0 17 JUL2000 -1 COWPCSI TIONS FOR THE TREATMENT OF LUPUS Background of the
Invention Area of the Art The present invention concerns a treatnent for
rheumati c diseases 5 and for joint diseases. Description of the Prior Art
Lupus Erythematosus ("Lupus") is a chronic inflammatory di sease that can
affect the skin, joints, blood, and kidneys as well as other parts of the
body. Lupus is an "autoi nmune" disease in which the inmmune 10%$§ggqmmnakes
anti bodi es directed against parts of the body. Normally antibodies react
only with bacteria, viruses and other forgign substances. Wen "self"

anti bodi es are made, damage can occur either through direct antibody

nmedi ated attack on body tissues or indirectly fromimmune conplexes. |nmmune
conpl exes are the reaction products between 15 portions of the body's

ti ssues and the anti bodi es. These conplexes build up in the skin or in
joints or in ki dneysCoOfMPQIHENSaQRIFHE ABEATIMENTOF bUPUSpous. Al t hough many
cases of Lupus are mld, the disease may cause serious |ife-threatening
synpt ons. LBpdisgrogand e thé imvantgisieer of "rheumati c” di seases that generally

20 al so i nclude an aut ol nmune conponent. Usually nuch of the danage of Lupus
and ot her rheurmafiee of eaf8s is nedi ated by inflanmatory processes.

Inflanmation is generally.a process whereip circulation to.a ,region of
tissue is i ncreag%e gﬁ%ﬁﬁd%\ﬁgq}bo&g?nﬁpfsa ﬁgﬁ%ﬂ%&l goa[k@’eé'wqtﬁa?'se Ste bl ood
cel I's cap i ghd lfér Rt diféhsegi on and attack foreign bodies. If 25

aut oanti bodi es are invol ved the bodies own tissues are attacked and danmaged

or destroyed. If the inflammtion occurs in the joints, the
Description of the Prior Art

Lupus Erythematosus (“lupus”} is a chronic inflammatory disease
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. Normally
antibodies react only with bacteria, viruses and other fofeign substances.
When “self” antibodies are made, damage can occur either through direct
antibody mediated attack on body tissues or indirectly from immune
complexes. Immune complexes are 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
of Lupus. Although many cases of Lupus are mild, the disease may causse

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 o_ther rheumatic diseases is mediated by inflammatory
processes. 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 fissues 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 resuit in



cushioning and lubricating cartilage of the joints can be damaged. This
causes frictional damage to the bones of the joint, which can result in 97
JUL 2006 -2 nore inflammation and nore danage. This is why anti-inflamuatory
drugs are often used to treat Lupus and other inflammatory joint diseases.
It is generally believed that sone joint diseases such as ostmpgwthmgtis
are nore of a "wear and tear" disease wherein the cartilage is naturally
eroded. 5 However, the end product is stibl inflammation (which causes
further damage) so that anti-inflammatory drugs are also effective. The
nost commonly used anti-inflammatory drugs are non-steroidal

ant - i nf | amggLor (Al HeSoSUGH AS,d PUREGL efisQL el apralen il aghoon the

i nfl ammat ory processes downstream 10

directly affecéftéhesslditberdtopheLhhd diMes|muhilaidifijbint @RtdeaE] RNsOr b
speeding their destruction through apoptosis. O her effective drugs are

cyt ot oxi ¢ dyengsalbpubelieved that snmehjoirtt disgasesssichias ostroarhdiiseeeiaad hence

i nfl ammati on) by damaging rapi.dly diyiding, cells such as i ne .cells. 15
no w11 be SlhBr Spah BC el Ghocabesharaiy 106 cc Tiades i ARtuTabe Sedihs i de
ef fect's 5 NofloakGb0! il il brodictalTRuRT iridhitaSGRNARM SRl Oithdlamage to
the digestive systemand often prolong bleeding tines. Sterords can be

adducti ve atminbgelescathwitdmtiFiaflgmnedtosetraissarei also effeedvs, i ncl udi ng di abetes.
Cytotoxic drugs can result in oversuppression of the imune 20 systemw th

resul ting infectj,ons and even cancey, Further,  man i.nf | anmat or
di seases- especi a i}eyW&B&gﬁ{ﬁgnl&&s%ﬂ;gr&gmﬂ%@awﬁ/e fygf gre é}?{/"s(}F’“%{%%
treat ment s. o (RIFRAMARIrY drli§§ s8ck YRBbOSrcten &% ieesB oGt W Hidh actahanand
effective treatnments for Lupus and other inflammatory di seases. 25 Summary
of the | nvenflapmatory processes downstream of the white blood cells. Steroids
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, {500 mg of

