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UNITED STATES DISTRICT COURT
WESTERN DISTRICT OF WASHINGTON

EDMS, LLC, a Washington State limited ) 1 4: g
liability company, ) 0 1 ——
) 0.
Plaintiff, )
)  COMPLAINT FOR DAMAGES AND
V. )y INJUNCTIVE RELIEF
)
FRANK S. BELL and POLLY BELL, husband )
and wife, and the marital community composed )
thereof; and CABEL CORPORATION, a New )
Jersey corporation, )
)
Defendants. )
)
Plaintiff EDMS, LLC alleges as follows:
INTRODUCTION

1.  This is an action seeking damages and injunctive relief arising out of the defendants
wrongful conduct, including without limitation, infringement of a U.S. patent, unfair competition
arising under the Lanham Act, 15 U 8.C. §§ 105! ef seq. (as amended); unfair business practices
arising under RCW 19 86 ef seq.; common law business disparagement; and interference with
business relationships and expectancies.

PARTIES
2. Plantiff EDMS, LLC (“EDMS”) is a limited liability company organized under the

laws of the State of Washington and having its principal place of business in Stanwood, Washington.
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EDMS is the exclusive formulation license¢ of the certain proprietary compounds comprising
histamine and caffeine delivered via transdermal means for treating symptoms of Multiple Sclerosis
(MS) and related diseases. The rights thereto are protected by and described in U.S. Patent number
6,277,402 (hereinafter, “the ‘402 Patent™), issued on August 21, 2001. EDMS also has foreign
patents pending throughout Europe for thus method for treatment of MS and related diseases.

3. On information and belief, defendants Frank S. Bell and Polly Be!l are married person
residing in Palm Beach, Florida, and/or Williamstown, Massachusetts. All wrongful acts of these
defendants as alleged herein were performed for the benefit of their marital community.

4.  On information and belief, defendants Frank S. Bell and Polly Bell have been and are
acting together in a de facto partnership (the “Bell Partnership™), doing business and/or representing
themselves, individually and collectively, using the pseudonym “GoodShape.”

5  Oninformation and belief, defendant Cabel Corporation (*Cabel”), is a New Jersey for-
profit corporation having its principal place of business in Parsippany, New Jersey. Defendant Frank
S. Bell is the sole shareholder of Cabel. Cabel acts in concert with, and aids and abets the wrongful
conduct of, defendants Frank S. Bell and Polly Bell, and thus Cabel is a member of the de facto Bell
Partnership.

JURISDICTION AND VENUE

6.  This action relates in part to the direct and indirect infringement of a United States
patent, and thus the Court has original subject matter jurisdiction under 35 U.S.C. § 101 ef seq.
pursuant to 28 U.S.C. § 1338(a).

7. Ths court has original jurisdiction over claims arising under the Lanham Act, 15
U.S.C. §§ 1051 ef seq. (as amended) and for unfair competition claims arising under RCW
19.86.020 pursuant to 28 U.S.C. § 1338(b) and 28 U.S.C. § 1367.

8.  This court has subject matter jurisdiction over the remaining claims pursuant to 28
U.8.C. § 1332(a).
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9. By application of Washington State “long arm statute,” RCW 4.28.185, this court has
personal jurisdiction over defendants Frank S. Bell, Polly Bell; and Cabel, arising out of their
purposeful direction of tortious and wrongful conduct at the residents of the State of Washington.
The injuries for which recovery is sought in this action arise out of or are related to these activities,
in whole or in part.

10.  Venue is proper in this Court pursuant to 28 U.S.C. § 13%1(b) , in that a substantial part
of the events giving rise to the claim occurred in this district and the property that is the subject
action, i.e., the ‘402 Patent, is situated in this district Additionally, venue is proper pursuant to 28
U.S.C § 1391(c) as to Cabel in that it is subject to personal jurisdiction in this district.

FACTS RELATED TO THE INVENTION AND PLAINTIFF

11. Ms Elaine DeLack is a registered nurse and the inventor of certain proprietary
compounds comprising histamine and caffeine delivered via transdermal means for treating MS
symptoms and related disease states. Her interest in MS treatments arises from her professional
background in addition to the fact that she, too, suffers from MS.

12. EDMS is a business engaged, among other things, in the licensing of certain intellectual
property used in the treatment of persons with MS and related disease states. EDMS is the exclusive
formulation licensee of the certain proprietary compounds comprising histamine and caffeine
delivered via transdermal means for treatment of MS and related diseases that is owned by Ms.
DeLack. In particular, EDMS sublicenses various compounding pharmacies so that these
pharmacies can prepare a proprietary compound comprising histamine and caffeine delivered via a
topical cream and optionally a transdermal patch. The proprietary compound in one embodiment
has been sold in conjunction with the trademark “PROCARIN™ and is presently being sold in
conjunction with the trademark “PROKARIN.” For purposes of these proceedings, the branded

compound will be referred to as Prokarin™,
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13. Users of Prokarin™ obtain a prescription therefor from a medical practitioner and then
have the prescription fulfilled by a compounding pharmacy. Licensed pharmacies then prepare and
deliver the filled prescription to the prescription holder. The licensed pharmacies are then obligated
by contract to pay a royalty to EDMS. Such payments are EDMS’ only source of revenue.

