This may explain why

Bromelain treatment of that disease has not been very effective.

25 However, the flavonoid component of the present invention controls
inflammation through its effects on ion channels and possibly through
other biological effects not yet elucidated. White blood cells are
deactivated by the changes in ion channels so that inflammatory attacks
on the joints are decreased. Down regulation of the immune system (as

30 mediated by white blood cells) results in lowered production of auto-



the effect on the thyroid indicates that the flavonoids nmay be acting on 15
nore than one biol ogical systemin the present invention. The inventor
‘included Bronelain in the. present invention because there is

i ndication that this enzyme can aid in the regeneration of carﬁ?ﬁﬁbgn%n a
_damaged joint. Generally, Bronelain alone is not effective in aneliorating
the joint pain in either osteoarthritis or,Lupus caused joint inflammuation.

It 20 is logical that the conpound is not effective in Lupus because

continued Lupus-induced inflammation would mask any joint repairing
effects of Bronelain. It also seens -agﬁarent that osteoarthritjs, .at | east

in some cagBdbodigs Hadat thessycopdifions gty aprerrede beraple t9aleIRyR) ai n
wh B | ai: t f e ale]d Lue. 25
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i nfl ammat i owitthritiegflaviosiokfs’ esdcaues treatreémnnelth drRdoporisi fuy Withmugh
ot her biological effects not yet elucidated. Wiite blood cells are
deact i vat edBmymelain dhaplaedy i lgss rifeditventhad dbetermbinatioarmMeny ynalufalcks  on

the joints are, decreased, Down,requl atjon t he Lomune t .30

medi at ed” by ?/ﬂ“ﬂst _e°°6f’5_8'8d flae\ﬁnscydsr'eglﬂv\?es\)e?'n_ 1I%_&Vvoer'gda?)Y’oacuogzr’?lxglnEgol;]]D ‘%E?'g 07
JUL 2006 - BomindtPHiel$ - oftbuifre Fla06R0iEONAII$d, ORSisBheIndwh aPREMEs the be
able to help in joint repair. It does seemlikely that Bronelain is in

somre way syaempinstion ohiftayonieddst iranatsaldprdsiticts seight aiecrease tiet Avernadlvonoi ds

but w thout _B lain i I I , ffecti t th nbi nati on. M
natural S 1 GUBECRONSS RYT 15K oASIEEY” RAUBURES: (B4, Wiotakg Eem A Bonel ai

conbi ned W gizrghf @edinvénts! faY QRLY BndALRRed idisdaSed Alas HidR WeenirichBEsfule
conbi nati on of flavonoids in natural products m ght decrease the overall

ef f ect i U@ne¥¢éhilsf thehpresamtripwentor| kaliewes dbat the addiiosvef viteminfs tarthe

dietary tregt uEntdd AmdsR sndlile ShALELS RS AREAS B RESHSUESReS U
apparent that the mixture without vitamin C is also effective. However,
because vitamin C is relatively innocuous, it has been used in the vast

majority of tests.

15 Screening tests by experts in ion channel function have indicated
that a number of flavonoids, especially certain flavonols have the correct
charge. structure to regulate the key ion channels. Quercetin, which has
been used in the majority of tests of the present invention, is very
effective in tests of ion channel function. Luteolin is even more effective

20 than Quercetin in such tests. Limited tests have shown that replacing
Quercetin with Luteolin in the inventive formula is somewhat more
effective. However, at this time the inventor lacks a ready source of
pharmaceutical grade Luteolin to demonstrate whether Iluteolin is
significantly more effective overall. Quercetin and Luteolin differ by a

25 single hydroxy! group {which Luteolin lacks as compared to Quercetin}. A
limited number of tests have shown that Myricetin is somewhat effective
in the present; this compound varies from Quercetin in the addition of one
hydroxyl. In addition, rutin is also moderately effective in the present
invention. Rutin is a glycoside (rutinoside) of Quercetin so that metabolism