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



The inventor has found that bioflavonoids, particularly flavnols such as
Quercetin, supplenmented with Bronelain and Vitamn C, (500 ng of each, in
doses three tines a day) conpletely reverse the synptons of 0 7 JUL 2006 -3
Lupus and other inflamuatory joint diseases. Luteolin, Myricetin and Rutin
are also effective bioflavonoids in the present invention. Experjnmiiital data
i ndicate that Luteolin is sonmewhat nore effective than Quercetin. Luteolin,
however, is currently difficult to obtaingeconomcally in quantity. 5 Wiile
not wi shing to be bound to a single explanation for the working of the
present invention, the inventor bel i eves that a significant part of the

cel | urar i GHPLR 2ndupr FlAinaal iBRE dhedeSed ARt P e b Rt "
pot assi um GHarnel eﬁé&r\pesﬁio@i@vbﬁoiasrﬁ ahé prateit naiwiﬁ.ow {‘Eﬁkﬁéﬁﬁiehi;alro%@t ed to 10

t he abnormal i mune response. (See "Abnornmal K+ channel expression in
Aut ol mmune Imdise@seisbat Luwh@hamdyoianwmhmcua pifiﬂ@k:tishedham Qaetsetip. t he

Univer3|ty li,fornia at lrvi | nune ses linked to
abnormal  Kedindo st o Berustort wiibiehaBla seoeemicehs m el e CEur 3.
| nmunol Cahal an MD, Chandy &K, Gissnmer S., 1990, 20: 747 15 751). It was

shown rgts w thvexipermorealishin®lio bBYy $bant ctd o einglerespnatmions sy théi abet es
(Type 1) and EAE (Exgeri ment al Aut oi nmune Encephalitis) were tested for the
Kvl. 3 chann@prkirmf ithe vrgsemolventiondthe ensen Qli‘ﬁV@é iii@i;ea sigeifgant and

08 o2 ed BRI sl hl b oA BSRE SBR AT hiorpUbREER e, Ve ovs
show a contd&iaimﬁeiimaphﬂwﬁawmsﬂihfmreqseisqrit hBY Helf $R6lwr (EhPaBRdrmal L has
i ndependent |y been denonstrated that flavonoids, especially Quercetin, are
very eff ectpotesaumnaiduingt expreshion io cediain au'mutmynuna dispasassisiralatehamnel . This
SqueSt‘i%d tt?ietaria%olrnq\a/iie ir}rti%bnter]response (See "Abnormal K™ channel expression in
Autolmmune Diseases...” by Chandy and Cahalan published in 1990 by
the University of California at Irvine and “Autoimmune diseases linked to
abnormal K* channel expression in double-negative CD4-CD8T 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,



flavonoi ds could be effective in controlling human Lupus. 25 Detail ed
Description of the Invention The foll ow ng description is provided to enable
any person skilled in the art to nake and use the invention and sets forth
t he best nodes contenplated by the inventor of carrying out _his invention.
Various nodifi- cations, however, will remain readily apparehi Jtib Xifose
skilled in the art, 0 7 JUL 2006 -4 since the general principles of the
present invention have been defined herth specifically to provide an
effective treatnment for Lupus and other autoi mmune and inflammatory joint

di seases Fl avonoi ds are ubi quitous secondary products found in nost land 5

pl ants. Fl avonoi ds are gxygen based rather than nitrqgen based L.k
traditionaIS'ﬁﬁ%rtﬁ%c%ﬁﬂer aﬁ{ %P%ﬁﬁfgi‘i%@ﬁ?ﬁﬂ‘&slﬂ}fﬁmé@ gT%YﬁI ?%Té.dehgeéuch t hey
are end t ergdrBins sSAEREAINNAGPORHE = EALBAVe tRARMBhEShF 20pdoNRuSethef! avonoi ds
i nhibit 5-1ipoxygenase in the cytokine rel ease pathways because hydroxyl
groups at 4aytoBpmand andpgofaminuatenojointhdisédseeonoi d 10 nol ecul es accept