14. Ms. DeLack is the first and only named inventor identified in the ‘402 Patent, which is
entitled “Method for Treatment of Multiple Sclerosis and Related Medical Disease States ” She is
also a principal of EDMS and of “MS Helping Hands” (formerly known as the PROCARIN Reach
Foundation, and referred to hereafter as “the Foundation™). The Foundation is a not-for-profit entity
established for the purpose of providing subsidized Prokarin™ prescriptions as well as MS-related
seminars, workshops, research promotion and the like.

15. EDMS and the Foundation have commissioned a double blind study to evaluate the
efficacy of the Prokarin™ product, the results of which are scheduled for publication in MS Journal
in its February 2002 issue. EDMS expects that one result of the publication of the study results will
be a substantial increase in the public’s interest in Prokarin™.

THE INVENTION COVERED BY THE ‘402 PATENT

16  The ‘402 Patent consists of twenty-nine independent and dependent claims.

17. Claim 1 reads as follows:

A methfod of treatment of multiple sclerosis, said method comprising the
steps of?
administering to a patient transdermally and on a continuing basis and
substantially without the presence of an immunogen a composition
comprising:

a histamine H2 agonist, in an amount effective to stimulate and sustain
production of cyclic AMP at a level which 1s adequate to maintain
myelin against self-degeneration; and

a phosphodiesterase inhibitor, 1n an amount effective for conservation
of said levels of cyclic AMP which is produced in response to
administration of said histamine H2 agonist.

18. Claim 8 reads as follows:

A method for treatment of multiple sclerosis, said method comprising the
steps of:
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administering to a patient transdermally and on a continuing basis
substantially without the presence of an immunogen a histamine H2
agonist so as to stimulate and sustain production of cyclic AMP; and

administering to said patient a phosphodiesterase inhibitor so as to
conserve said cyclic AMP which 1s produced in response to
administration of said histamine H2 agonist.

19. Claim 16 reads as follows:

A composition for treatment of multiple sclerosis, said composition being
substantially free of an immunogen and comprising:
histamine phosphate
a phosphodiesterase inhibitor; and
a fluid carrier for transdermal administration in which said histamine
phosphate and said phosphodiesterase are mixed for simultaneous
administration to a patient.

20. Claim 20 reads as follows:

An apparatus for treatment of multiple sclerosis, said apparatus
comprising;
a transdermal patch; and
a treatment composition deposited on said patch for administration to a
patient, said treatment composition being substantially free of an
immunogen and comprising, in predetermined amounts:
histamine phosphate;
a phosphodiesterase inhibitor; and
a fluid medium in which said histamine phosphate and said
phosphodiesterase inhibitor are mixed for simultaneous transdermal
admimstration to said patient.

21. Claim 25 reads as follows:

A combined preparation for simultaneous, separate, or sequential
administration for the treatment of muitiple sclerosis and related disease
states, preparation consisting essentially of’
histamine phosphate
caffeine; and
at least one fluid carnier for transdermal administration of said
preparation.

22. Claim 28 reads as follows:

A method for treatment of multiple sclerosis, comprising administering to
a patient transdermally and on a continuing basis a preparation consisting
essentially of:
histamine phosphate
caffeine, and
at least one fluid carrier for transdermal administration of said
preparation.
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23. The dependent claims describe in greater detail, among other things, the preferred
embodiments of the invention.

FACTS RELATED TQO DEFENDANTS’ CONDUCT

24. EDMS first became aware of Frank Bell on or about September 9, 1999. On that date,
EDMS observed an electronic message posted by Mr. Bell to a message board. In the electronic
message, Mr. Bell simultaneously extolled the benefits of Prokarin™ while attacking EDMS’
motivation in selling the Prokarin™ product, and especially its practice of receiving license fees pard
by the licensing compounding pharmacies.

25. Mr. Bell wrote a letter to EDMS, dated December 17, 1999, and sent by facsimile, in
which he outlined one or more business plans for EDMS and the Foundation and in which he
additionally made suggestions regarding the nature of research studies being contemplated by EDMS
and the Foundation.

26. On or about December 19, 1999, EDMS responded courteously to Mr. Bell, but
declining to follow the business suggestions that he had offered.

27. Within four days, on December 23, 1999, Mr. Bell sent an e-mail message to EDMS in
which he again objected to EDMS’ business operations and further questioned EDMS about its
financial arrangements with the compounding pharmacies and matters related to charitable
contributions by EDMS and/or the Foundation.