30 of Rutin is likely to make Quercetin available. It is likely that other



10 Wiile the present inventor believes that the addition of vitamn Cto
the flavonoid/Bronelain m xture enhances the effect of the mxture, it is
-apparent that the m xture without vitamin Cis also effective. However
because vitamin Cis relatively innocuous, it has been used ibh7ie2808st
majority of tests. 15 Screening tests by experts in ion channel function
have indicated that a nunber of flavonoids, especially certain flavonols
have the correct charge. structure to regﬁlate t he key ion channels.
Quercetin, which has been used in the majority of tests of the present
invention, is very effective in tests of ion channel function. Luteolin is

3 | Lest |
even nore eflaenaide with sHagumaksiptlarives ﬁoQ&@FP%t&PEfUtEPII'H't‘H'dQ'V@%?‘ ®have
shown t hat [ L [ ' t L o | tive fornula is
somewhat nnéﬁﬁjle%‘%f@a&qn\%&r ﬁ@%@%&aﬁthﬂﬁgw Fbggg?@@%yh%ﬁbr | acks a ready
source of pharmaceutical grade Luteolin to denonstrate whether luteolinis
signi ficantly nofleeefrésdts vef oveaating. @ivakepatientsd Witheothen Wvendye by a 25

si ngl e hydroxyl group, (which Luteolin | acks.as_conpared to Quercetin). A
Timted nunBePeRtoBLpave, Bren BT e 00 T T TS (O RERAR Er B8 | ve i
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hydroxyl. In addition, rutin i1s also noderately effective in the present

i nvention. With the QuaragtinéBinaedaifw iitamos Cdejxtofe. Quercetin so t hat
met abolism 30 of Rutin is likely to make Quercetin available. It is |likely

that other 07 JUL 2006, - | Y RIOL . t t pyiC B & b L o]
@uercetin or |ut Qgﬁioﬁéthgrﬁbslft)}g%m d%algﬁe%{dfs' \Pﬁg’sng %cghgﬁﬁensmﬁﬁ hg?%’g
function i nfdrhainer AR@ths iamdebbildnneilie siesy be tofn toveat Bhg stetwed thati ents
with the inventive conposition have been extrenely dramatic., Besides the

cases descrbdeal Binysr Ruttenfiv wehl and weseHagnrsesaky enbleod 468t ShOWNYs? i | ar
result N Cymegogﬁi(\a/%tﬁQA (anti-nucleic acid antibody) titer—criteria indicative of Lupus.

The subject’s mother had previously tested positive for Lupus and has
been treated with several medications, including Plaquinel and
Cyclosporin. A second subject, KA, had also tested positive for Lupus and

had been being treated with Plaquinel and Cyclosporin.

15 Both of these test subjects experienced rapid relief from symptoms
of fatigue and depression and pain, elimination of the associated rash and
a return to normal life style within one to two m‘onths of beginning a
regime of one pill (500 mg Quercetin/500 mg Bromelain/5600 mg Vitamin
C) three times per day at the above dosage. Kidney flares ceased and pain
20 abrogated. Both subjects stated that they felt completely fine with no side
effects and maintained a perfect state of health while on the inventive

composition.

Both BZ and KA stopped taking the medication after two months,

since'they reported that they were “completely recovered.” As might be

25 expected, symptoms begin to reappear within two weeks. Upon
reestablishment of treatment all symptoms again disappeared. This
indicates that the inventive product is solely responsible for the

amelioration of SLE (Systemic Lupus Erythematosus).



with the Quercetin/Bronelain/Vitamn C mxture. One of the first tested
subj ects. was, BZ, who had been bed ridden for nine nonths and could

‘nei ther sit,.up.or. turn over. She showed the typical Lupus, bu@jﬁ fl QIP rash
and was di agnosed by a blood test showing a 10 positive ANA (anh |; El eic
.acid antibody) titer-criteria indicative of Lupus. The subject’'s nother
had previously tested positive for Lupus zgnd has been treated with several
medi cations, including Plaquinel and Cyclosporin. A second subject, KA
had al so tested positive for Lupus and had been being treat ed with _

Pl aqui nel and Cy por 15 Both of these test .subjects ex | epced rapid
relief from syrrpég '°n8 ptaélfep& YR 2152 pTIUR GHMUlRg ResTtve erF' Pﬁf;n of
the associ afed hagh-yaRd-ol@ WBHEM With néHrHBJJsutd/é erh‘éh)ﬂa&ow talf'!l'ﬁ'lti@neSHé) two
nont hs of beginning a reginme of one pill (500 ng Quercetin/500 ngy

Br omel ai n/ 50éveigpad Baim effe@p ftd:memethq’twapertraﬂlameat at laededsoot 2dds myk.