el ectrons. (See, Effects of FLAVONO DS on Arachidonic Acid Metabolism A

F. Wlton, L.D. ' I ' ci i vation Rel d to the
Put ative Action Fl%‘%iﬂ?d%@f Iﬁ@'&%{}ﬁg %{%ﬁhéﬁ%’éﬁfgnﬁd%ﬁabnoﬁ})olsgslg%'% Bi ol ogy
and Medigci nslantdl. OklBQoh&Ias , arePlaiygBA ObaSHE ahiherNthatl MiGbyée - BdeldV Tiky

Rel ati onshi ps, pg 231-242, 1986 15 Alan R Liss, Inc.). Flavonoids nodul ate
t he i nmune fre@ponglepharmangivticalsoplest cermpmyngs $uake as aalkalalds, Ashisubhprevents

o L o0 o SPRAT 4l £ S SO0 D Pl B, P! e,
Structural gepsisleachmniic BLIRRDgerhdcNtifr a6k | BRI Nrdiddse RRRways, .
i nplications for their antioxidant 20 properties, Brown JE, Khodr H, Hi der
RC, Ri ce- Evieewau€d, h{lroshiermrodps at 4', 3, and 7 positions of the flavonoid
10 molecules accept electrons. {See, Effects of FLAVONOIDS 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 transport molecule fodothreonine
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 |I: Biochemical, Cellular, and Medicinal



1998 Mar 15;330 (pt 3): 1173-8). A nunber of biological effects of

fl avonoi ds have been el ucidated. For exanple, flavonoids inhibit

Dei odi nase, which is the enzyme that promulgates thyroid functions.

| odot hyroni ne dei odi nase i s oxygen bound 25 and directly inpag ts gqﬁ@
oxygenation. Flavonoids have the steric binding mmcry of IlgaH hat

bi nd the oxygen transport nol ecul e | odot hreoni ne Dei odi nase. ("Rol e of
FLAVONO DS in the Oxygen-free Radical Mdyl ation of |Inmmune Responses”, B.
Pignol, et. al., Role of Flavonoids in th Oxygen- Free Radi cal Modul ation
of the I mmune Response, Plant 30 Fl avonoids in Biology and Medicine |1I:

Bi ochem cal , Cel L ul ar, C UL .200 5 Pr erties

173-182, 198%PRIUSH RPYY| 272* ‘Ygﬁc {%%t’rgﬁ&é b—'?fct f‘m faﬁ &@wpt%s of
FLAVONG DS Relsg8haiiips 4 RLRVONGIDE Bty g V. Cody,
Pl ant Fl avon0|ads | nEBl ol ogy and Medi ci ne: Bﬁg@ Zﬁﬁ%%’a h rmacoﬁ og| cal, and
Structure- ASttequ,deR’eI Stl\zinslmcm PG 6Flavéheids Rin Bislegy! aad, Mughcn&?e?3 382).

Fl avonoi ds thus tur n_down the  thernpstat” of honeostasjs. ("lodothyronine

Dei odi nase P¥CShERYIAIL 353693395#3&‘%' FAnS\/BHF tyse- AQI'VIWOBHW'@“B@'PSBi@sGSt ructure
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Bi ochem cal thelrﬂmlamrnamidmmésns Ado&bthyedih& - B6ibtiiab¥ Beirﬂﬁblaa*wMyps 1986
Alan R Liss, Inc., pg. 373-382). It is believed that the effect of

f1 avonoi ds Plant Hféﬁqbfr@sl ST .nlekosiie pg. 3rédiSatusdurehAotigity tHedatidsshipsdi scussed
effect onio the effect _on the, thyrqjd jndi es that
the fl avonongiwégﬁ%%ﬁ%@‘yﬂﬂéﬁ@%ﬁtgs EBﬁ’é‘“Bl%ﬁ’%\é‘? géfle M}]’gﬁg{rﬁl n the
present i nvent icoily, TRRaritNVaUoidd N UBIBRGF AR aMedidingheBioBh&RRIA,
I nventi on because fhere IS sone

10 Pharmacological, and Structure-Activity Relationships, 1986 Alan R. Liss,

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 flavoncids may be acting on