28. In the following months, there was further correspondence between Mr. Bell and
EDMS which finally ended in April of 2000. At our about this time, Mr. Bell, the Bell Partnership,
and/or Cabel, acting through the pseudonym “GoodShape,” began publishing one or more detailed
sets of instructions for making and using a knock-off of the Prokarin™ proprietary compound, as
well as the transdermal patch means for delivering the compound. The publication took place on an

Internet World Wide Web site found at URL “www.goodshape.net.”
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29  The knock-off was represented as comprising histamine and caffeine, which are two of
the main ingredients of the Prokarin™ proprietary compound, and the subject of the ‘402 Patent
claims.

30. Inaddition to detailing ho‘lw to make and use the Prokarin™ knock-off, GoodShape has
also identified and provided contact information for numerous compounding pharmacies for the
purpose of enabling visitors to the “goodshape.net” web-site to cause the manufacture and use of
knock-off Prokarin™, thereby infringing the ‘402 Patent.

31. Oninformation and belief, GoodShape has actively and knowingly induced one or
more compounding pharmacies to fuifill orders for knock-off Prokarin™. On information and
belief, GoodShape has actively and knowingly assisted unknown third parties in formulating their
own Prokarin™ knock-off.

32. The above described activities by GoodShape are ongoing.

33. Defendant Cabel administers numerous Internet web-sites, inciuding several domains
and on information and belief at it admunisters at least one message board, or “chat room,” entitled
“Histamine, AMP, LDN, Antivirals and Alternative MS Therapies.” This chat room is presently
hosted at URL “disc.server.com/Indicies/148285. htm|”.

34. Cabel is listed in Internet domain records as the administrative contact for the following
domains: “givenshare.com”, “givenshare.net”; “givenshare.org”; “histamineangel.com”;
“histamineangel.net”, “histamineangel.org™; and “medangel.org™.

35. Currently, “goodshape.net”, histamineangel.com”, “histamineangel.org”™; and
“histamineangel.net” are active sites. The “goodshape.net” site provides information, instruction
and encouragement to others regarding the manufacture, use and efficacy of histamine and caffeine
compounds as a means for treatment of MS symptoms. The “histamineangel.com”,
“histamineangel.net” and “histamineangel.org™ sites provide a means for requesting delivery of

histamine and caffeine compounds for treatment of MS symptoms and related conditions. The
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histamine and caffeine compounds delivered through the “histamineangel” sites are prepared by, or
on behalf of, Cabel, Mr. Bell, Mrs. Bell, and/or the Bell Partnership.

36. On information and belief, the compounds delivered through the “histamineangel” sites
infringe the ‘402 Patent.

37. EDMS has neither expressly nor impliedly licensed or otherwise granted permission to
any of the defendants to make, use, sell or offer for sale such compounds. On the contrary, EDMS
has repeatedly requested and demanded that the defendants cease the infringing activities. The
defendants have refused to comply with these requests and demands.

38. The defendants, or one or more of them, list on the “goodshape.net” web-site the
identities of four pharmacies as sources for procuring the ingredients for the Prokarin™ knock-off
compound, to wit, Town & Country Pharmacy, Rock Ridge Pharmacy, Liberty Drug, and Healthway
Pharmacy (collectively, the “Contracting Pharmacies”). According to the defendants’ web-site,
three of these pharmacies are located in New Jersey and the fourth is located in Michigan. Prior to
being listed on the “goodshape.net™ web-site, these pharmacies had entered into confidentiality
agreements with EDMS wherein they agreed to maintain in confidence the composition of the
PORCARIN compound. After the execution of these agreements, but before the issuance of the
‘402 Patent, the Contracting Pharmacies fulfilled order requests for the Prokarin™ knock-off
compound On information and belief, the Contracting Pharmacies acted in this manner in response
to requests from the defendants, or one or more of them, or in response to requests from third parties
acting in consort with or at the instruction and urging of one or more of the defendants By fulfilling
these orders, the Contracting Pharmacies breached their contractual obligations to EDMS.

39.  After the ‘402 Patent was issued, EDMS requested that each of the Contracting
Pharmacies cease from filling orders for the knock-off Prokarin™ compound based on its belief that
the knock-off compounds infringed the ‘402 Patent On information and belief, some Contracting
Pharmacies continued infringing activities despite EDMS’ request.
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40. One of the services offered by the “histamineangel” web-sites was a free “starter kit,”
that contains the “GoodShape” knock-off of Prokarin™. The starter kit included premixed samples
of the infringing compound described in detail on the web-site pages.

41. At least one Washington State resident residing within the U.S. Western District of
Washington has received “starter kit” from the defendants containing a histamine and caffeine
compound for treatment of MS symptoms through one of the “histamineangel” web-sites. On
information and belief, such persons include one Marlene Hanson of Federal Way, Washington.