Ki dney fl ares and al n 20 abr ggat ed ot h s bj ects sta ed that t hey
felt conpl et"’é’legyf'l WGF*F\ thexated aséf tUghBRhiS Fa‘f"ﬁl'édS anpd e stat e

of heal tsgewta{wtaﬁt.t?@ cbifp dsYEN tWHRiin segmmw NE sIRANBd BZdanshitAdsdepped

taking t I cation after two nont since they reported that they were
"conpl et el yirggowitised. " As m ght be 25 expected, synptons begin to
reappear within two weeks. Upon reestablishnent of treatment all synpt ons
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MK was a 65-year-old woman with seropositive rheumatoid arthritis. She

devel oped shdwsiiveSSA flantinRed tanstbodyadter dueesnents af depadment vty g

10 the inventive composition, she noticed decreased hair loss, and a
lessening of joint pain and swellings. Her serologies also improved. Her
initial ANA titer was 170 and SSA titer was 584, and occasionally much,
much higher. Her most recent serologies show an ANA titer of 67 and

SSA of 429.

15 DS was a 57 year old female with SLE/Sjogrens. Her disease
manifestations were pulmonary infiltrates and pulmonary effusions.
Despite high doses of prednisone, plaquenil, and Imuran she had continued

pulmonary symptoms, fevers, joint swellings, and elevated anti-DNA

SN

antibody. After one-month treatment with the inventive composition, her

20 Anti-DNA level decreased from 454 to 186 (rtormal less thah 30).

LC was a 46 year old female with SLE. Her main manifestations
have been joint inflammation and recurrent serositis. She has had
recurrent chest pain and palpitations. Her echocardiogram in 1999 showed
valvular changes with trace mitral regurgitation and mild to moderate

25 tricuspid regurgitation. She also had pulmonary hypertension with a RV
systolic pressure of 45. LC started the inventive compositions and after
four months was tapered off prednisone of 20-mg qd and Plaquinel. Her
recent echocardiogram shows improvement-there was no longer any

evidence of pulmonary hyp'ertension.



weekly. Her methotrexate was discontinued and she was started on the 5

i nvent.ive conposition. Wthin one nonth she showed a dramati c decrease in
"synovitis. NMwas a 37-year-old woman with an inflamatory polyarthritis (
and positive ANA'(antinucl ear anti body). She had Sj ogrens sy n@ th a
_positive SSA (anti-Ro) antibody. After three nonths of treat

the inventive conposition, she noticed decreased hair loss, and a

| essening of joint pain and swellings. Her9serol ogies al so i nproved. Her
initial ANA titer was 170 and SSA titer was 584, and occasional ly nuch,
much hi gher. Her nobst recent serologies show an ANA titer of 67 and SSA of
429. 15 DS was aP&?thgﬁetimeaIT‘@réelmaﬂ &OwpatienSk EmBisogviemsomideforgh 6£BSBus,

mani f est at i s ulmonary inpfiltrates and pul nonary effusions. Despite
hi gh doses ﬁ?\,% g’ﬂ V%l°&&u€ﬁﬁamm§myIlﬁhmaﬁ'sgﬁﬁe%a@‘t%ﬁﬁph@%med

pul nonary sYRp{ @RS inJeRR/eS codwgbﬁrtloﬁ""?/lnjtﬁaﬁﬁall %Qﬂeﬁ{ gﬁﬁ}r;o&s{rggleﬁﬂ aher 20

anti body. After one-nonth tment wit e fnven

Ant i - DNA | eviedastieatie asedlictation 454héip disBEsé BestERl Iess than 30). LC was a 46
year old fermale with SLE. Her main manifestations have been joint
rent ser.ositis, Sh recurrent chest pain and