15 more than one biological system in the present invention. The inventor
inciuded 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
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
deactivaied 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-



I ndication that this enzyne can aid in the regeneration of cartilage in a
damaged joint. Cenerally, Bronelain alone is not effective in aneliorating
the joint pain in either osteoarthritis or Lupus caused joint inflammtion.
It 20 is logical -that the conpound is not effective in Lupus 3§Pﬁﬁn 0
continued Lupus-induced inflammati on would mask any j oi nt glﬁffects
of Bronelain. It also seens apparent that osteoarthritis, at | east in sone
cases, is nediated by an inflammatory progess. This may explain why

Bronel ain treatnment of that di sease has not been very effective. 25 However,
the flavonoid conponent of the present invention controls inflammation
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with th fI (o t ronel ai n
is clear ess @egﬁ \E/F!aéiﬁ?%ao%?hgg%ngﬁ | bn‘lfo%awd ar”\g: Bwfeladf contain
f1 avor oi ds comiviny witiewffactivanfiavarwidsi AIsBI; gires aidt kﬁ@whl nediivdrt theef fect i ve
flavonoids. Also, it is not known whether the conbination of flavonoids in

natural pro6eERinaHoghet deypeaids inheateralripiuctst might desresse dhet%fﬂ|bor rect™”
fl avonoi ds. g r .Wwhat eve eas.ons rre,r i

what & Q @ dnoeit ar y- tre%taﬂevrét srfor Fupus and
rel ated di s&4S SE A n8 ftg' en 8B s IRV i%' WRI 1 ;5reesa§ﬂ’f' VEht or
bel i eves t h@ltetér'?ﬁ‘tré&i%éﬂt@ﬁopf_uﬁué and %Iﬁé@dt&@&%ﬂ@é’ﬁ@@bé’éﬁ&@é@s@hﬂ m xture
enhances the effect of the mxture, it is apparent that the m xture w thout
vi tam n1@ i Vhilesthepfasent veven!qgm@gbwes that the addition of vitamin C to the
flavonoid/Bromeiain mixture enhances the effect of the mixture, it is
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 regqulate 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 hydroxyl 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



because vitamn Cis 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 nunber of flavonoids, especially certain flavonols
have the correct . charge, structure to regulate t he key ion channels.
Quercetin, which has been used in the majority of tests of theJiir gent

i nvention, is very effective in tests of ion channel function. Luteolin is
even nore effective 20 than Quercetin in ch tests. Limted tests have
shown that replacing Quercetin with Lutedlin in the inventive fornula is
somewhat nore effective. However, at this time the inventor |acks a ready
source of harnapeutlcal rad Lufeolln to denpnstrate mhether luteolin is
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present i nvevith ome QlkecatdgBtdrselain/Viteain Ggnixetingal patients with the
I nventive conposition have been extrenely dramatic. Besides the cases

descri bed 5 herej I' ra.I d atien ve, shown results
when treated wt #%Q e&egﬁﬁng%tﬁ%‘f i WA %g'm DCh?r? FhPe? e%gd?ﬂ t he
first testedosuiiechiohth¥amd Bzuldmhatmdsub%nobedrrr bdeenshé hoidie thont hs and
could neither sit up or turn over. She showed the

typical Lupus butterfly rash and was diagnosed by a blood test showing a

10  positive ANA {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 Plaguinel 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 months of beginning a
regime of one pill {500 mg Quercetin/500 mg Bromelain/500 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

compaosition.

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

since they reported that they were “completely recoverad.” 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).



typi cal Lupus butterfly rash and was di agnosed by a blood test showing a 10
positive ANA (anti-nucleic acid antibody) titer-criteria indicative of
Lupus. The subject's nother had previously tested positive for Lupus and
has been tyeated w th several nedications, including Plaquinﬁkjﬁng

Cycl osporin. A second subject, KA had also tested positive for. b m@‘and
had been being treated with Plaquinel and Cycl osporin. 15 Both of these test
subj ects experienced rapid relief fromsyggtons of fatigue and depression
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Er yt hemat osus synfvitisJUL 2006 -14 Additional patients have al so shown simlar
positive results. MK was a 65-year-old wonan with seropositive rheunmatoid
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a positive SSA (anti-Ro) antibody. After three months of treatment with
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 slevated anti-DNA
antibody. After one-month treatment with the inventive composition, her

20  Anti-DNA level decreased from 454 to 186 (hormal less than 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 gd and Plaguinel. Her
recent echocardiogram shows improvement-there was no longer any

evidence of pulmonary hypertension.