42. Oninformation and belief, at least one of the Contracting Pharmacies formulated the
infringing compound that was delivered to a resident of western Washington State.

43. Cabel, Mr. and Mrs. Bell, and/or the Bell Partnership have instituted and maintained an
electronic message board since at least May 6, 2000. The message board contains, among other
things, links to the other web-sites administered by Cabel, identified above, that provide detailed
instructions on the formulation and use of the infringing Prokarin™ compound Both the links and
the information submitted by the defendants encourage other to “experiment” with various histamine
and caffeine compounds in an attempt to duplicate the Prokarin™ formulation.

44. On one or more occasions, the defendants, or some of them, have published on the
web-sites false, defamatory and/or disparaging remarks, or remarks designed to induce infringement

of the ‘402 Patent, including statements such as.

“My take is that Procarin is a poorly formulated mixture of 8 unknown
ingredients that cause Histamine to breakdown unless kept under
impossible refrigerated conditions.”

and

“It 1 overpriced and controlied by extremely greedy people and has driven
desperate MSers [MS sufferers] to take matters into their own hands,”

and

“It [the GoodShape knock-off formulation] ... is more effective than
Procann., Of the 200 current users, half have switched from Procarin and
all of those (so far) report improvement over the Procarin level.”
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45 Mr. Bell has made other false statements in his inducement activities. He has implied
that his Histamine/Caffeine Cream preparation is the same as Prokarin™ and states that his
preparation is more stable, cheaper, and more effective than Prokarin™.

46. Mr Bell’s statements give the false impression that his infringing preparation is better
than Prokarin™ or that his infringing preparation is just like Prokarin™ He has stated on the
websites that “GoodShape’s recipe exactly matches the histamine caffeine in Procarin™ and that the
knock-off histamine/caffeine cream preparation offered by GoodShape is “Procarin without
refhigeration!!! and only $70 for three month supply.”

47. Asindicated by various publications posted by Cabel, Mr. Bell and/or the Bell
Partnership, the defendants claim to have assisted over 300 people during a four month period in
making and using a histamine and caffeine compound to treat MS symptoms and related disease
states. These claims, if true, describe over 300 individual acts of direct infringement.

48. The assistance to direct infringers provided by the defendants is continuing. Moreover,
as each encouraged direct infringer makes and uses a histamine and caffeine compound covered by
the “402 patent, they are encouraged to post results and comments on one of the defendants’ Internet
message boards, thus similarly encouraging others to infringe. By encouraging such actions, the
defendants aid and abet further acts of infringement.

49. Cabel is an alter ego of Mr. Beli or vice versa. As noted above, Cabel administers the
various Internet sites used for infringing activity. Both Cabel and Mr. Bell appear to use the
“GoodShape” pseudonym within the data pages of these domains. On.nformation and belief, Cabel

has no other on-going business activities. Mr. Bell 1s the sole shareholder of Cabel.
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FACTS RELATED TO FUTURE HARM FROM
MISREPESENTATION AND INFRINGEMENT

50. Two of the primary ingredients of Prokarin™ are histamine phosphate and caffeine
citrate. These are FDA approved for indications other than MS and related disease states;
accordingly Prokarin™ 1s an “off-label” legal prescription medication.

51. Because of this “off label” medication classification, EDMS may not employ
commercial advertisements of Prokarin™ as a treatment for MS or related disease states. For this
reason, news coverage is the only approved means of promoting Prokarin™,

52. EDMS has sponsored a double blind study proving the efficacy of Prokarin™ that is
scheduled for publication in January of 2002. EDMS has invested $187,000.00 in the cost of the
double blind study. The study results prove that Prokarin™ is scientifically significant in improving
fatigue and cognition in MS patients, which according to the National MS Society are the most
debilitating symptoms of MS. There currently is no effective medication for relief of these
symptoms. Thus, Prokarin™ is 1n the forefront in the market for MS symptom relief.

53. Currently there are about 400,000 diagnosed cases of MS in the U.S. and about 4
million in the world. On average, 200 new cases of MS are diagnosed weekly in the U.S.

54. Because of the above-described advertising restrictions, EDMS desires to make full
advantage of the immediate news coverage to promote Prokarin™. Accordingly, EDMS plans to
saturate the news media with a video news release via satellite feed to 500 television stations, a
business wire release to search engines on the internet, and a radio news release to 2500 radio
stations nationally.