i nf | i d has had
pal pi 1at P ons. - Hel PEcRIREMA STHER 715" fuSote Raweesiacs v Ot bt h

trace mtrak éﬁﬁaé t fuseratédd aRy! CHés%rBeéera%% 25 yfH4tcusp! tation.
She al so hadppul rmnr%}ary hypertensi on w t| a gyst rH c pr eég)snﬁrg%?y% LC

started theenhvelﬂnt,vévltﬁ:tn@@mbta ohgioasly alﬁbsirtute‘d)andnajac hshatestapiailed of f
redni sone Pf rririg%q(;tl and Plﬁ u I—ha recent chocar di ogr am shows
Fpr ovenent 9987 A% SSSRGET !ﬁ%ﬁ ok Jnaidnysntian. plhonshakijledypheedidi on. 0

7 JUL 2006 i) appreciate that various adaptations and modlflcatlons of the just-

10  described preferred embodiment can be configured without departing from
the scope of the invention. The illustrated embodiment has been set forth
only for the purposes of example and that should not be taken as limiting
the invention. Therefore, it is to be understood that, within the scope of
the appended claims, the invention may be practiced other than as

15  specifically described herein.



At this tinme nore than 50 patients, nost with sone form of Lupus, but
others with various inflammatory joinf,di seases, have been treated wth
‘the inventive conposition. Virtually aq | patients have denonstr ﬁﬂ-l ?RH
nmeasurabl e anelioration of their disease state. 5 The foll ow ngﬁf: i f86 ar e
.thus to bgpypderstood to include what is specifically illustrated and
descri bed above, what is conceptually equivalent, what can be obviously
substituted and al so what essentially incorporates the essential idea of

t he invenhti onA impesitgki ¢dmeptising Brosedain andy flavenyd eclected fiohuthe geaupous

adapt ati ons. and di f'.ca{Qi ons,. of Just 10 described preferred enbodi nent
can be c8?ﬂsllsgﬁﬁé’g?\‘)\l}et°h8u UESEA £ yfljf’%fﬂ' the scope of the invention. The
illustrated enbodi nent has been set forth only for the purposes of exanple
and t hat 2shoulTte BoinpbsitibRKesdrdifig td Clditng whiefeen thevRRbh6Id cotdpeisaf ore, it is
to be understood that, within the scope of the appended clains, the

i nvent i oRUAEF™e practiced other than as 15 specifically described herein.
- 10 0 7 JUL 2006 | claim 1. A conposition conprising Bronelain and a

fl avonoi § sel : i Stc .of ' cetin and
Myriceti g 2. @ﬁg&ggﬁ%@’? ?t?cg%ﬁg%ébo(rl | ng (tﬁécl%%?’mw%%%?%% g?‘rflgfbﬁ% fl avonoi d
conpr i sesompises @adtavanol3. The conposition according to Claim1l or Caim2,
wherein the flavonoid conprises a flavonol. 4. The conposition according

to Cdaim1l im2..wh int L i,d. i | ide. 5. Th
conpost ¢ Fon_ abEbFUPRGHESH srardink o Glrud: o Wi & Yheribe Rafoddid g1 yeone |
(Fhat I S gorhpriee8a@lycoside.

S. The composition according to Claim 4, wherein the glycoside has an aglycone

that is a flavonol.

6. The composition according to any one of Claims 1 to 5, wherein the flavonoid

is selected to interact with lymphocyte Kv1.3 channels.
i

7. The composition according to Claim 3 or Claim 5, wherein the flavonol

interacts with lymphocyte Kv1.3 channels.

8. A composition comprising flavonoid, Bromelain and Vitamin C.

9. The composition according to Claim 8, wherein the flavonoid is selected from

7N

the group consisting of Luteolin, Quercetin, Myricetin and Rutin.

10.  The composition according to Claim 8, wherein the flavonoid comprises a

flavonol.

11.  The composition according to Claim 8, wherein the flavonoid comprises a

glycoside.