NM was a 37-year-old woman with an inflammatory polyarthritis and positive
ANA (anti nucl ear anti body). She had Sjogrens syndrone with a positive SSA
(anti-Ro) antibody. After three nonths of treatnent with 10 the inventive
conposi tion, she noticed decreased hair loss, and a |essening of joint pain
and swel l'ings. Her serologies also inproved. Her initial AN tlt efwas 170
and SSA titer was 584, and occasionally nuch, nuch higher. Her nbst recent
serol ogi es show an ANA titer of 67 and SSA of 429. 15 DS was a 57 year old
female with SLE/ S§j ogrens. Her disease nmanifestations were pul nonary
infiltrates and pul nonary effusions. Despite high doses of prednisone,

I il, d | he had tl d. I t , f , joint
Swel i ngs, and ePSVAPCHETPIREN S ARBRY: HPRew o B AP o F4Phdne wi th
the inventi e, CAREAS Witk YaridGs inﬁgmﬁ%tbf\p:}@n#% as#8ChEd8 Sbdr] YBafaft 1O 186

(normal less than 30). LC was a year o emale wth SLE. Her main

mani f est at i avish thawesdntioe ganpdsitiod | Sirteellyonl panderte hiaveeddmsestostetliss. She
has had recurrent chest pain and pal pitations. Her echocardi ogramin 1999
showed val vigasuraie amadioftion of thedr diseass steturgitation and nmld to
noderate 25 tricuspid regurgitation. She al so had pul nonary hypertension

with a RY systolhe RN8es @ldisare dHusSloabé efhdeRRob@VBNhCNRICCAMRPS ti ONsS
and after four nonths was tapered off predni sone of 20-nmg qd and Pl aqui nel.

Her recent spebificaihdi dipstnatathowsdi rmsoribednebover ewhat D congatualhy
pati ont s, mSGLNATY VUTRY F51 PeoPPYIBBEY, SUBR ISR e FUHRgr egstaly

oo i) RS en LRSS GokE ot gk RahGH 9

will appreciate that various adaptations and modifications 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.



measurabl e anelioration of their disease state. 5 The followng clains are
thus to be understood to include what is specifically illustrated and
descri bed above, what is conceptual lyjg-equi val ent, what can be obvi ously
substituted and al so what essentially incorporates the essent iua}l U%ﬁ’ﬁ of
the invention. Those skilled in the art w | appreciate that var% ('J

adapt at i gr&qimnd nodifications of the just 10 described preferred enbodi nent
can be configured without departing from the scope of the invention. The
illustrated enbodi nent has been set forth nly for the purposes of exanple
and t hat lshoul/HCBROSHON COREMISHE liomeéqnhgnd%ﬁévq FRIGSeL SORARREOMR, it 15 to

be under%ﬁﬁ&i%{}ﬁf)% té@lihhgﬂeﬁ:&ﬁx i&dtin, t he appended cl ai ms, the invention

may. be practic er than as 1 pecifically described herein. -10 |
claim 07 JUL 2006 1. A conposition conprising Bronelain and a flavonoid

sel ect ed Z r omTheeomposifion ecnesdisg inGlaoh 1| wherein the flguencétompased Myricetin. 2.
The conpaqgsiti ?n according to Claiml, wherein the flavonoid conprises

Quer cet i " ¥ he conposition according to Claim1l or Claim2, wherein the
flavonoid conprises a flavonol. 4. The conposition according to Claiml or

G aim 2, mhereihg chhoditiay Qé&i‘cﬁn%]fcpﬂﬁiﬂﬁﬁﬁ Caigd Y,GA%ir&i8 thdflavdagidconposi ti on
according to Claim4, wherein the glycoside has an aglycone that is a

f | avonol .coBprifse #ayepolsi ti on according to any one of lainms 1 to 5, wherein
the flavonoid is selected to interact with |ynphocyte Kvl.3 channels. 7.

The compogsi ti af 3EGB6MHiBY alQrdih@ld TR PR 2 wiliShhnkNfold 2vonol

comprises a glycoside.

5. 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.