55. By dissemuinating false information, suppressing other information, and promoting
infringement of the ‘402 Patent, the defendants have already greatly impacted the sales of
Prokarin™, both in the U.S. as well as abroad, since the start up of his website in May 2000, The
sales of Prokarin™ and royalties paid to EDMS will be impacted many times over if the defendants’

website and activities of promoting and infringing histamine/caffeine cream preparation are allowed
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to continue during and after the time that the double-blind study is published and media attention is
focussed on Prokarin™,

FIRST CAUSE OF ACTION
Patent Infringement — 28 U.S.C. § 271

56. As described more fully above, defendants have infringed the ‘402 Patent by making,
using, and or selling the patented invention in the United States during the term of the patent,
pursuant to the provisions of 28 U.S C. 271(a).

57. As described more fully above, defendants have infringed the ‘402 Patent by actively
inducing third parties to infringe the patent, pursuant to the provisions of 28 U.S.C, 271(b).

58. Asdescribed more fully above, defendants are contributory infringers of the ‘402
Patent pursuant to the provisions of 28 U.S8.C. § 271(c).

59. As a proximate result of the defendants’ unlawful conduct, plaintiff has suffered
damages in an amount to be proven at trial and is entitled to injunctive relief.

SECOND CAUSE OF ACTION
Federal Unfair Competition—- 15 U.S.C. § 1125

60. As described more fully above, defendants’ publications and communications over the
Internet or otherwise constitute false designations of origin and/or false or misleading descriptions or
representations of fact in commerce which are likely to cause confusion or mistake or to deceive as
to the commercial activities by EDMS.

61. As described more fully above, defendants’ publications and communications over the
Internet or otherwise constitute misrepresentations in commerce as to the nature, characteristics and
gualities of their own and/or EDMS’ goods, services and commercial activities.

62. As a proximate result of the defendants’ unlawful conduct, plaintiff has suffered
damages in an amount to be proven at trial and is entitled to injunctive relief under 15 U.S.C. §
1125(c).
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THIRD CAUSE OF ACTION
State Unfair Competition - RCW 19.86.020

63. As described more fully above, defendants have willfully and knowingly engaged in
unfair competition and in unfair and deceptive acts and practices in violation of RCW 19.86.020.
One or more of these violations took place in the State of Washington. Defendant’s acts or practices
occurred in trade or commerce, and impacted the public interest.

64. As a proximate result of these acts of unfair competition and deceptive acts and
practices, EDMS has suffered damages to its business and/or property in an amount to be determined
at trial and is entitled to injunctive relief.

FOURTH CAUSE OF ACTION
Common Law Business Disparagement

65. As described more fully above, defendants have published false and disparaging
statements regarding the plaintiff and its product(s) As a proximate result thereof, plaintiff has been
damaged in an amount to be proven at trial.

FIFTH CAUSE OF ACTION
Interference with Business Relationships and Expectancies

66. As described more fully above, defendants wrongfully interfered with EDMS’s
business relationships with the Contracting Pharmacies and with EDMS’s related business

expectancies. As a proximate result thereof, plaintiff has been damaged in an amount to be proven

at trial.
WHEREFORE plaintiff prays for the following relief:
1 For actual damages in an amount to be proven at trial.
2. For exemplary and/or punitive damages to the extent provided by any applicable
provision of law.

3. For an award of attorneys’ fees and costs as provided by any applicable provision of law.
COMPLAINT FOR DAMAGES AND BADGLEY ~ MULLINS
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4. For injunctive relief in the form of a temporary restraining order, preliminary injunction
and permanent mjunction ordering defendants to cease and desist from engaging in
wrongful conduct of the types alleged herein.

DATED this 20th day of December, 2001.

BADGLEY~MULLINS LAW GROUP

By @MMMMM“—

Duncan C. Turmer{ WSBA #120597
Attorneys for Plainti
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5100 Washington Mutual Tower
1241 Third Avenue
Senttle, Washington 98101

Telephone (206) 621-6566
Fax (206) 621 9686
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METHOD FOR TREATMENT OF MULTIPLE
SCLEROSIS AND RELATED DISEASE
STATES

This apphication elaims benefit of provisional application
Ser No 60/090,832 filed Jun 26, 1998

BACKGROUND

a Field of the Invention

The present mvention relates generally to metheds for the
treatment of muluple sclerosis and related discase states,
and, more particularly, to a method for alleviatng/
controlling the symptoms associated with noultiple sclerosis
and related dwease staies, by ademmstration of compositions
which induce an mcreased presence of cychic AMP mn the
body s0 as to reduce or reverse demyelination of the nervous
system

b Related Art

Mult:ple sclerosis (referred to from time-to-time herem-
after as “MS”) 15 a chronic degenorstive disease of the
central nervous sysiem, characterized by demyelination of
the nerve axons Sympioms include varymng degrees of
fatigue, oumbness, tremors/muscle spasms and paralysis,
coupled with a heighiened susceptibility to heat and other
environmental stressors. Currently, approximately 2,500,
000 people worldwide have bsen diagnosed as having
multiple sclerosis. Onset of the disease usually occurs
between 20 and 40 years of age

It 18 recogmized that MS occurs in at least two general
types, i.¢, “remissive-relapsive”, 1 which acute exacerba-
nons are separated by periods of parnhal recovery, and
“chromic-progresgrve”, m which the symptoms contmnue
geaerally unrelreved and there 1s & progressive detertoration
of the patient’s condition that may eventually result in total
debalitation.