12.  The composition according to Claim 11, wherein the glycoside has an

aglycone that is a flavonol.

13.  The composition according to Claim 12, wherein the flavonol is selected from

the group consisting of Luteolin, Quercetin, Myricetin and Rutin.



6. The conposition according to any one of Clains 1 to 5, wherein the
flavonoid 1is selected to interact V\Acﬁg | ynphocyte Kvl1. 3 channel Sp 7 JUI?'ZUUEhe
‘conposition according to Cdaim3 or im5, wherein the flavonol

interacts with |ynphocyte Kvl.3 channels. 8. A conposition conprising

.fl avonoi Br | al | in.C 9 The.co i{jon accarding to Claim
8, Wnereﬁﬁ' t he Ic§v r?gi?igni\égéoggi“gé? 8‘31’9 ??eo%eclf"\’?g’p gfoot#p ‘{]J(gﬁe,gpgl}q ng of

Lut eol i n flaQoueoid éd setectddtoiinetdchwadyrplidopte KP1.3 ThamneRNPOSI ti on according to
Claim8, wherein the flavonoid conprises a flavonol. 11. The conposition
according.to Qaim8, wherein the flavopoid conprises a_ glycoside. 12. The
conposi tiqén add6campgsitign escording any gpe Pt laimn 80,13 e0kddéhareis they  agl ycone
that is i1td QnAgsording to Gaim 12, wherein the
fl avonol %ﬁ@é?‘%ﬁﬁ@%ﬁ%ﬁgﬁdg_cons. g’ti ng of Luteolin, Quercetin,
Myricetin and Rutin. -11- 07 JUL 2006 14. The conposition according to any
one of Cléi nms T&etcompgsitiom ecasirding he Cldimsy mdierkin thestavensiddotmprised er act with
Iynphocype g\é{i. 3 channel s. 15. The conposition accordi ng any one of C ains
10, 12 o3 "kherein the flavonol interacts with | ynphocyte Kvl. 3

channel s. 16. The conposition according to Caim8, wherein the flavonoid
conpri ses7. Quey ehpdtitich/conthrBAEPRSohbRIhnd BFBfre Rt ¢hid hav&m%éoﬁpﬂsér onel ai n
said flavonoid conprises a glycoside having an aglycone that s a flavonol
said fl a@«BWGPSIB%h?\‘QnS@Pé%W@@ef%W eiflavorpl said flayoreldieingpetdcteduiorn dlid n,

Luteolin -L6ef . T oo hilon.according to Claim27, wherein
the fl avgﬁgggwgsﬁ@g%@%%%ng’ JL]':I:ﬁr(ft(cﬂser ac?M\/g“tcﬁu?'yrrphocyt e Kvl.3 channel s.

~o

18.  The composition according to Claim 27, wherein the flavonoid is selected to

interact with lymphocyte Kv1.3 channels.

19. The composition according to Claim 27, wherein the flavonol interacts with

1

lymphocyte Kv1.3 channels.

20.  Use of a composition comprising flavonoid and Bromelain for the preparation

of a medicament for the treatment of Lupus.

21.  Use of the composition according to Claim 20, wherein the composition

further comprises Vitamin C.

( 22.  Use of the composition according to Claim 20 or Claim 21, wherein the
flavonoid is selected from the group consisting of Luteolin, Quercetin, Myricetin and
Rutin. '

23.  Use of the composition according to Claim 20 or Claim 21, wherein the

flavonoid comprises a flavonol.

24.  Use of the composition according to Claim 20 or Claim 21, wherein the

flavonoid comprises a glycoside.

25.  Use of the composition according to Claim 24, wherein the glycoside has an

aglycone that is a flavonol.