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

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.



interacts with |ynphocyte Kvl.3 channels. 8. A conposition conprising
flavonoid, Bronelain and Vitamin C. 9. The conposition according to Cl aim8,
wherein the flavonoid is sel ected fr__orlhrp_ the group consisting of Gtgol Ak,
Quercetin, Myricetin and Rutin. 10. e conposition according to Claim 8,
wherein the flavonoid conprises a flavonol. 11. The conposition according

to dai mg, V"‘T%%Bﬂnpbﬂﬁoﬁ 5&\5%19%% &RHE 10F ESaifs 8Gb X8 ORhdein the. The
conposition according to Claim1l, wherein the glycoside has an aglycone

that is dlavornidisoielected to Mieractomiolimpboayta&od3dibagnels C ai m 12, wherein the
flavonol is selected from the group consisting of Luteolin, Quercetin,

5 1015, ner drk cbigositn eberdtal P R 1B, B NG ARehlie e U Oy e

Kvl . 3 chanoeidl intdfacts With l9aipResité Kon 3abamiets. ng any one of Cainms 10, 12 or
13, wherein the flavonol interacts with |ynphocyte Kvl.3 channels. 16. The
conposition according to Claim8, wherein the flavonoid conprises

Quer cet i A6- 0 Thgwpmpesiton accopdipg infeldin Sowhersindhe Havepoid empdied and Bronel ai n
sai d fla\(g;ép({eg conprises a glycoside having an aglycone that is a flavonol
said fl avono %’ei ng selected fromthe group consisting of Quercetin,
Luteolin and Myricetin. 18. The conposition according to Caim?27, wherein

t he fl avdfioi d A somplsginednipsisingftayoadit] and Boorhylapranyfleokeld @ngfrasanel s.  19.

The conposition according to ai.m 27, wherein the flavonol interacts with
| yrrphocytaélm‘?f‘lagﬁéﬂﬁglF\%P@Y‘f’%%@%a §ﬁ@%é@*§8§¥%@hﬂ@%ﬁkﬂ@ #9™ v onoi d and
Bromel ai gy frcoh iy GRHMALRAN Luteolin and Myricetin.

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
lymphocyte Kv1.3 channels. ‘
20.  Use of a composition comprising ﬂavonioid 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.



of a nedi canent for the treatnent of Lupus. 21. Use of the conposition
according to C aim 20, wherein the conposition further conprises Vitamn C
22. Use of the conposition accordingjqa Caim20 or Aaim2l, wherein the
flavonoid is selected fromthe group consisting of Luteolin, Qbtddt 1
Myricetin and Rutin. 23. Use of the conmposition according to Caim20 or

d ai m 21 3gWher gk bf iRRompoivien abhreinf s ChAs 23, Whada @k fladdnol e of the
conposition according to Claim20 or CJaim?2l, wherein the flavonoid

conpr i seselacted fromcthe groupBongistingoft LiutrolinoRpersetin, Rutinond Mymeetino d ai m 24,
wherein the glycoside has an aglycone that is a flavonol. -12 26. Use of
the conpgsiti r di £ i el . V. IS 4sel ected
fromt heazr ougﬂ?:%?lgll%scg H%S%I n%@é@bé% %ﬁecog{ql%&%%(# ?on%e;%l G urllt fetin. 0 7
JUL 2006 {ldvendils & sefecteti@o indraaisiith Bmphocye KIVIQ3 tiunaslg, one of Clainms 20 to 26,
wherein the flavonoid is selected to interact with |ynphocyte KV 1.3
channel s.. 28. Use qf the conposition according to any one_of Cains 23, 25
or 26, whérei NsepﬁﬁlefCPHRPBHBPnPPﬁoéﬁhaéf%a%QWquﬂﬁmﬁc%}s35R’K/Qﬁs.‘%h%%nnels. 29.