Efforts at Ireatment of MS have heretofore concentrated
almost entirely on the body’s autoimmune response system
The prevailing theory has been that some agent causes the
myelin sheath to be attacked by the immune system, result-
1ng 1 destruction of the myehn and creation of the lesions
It 1s also believed that certain viruses may play a role
causing or precipitatiog MS In particular, the measles virus
may be involved in the disease, in that stucies have not only
found that people sufferng from MS almost imvariably
possess the messles anbgen, but also that MS patients
generally have higher than normai levels of measles anti-
bodiesn their serum and cerebrospinal fiuid One theory has
been that the measles or other virus nggers the T-cells to
attack and destroy the myeln sheath

Proceeding on the theory that MS 15 the result of an
autommimune responss tnggered by measles or another virus,
most conventional treaiment techniques have involved the
use of Betaseron, Avonex and/or other anti-viral substances,
generally referred 1o collectively as “laterferon” The
miended purpose of these matenials 1s to impede the RNA-
DNA franseniphon process in the T-cells which are believed
to be tnggered by the virus nto attacking the myehn While
interferon has demonstrated some positive results when
treating remissive-relapsive type MS, it 1s proven almost
entirely ineffective agamnst the chronic-progressive type

Another treatment method which has yielded & limuted
degree of success involves the injectron of adenosine mono-
phosphate This material 1s pot reaculy absorbed, 1 part
because 1t 18 ordmanly available only m an oi-based
solution, and is not “fnendly” to the patient’s tissues The
tissues have a tendency to wall off the matenal and form a
small abscess capaule around it, and with each imjection the
matenial becomes harder and harder to absorb In order for
the matenal to be absorbed, most patients must walk vig-
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orously on a tread mult for 2030 mnutes or engage m other
Strenuous exercise, or ¢lse the matenial wall sumply remain at
the inyection site with the result that the patient becomes
extremely sore and the symptoms do not mmprove Most
people suffering from MS, however, are not mobile and are
simply 1ncapable of engaging 1n such exercise
Consequenily, while many mndividuals expenence sigmfi-
cant benefits at the beginning of adencsine monophosphate
treatments, these results eventually fade as the person’s
body becomes unable to absorb the material

As will be described 10 greater detal below, the preseat
mvention 1s mot postulated on conventional avtcimmune
theones, and mstead employs apphcation of hislamine phos-
phate or other histarmne H2 analogue to prevent/repar
self-degeneration of the myehn With the exceptuon of
experimental stucies by Hinton D Jonez, M D (Jonez,
“Management of Multuple Sclerosis”, Postgraduate
Medicine, May 1952) and certamn methods described mn
pateats to John McMichael (US Pat Nos 4,521,405 and
4,705,685), lustamme phosphate {which 15 most commonly
employed for diagnosis of stomach conditions) has not been
used m connection with multiple sclerosis and related dis-
orders

The work of both Jonez and McMichael 15 founded on
conventonal awlounmune response theories Dr Jonez's
experiments in the early 1950s attempted to mampulate the
body’s allergic responses usmg histamine phosphate, and
also used the material as a vasodilator to get more blood to
the bram and other perts of the nervous system In this
context, it should be understood that the present mvention
employs histamune phosphate to mime mstamme H2, the
functions of which are confined mainly to the central ner-
vous systemn, whereas the primary agent in allergic reactions
15 m fact histamine H1 At the time of Dr Jonez's work,
however, this distinction (between histamine Hi and hista-
mne H2) was not fully appreciated.

McMichael's method nvolves the njection of a small
amount of an “ummunogen” consisting of viral fragments or
other antigens (under the theory kmown as “provocative
neutralization”), together wath a small amount of hustamine
phosphate McMichael wentifies histamine phosphate as a
vasodilator, and theonzes that the histemine phosphate
reacts with the mmunogen to form an “active complex™
which affects absorpiion of the matemal In any event, the
amounts of istamine phosphate which are involved in
MecMichzel's treatment are far too small to have any sig-
nificant umpact on overall levels of istamine H2 m the body

Accordingly, there exists a need for a treatment method
which effectively alleviates the symptoms of multiple scle-
rosis and related cisease comdittons Furthemmore, there
exsts a need for such a method which provides an effective
treatment for both the remssive-relapsive and chronic-
progressive forms of the disease Stll further, there exists a
aeed for such 2 method 1n which the treatment compositions
are readily absorbed into the patient’s body, wathout reguar-
mg resort to physical exercise for effective absorption Sall
further, there exists a need for such 8 method which 1s
sufficzently economical to be widely available to the great
rumber of mdividuals who suffer from MS and related
discases