19. The conposition according to Claim27, wherein the flavonol interacts
with |ynmphocyte Kvl.3 channels. 20. e of a conposition conprising
flravonoid and Bronelain for the preparation of a nedicanment fonﬂ_@g 2006
treatment of Lupus. 21. Use of the conposition according to C aim 20,

wherein e c Ll wrther conmprises Mtamn C - 22, e of the
"conposi tl%(;'n a?ggggthtﬁﬁg[h LY 0%1%8%1%18%&82??}@?‘% lyaﬁ}?&'&erﬁﬁvﬁﬁaSWI avonoid is
sel ect edsdi¢oted frine the grompeonsibtirg SR @éolln) Qaetdetin, FBI SR MPricddd i cetin and
Rutin. 23. Use of the conposition according to Caim20 or Caim 21,

wher ei n ?e gsav%rﬁoi d conprises a flavonol. 24. Use of the conposition
accor di né) t S ompogitign acoprding e ary ene ofClaims 98 o206 wherginitkes a

gl ycosi dgayofsid i¥s ﬁpﬁ 'é,ll']gﬂ]: i aim 24, wherein the
gl ycosi deavhas1 aln ngg gl/r(t:é(;ﬁlé&tg atﬁli ?g\glg{nﬁ'ggbﬁ-egw JUL 2006 26. Use of

t he conposition according to Caim 25, wherein the flavonol is selected
f r om t he2§r ouldseofithe sonpgsitibn heroeding o afuenecdtGlaimsRE, 26 o206, Whidrkiget i n.  27.

Use of the o sition agcording t ne of Clains 20 to 26, wherein the
f1 avonoi eiﬂévé%?é%tf@ﬁ%t‘@ mgﬁe\%\?ﬂ%l ﬁ‘lﬂ‘?ggcyte KV 1.3 channels. 28. Use
of the conposition according to any one of Clains 23, 25 or 26, wherein

the flavamol Usd ef thecompbsition ¥¢BBRAEY tECHIN12B0LORIASN Swhdlin tyﬁe of the
conpositjion according to Claim20 or Claim?2l1l, wherein the avonoi d

conpri sedavengidcomnsises Quercetie of a conmposition conprising Bronelain and a
flavonoid selected fromthe group consisting of Luteolin, Quercetin and

Wricetiqy for 1.0 . i nt _for the trea nt,, of Lupus
and | it o7y oAl Nontiche SERAANEH 2 iRlorcl@soth Rl BERME ng o
Caim 3groupmernsisting loé Litealin Quetcetin and Myricetin for the preparation of a '

medicament for the treatment of Lupus and inflammatory joint diseases.

31.  Use of the composition according to Claim 30, wherein the flavonoid

4

comprises Quercetin.

]

32.  Use of the composition according to Cla{im 30 or Claim 31, wherein the

flavonoid comprises a flavonol.

33.  Use of the composition according to Claim 30 or Claim 3 1, wherein the

flavonoid comprises a glycoside.

( 34.  Use of the composition according to Claim 33, wherein the glycoside has an

aglycone that is a flavonol.

35.  Use of the composition according to any one of Claims 30 to 34, wherein the

flavonoid is selected to interact with lymphocyte KV1.3 channels.

36.  Use of the composition according to Claim 32 or Claim 34, wherein the

flavonol interacts with lymphocyte KV1.3 channels.

37. Use of a composition comprising flavonoid, Bromelain and Vitamin C for the
preparation of a medicament for the treatment of Lupus and inflammatory joint

diseases.



[4

conprises Quercetin. 32. Use of the conposition according to Caim30 or
G aim31, wherein the flavonoid conpjises a flavonol. 33. Use of the
*conposition according to Claim30 or aim31, wherein the flI avoﬁ‘lpugll3 2006
conprises a glycoside. 34. Use of the composition according to C aim 33,

.wherein Bpe glyeces itlﬂ:ecotﬂg;%sﬁfbn a%%rﬁ?%&@ ciiat %’{j%}fl%r%.h@(e\?\ggono?ﬂ% Use of the

conposi tion according any one o al ns erern Fhe fl avonoi d
i s sel ecsdectedirom the godupnionkistipgmphibatgolén, QubetceSnchyrioetiisand3Rutit)se of t he
conposition according to Claim32 or Caim34, wherein the flavonol