Use of t ol g;‘nﬁé qﬂ@ I or Claim 21, wherein the
fl avonoi Q%c%%g?@?g{sek%ghe‘?@%ti H&g%&: égg'?arglglcsbrrposi tion conprising Bronelain

and a flavonoid selected fromthe group consisting of Luteolin, Quercetin
and Myri @8t i nUsenf theeompeptivatcmndiog taClaie d2CanElaim 26y whéreinttheat nent of
Lupus and inflammtory joint. diseases. 31. Use of the conposition according
to d ai m8yon ‘é‘?‘@???%dé‘e?cle%ﬂonoi d conprises Quercetin. 32. Use of the

conposition according to Claim30 or Claim31l, wherein the
30.  Use of a composition comprising Bromelain and a flavonoid selected from the

group consisting of Luteolin, Quercetin 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
comprises Quercetin. ‘
32.  Use of the composition according to Claim 30 or Claim 3 1, 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.



flavonoid conprises a flavonol. 33. Use of the conposition according to
Caim30 or Caim3l, wherein the flavonoid conprises a glycoside. 34. Use
of the conposition according to C ai.qg33, wherein the glycoside has an
agl ycone that is a flavonol. 35. Use of the conposition accordi n@hbﬂ.aﬂﬂﬂﬁ one
of Clainms 30 to 34, wherein the flavonoid is selected to interact with

| ynphocy3g. KV Uke 3f eeasafiflosition Gccotliflg @ Claa 300WheRid the Mlagessd i ng to C aim 32
or Claim34, wherein the flavonol iInteracts with |ynphocyte KV 1.3
channel s selgted {jem the gepupsapusting of Lusenkiny Quetsefin, Mytnednand lain and

Vitamn C for the preparation of a nedicanent for the treatnment of Lupus

and infl gg;mt fs¥ of ﬁie%ﬁléj% 'Bﬁﬁg&rd'hégo égaitfxg??e\ggérfefﬂﬁ'ﬁe gRsigti on according

to Caim wherern t avonol el ect rom the group consisting of
Lut eol i ncofpasssatflavondlyri cetin and Rutin. 39. Use of the conposition
according to Caim37, wherein the flavonoid conprises a flavonol. 40. Use

of the c osition_ according to C.aim37, erein, the flavqQnoid conprises a
gl ycosi dggp4lﬁsﬁlggtb8fcomﬁ’83‘@8ﬂﬁ8‘éq%1f’6w gé&"ﬂ\ggiw eIy %Féliaﬁ?%fl wherein the

gl ycosi dgoRpfisdn glp@kieone that is a flavonol. 42. Use of the conposition
according to Claim4l, wherein the flavonol is selected fromthe group
consisting of Luteolin, Quercetin, Myricetin and Rutin. 07 JUL 2006 43. Use
of the céiposUst ohthecompabitign aeconding tn€laih 40} whersirgthe glycagide Whseamei n t he
flavonoid js Sﬁhecte to Lnteract with | ynphocyte Kvl.3 channels. 44. Use of

the comdS¥tPEHLRBHA Mt 0 any, . one of Claims 39, 41 or 42, wherein the
flavonol interacts with |ynphocyte Kvl.3 channel s.

42.  Use of the composition according to Claim 41, wherein the flavonol is

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 cﬂannels.

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
comptises 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 66, wherein the flavonoid is selected

to interact with lymphocyte Kv1.3 channels.

48.  Use of a composition according to Claim 66, 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 oraily administered medicament.



45. Use of the conposition according to Caim37, wherein the flavonoid
conprises Quercetin. 46. Use of a conposition conprising flavonoid and
Bronmel ain said flavonoid conprises a glycoside having an aglycopne that is a
fl avonol said flavonol being selected.fromthe group consisting/dtl 2006
Quercetin, Luteolin and Myricetin for the preparation of a nedi canent for
the treatnment of Lupus and inflanmmtory joint diseases. 47. Use of a

conposi tisgn a¢re bl titdohibosHtidh &Rdinphe B} shel T 1hindY 208 0 ivehet@h @t ed to
interact with |ynphocyte Kvl.3 channels. 48. Use of a conposition according
to O ai mnsglicaweat siadmimsiereday dnas dailic eracts with | ynphocyte Kvl.3 channel s.

49. Use of the conposition according to any one of Clains 20 to 48, wherein

the nedigane i ] e iGamen A L 2006 50.
Use of tﬁg‘ coypsgg?P?&r?ﬁ{é%c%%%ai%gégg@gaﬁy o%l{egeog:‘(ﬁ%lﬁgg'l ér%t%%is%l%ﬁé?%h\%ner ein the
medi canemiedic@nranisadsimsetdalt 1dastasticedhiilyy. 51. Use of the conposition

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