SUMMARY OF THE INVENTION

The present mvention has solved the problems cited
above, and 15 a method for treatment of multiple sclerosis
and related disease states

Broadly, the method comprises admuinistening a compo-
sihon comprising a hstamine H2 mmicking agent, in an
amount effective to simulate production of cyclic AMP at a
level which 15 adequate to mamtamn the patient’s myehn
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agemnst self degeneration The treatment composition may
further compnse a phosphodiesterase imibitor, admumstered
n an amount effective for conservation of the mcreased
levels of cyclic AMP m the patient’s body

The histamme H2 mumclang agent may comprise hista-
mine phosphate, or may compnse a selected beta adrenergic
agent which mumics lustamine H2 The phosphodiesterase
mhibitor may comprise a methylxanthine agent, the meth-
yIxanthine agent may comprise caffeine, or may comprise
theophylhne or 2 theophylhine dervative

The method mey comprise admimstening histammae phos-
phate transdermally at a rate in the range of about 0 06 mg/hr
to about B 50 mg/br, and admmstering caffemne transder-
mally at a rate m the range from about 2 mg/hr to about 25
mg/hr

The present mvention also provides a treatment method
which comprises admimistenng histamme phosphate and
caffeine smultaneously using & transdermal patch In 2
preferred embodiment, the histarmne phosphate 1s adminis-
tered transdermally at 2 raic i the range from about 01
mgfhr to about O 3 mg/hr, and the caffewne 15 adommstered
transdermally at & rate of about 12.5 mg/hr

The histamine phosphate may also be administered by
subculanesus 1mpection or intravenously, and the caffeme
may also be administered by oral ingestion or subcutancous
inyection

The mvention further provides a composition for treat-
ment of multiple sclerosis and related discase states The
composition may comprise & histeoune H2 mimicking
agent, a phosphodiesterase inhibitor, and a flud medmm n
which the histamine H2 mimicking agent and phosphodi-
esterase mhbiior are mixed for simultaneous admumstration
to & patient. The histamine H2 enmicking agent may be
ustamine phosphaie and the phospbodiesterase nhbitor
may be caffeine, and the flind medium may comprse &
transdermal gel or 1mjectable solution

Siill further, the mvention provides an apparatus for
treatment of multiple sclerosis and related disease states
The apparatus comprises a transdermal patch and a treat-
menl composition which s depositted thereon for admms-
fration to a patwent, the freaiment composition COMPpIESINg, 10
predetermmed amounts, 4 histamine H2 mumicking agent, &
phosphodiesterase hmbitor, and a fluid medmm m which
the mstamme H2 mumicking agent and phosphodiesterase
hibitor are raxed for simultaneous transdermal adminis-
tration to the patient Again, 1a a preferred embodiment the
histamine H2 mimicking agent may be histamine phosphate
and the phosphodiesterase mhubitor may be caffemne

For an 8 hour transdermal dose, the histamine phosphate
mzy be present in an amount from about 1 1 mg to about 2 2
mg, and the caffeine may be present 1o an amount from about
100 mg to about 200 mg,

DETAILED DESCRIPTION

The present ipventton provides a method for treatment of
MS and related disease states by appheation of a histamme
H2 mmclung agent i combination with a phosphodi-
csterase whibitor. A preferred hustamine H2 mrmacking
agent 15 histamune phosphate, and a preferred phosphod:-
esterase mnhibitor 1s caffeine As wall be described below, the
micthod has been observed to allewaate the symptoms of
multiple sclerosis 1n a test application

While not intended to be binding with respect to the
practice or scope of the present 1nvention, a hypothesis has
been developed whnch explams the success which has been
achieved with the treatment described herein As was noted
above, the conventional theory has been that demyelination
is the result of an autoimmune response However, it 15 also
known that integrity of the nervous system 1s highly depen-
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dent on cyclic AMP, mn that cychc AMP stimulates the
synthesmis of myelin components by olhigodendrocytes and
Schwann cells Studies have shown that oligedendrocytes
will undergo self-induced degeneration i the absence of
cychc AMP, resulting 1o demyelmation, but that the degen-
erating cells will again become wviable and capable of
synthesizing myeln of treated wath cyclic AMP (e g, see
Kim, § U, Neurobiology of human ohgodendrocytss in
culture, Journal of Neuroscience Research 27 (1990,
December))

Cyclic AMP, 1n turn, 1s produced naturally m brain ussue,
largely n the pineal gland In persons suffering from MS,
especially 1n the chrome-progressive phase, the levels of
stanmne H2 have been observed to be very low, and the
pineal gland functions tend to be atrophied. It 15 also known
that production of cychc AMP by the pneal gland 1s
controlled to a large extent by the presence of histamme H2
m the blood stream Histammne H2 (as differentiated from
histamne H1) 1s produced by ceils i the central nervous
system, particularly those m the hypothalamus. In other
words, certamn cells 1 the central pervous system produce
the histammre H2 wiich stimulates the pmeal gland to
produce cychic AMP, which o turn is essential to protect the
myelin against self-degeneration