interactg,w th,l hocyte KV 1.3 ghannels. . ,Use aof conposition

conpri si 2% fl @\78%’%,0(’%}@&&0&%‘:%(&3% ﬁéﬂf’h%“ﬂﬁelf‘ﬁ? ﬁl‘ﬁ’r"@ﬁ ation of a
medi canmegdmbpisestafavbheiat nent of Lupus and inflammatory joint di seases.
-13- 7 JUL 2006 38. Use of the conposition according to Claim 37, wherein
the flavonoid is selected fromthe group consisting of Luteolin, Quercetin,
Myri cet i A0-and Usaief fe cogmpositioa ageording te §giasit, ivdierein ther favegoido O ai m 37,

wherein . Idigecomprises a flavonol. 40. Use of the conposition
accor di ng&tﬁgﬁ§e%\églimogl_§l1e. wherein the flavonoid conprises a glycoside. 41.

Use of the conposition according to Caim40, wherein the glycoside has an
agl ycone4t.hat Uss ofithel cauposition (acédtdingte Cbdind 405 whergi diet dlpdbsaiedas ghng t o
Claim4l, wherein.the flayonol is selected fromthe group consisting of

Lut eol i n28l¥sRE ti‘%?%ﬂf}/’?ri etin and Rutin. 43. Use of the conposition
according to any one of Clainms 37 to 42, wherein the flavonoid is selected

(to interagt M@oftﬁ%ﬁﬁ@é&i@ioﬁ%e&dﬁ@@@@%ﬁr41‘}4Nhel-§§ﬂﬁfﬂefvlaﬁolci9”p05i tion
according to any, one of Clains 39, 41 or 42, wherein
selected from the group consisting of Luteolin, Quercetin, Myricetin and Rutin.

43.  Use of the composition according to any one of Claims 37 to 42, wherein the

flavonoid is selected to interact with lymphocyte Kv1.3 channels.

44, Use of the composition according to any,one of Claims 39, 41 or 42, wherein

the flavonol interacts with lymphocyte Kv1.3 channels.

45.  Use of the composition according to Claim 37, wherein the flavonoid

comprises Quercetin.

46.  Use of a composition comprising flavonoid and Bromelain said flavonoid
N comprises a glycoside having an aglycone that is a flavonol said flavonol being

selected from the group consisting of Quercetin, Luteolin and Myricetin for the

preparation of a medicament for the treatment of Lupus and inflammatory joint

diseases.

47.  Use of a composition according to Claim 46, wherein the flavonoid is selected

to interact with lymphocyte Kv1.3 channels.

48.  Use of a composition according to Claim 46, wherein the flavonol interacts

with lymphocyte Kv1.3 channels.

49.  Use of the composition according to any one of Claims 20 to 48, wherein the

medicament is an orally administered medicament.



“the flavonol interacts with |ynphocyte Kvl.3 channels. 45. Use of the
conposition according to C aim37, m@?ﬁgin the flavonoid conprikksyl 200
sQuercetin. 46. Use of a conposition conprising flavonoid and Bronelain said
flavonoid conprises a glycoside having an aglycone that is a flavonol said
.flavonol sgein &}ﬁ? uteolin
and Myri Cgtl n or #ﬁ&é&%@gﬁﬂﬁ@%ﬁﬁ%ﬁg@ﬁgg&%@@ é%&fggk%ﬂnllgnt of
Lupus andnedidareemtristadnyinjstared at ledss dailes. 47. Use of a conposition according
to Caim4-6, wherein the fl avonoi d is selected to interact mﬁth

| ynphocyt.e Kvl nnel 48. Us a |on ccor di aim 4-6,
wherern’ Ot f IUSTGRARe SERIsHATsoeRioiTR RS RBES G4, 3 BrsnHBRSIn WS, “Lie of
-the CO”D@:?ddEdaﬁfén@%%hﬁiﬂ&&réd)at%%tQﬁi@e351 aims 20 to 48, wherein the

medi canent is an orally admi nistered nedi canent. -14- 07 JUL 2006 50. Use
of the conposition according to any one of Claims 20 to 49, wherein the
medi canent is admnistered at |east daily. 51. Use of the conposition

according to any one of Clainms 30 to 49, wherein the nedicanent is
adm nistered at |east tw ce daily. -