It 15 Applicant’s hypothesis that in persons suffering from
MS and related discasc states, the histamine H2 producing
cells n the central nervous system are damaged by an agent,
possibly one or more stramns of the measles virus, so that
over time these cells cease production of hustamipne H2
Inadequate production of histamine H2, m turn, results in
greatly reduced output of cyche AMP from the pineal gland,
leading ulnmately to self-degeneration of the myelin Hence,
under Applicant’s hypothesis, the lesions do not result
directly from an autoummune attack on the mysln, but are
mstead the result of self-degeneration of the myehn precipi-
tated by damage to the histamine H2 producing cells of the
cenitral nervous system

It 1s further hypothesized that the damage 1s progressive,
10 that the remussive-relapsive form of the disease represents
an earhier phase mn which the histamune H2 cells are sub-
jected fo ongong attack but some capacity to produce
histamine H2 remains, while the chronic-progressive form
represents a subsequent phase 1n which virtually no viable
histamine H2 producing cells are left.

Appheant’s hypothesis 1s consistent with prior observa-
tions concermng attempted treatment of the disease For
example, as was noted above, MS symptorms tend to respond
favorably to treatment with mterferon and other anti-viral
agents when the disease i the remssive-relapsive phase,
but such treatments become weffective when the disease
enters the chrome-progressive phase This paltern 1s consis-
tent with the above hypothesis, stnce the miterferon serves to
mhibit virus rephcation 1n virus-infected cells and therefore
slows damage to the remamnmg listarmne H2 producing
cells duning the remussive-relapsive phase, but when the
disease has reached the chronic-progressive phase virtually
all of the tistarmne H2 producing cells have a been
destroyed, so that further interferon treatments ¢an have no
effzet on huistanune H2 output

Additional corroborating evadence icludes observations
that the lustarmune H2 levels of MS patients in the remissive-
relapsive phase tend to fluctuate, sometimes being abnor-
mally high snd at other times being sboormally low This
observation 1s also consistent with the above hypothes:s, in
that 1t will be understood that as viruses rephcate and spread
they cause physical disruption of ceilular structures, 1¢ , the
celis become filled with replicated virus and ultmately
“explode”, releasing their contents mto the blood stream In
the case of histamine H2 producing cells, these contents
would include not only rephcated virus bodies, but also the
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histamune H2 contained m the cell, which acoounts for the
sometimes mcreased levels of hustamme H2Z which are
observed during periods of exacerbation 1n the remissive-
relapsive phase

Furthermore, histamine H2 15 a known heat stress
modulator, and ability to handle heat stress (reflecting 2
low level of lnstamme H2) 1s a classic symptom of MS
Histamine H2 is also beheved to regulate the number of
T-cells 1n the body, and research has shown that people with
MS tond o have abnormally low numbers of T-cells during
penods of exacerbation

Under Apphcant’s hypothes:s, therefore, 3t 1s believed that
MS is precipitates] by the body’s ability to produce
adequate levels of lstamine H2 Consequently, the preseni
invention employs histamine phosphate or selected beta
adrenergic agents to replace or “munic” the stamine H2, in
an amount which 1s sufficient to induce wncreased production
of cyclic AMP {1 ¢ , by the pmeal gland), at levels which are
adequale to elimwnate and/or repair the sclf-degeneration of
the myelin The purpose of the caffeine or other phosphodi-
esterase whibutor, i turn, 15 to reduce the action of phos-
phodiesterase (the enzyme 1 the buman body which breaks
down cyche AMP), thercby providing higher cychc AMP
levels over longer penods time without having to rely on
excessively high dosages of histamine phosphate

Histame phosphate 1s generally proferred for the hista-
mine H2 analogue component m the present mvention,
because of its wide avarlabihity and comparatively low cost,
and because it very effectively mimucs the action of the
body’s natral histamine H2 (¢ g, see Fact and Comparni-
sons (January 1988)) Moreover, 1n addstion to stumulating
production of cyclc AMP, the histamme phosphate helps to
provade stress modulation, agatn sumilar to the natural his-
tamne H2

Histamine phosphate 15 most commonly supphied mn the
form of histarnme diphosphate A sustable source of hsta-
mune phosphate for use 1 the present mvention 18 a solution
available from El Lily and Company as “histamine phos-
phate 1njectton, U S P”, this matenal 1s currently recognuzed
by the US Food and Drug Admmustration (FDA) for use as
a gasinc acid test Other suitable compounds which mmc
the presence of mistamine H2 for purposes of shmulating
cychic AMP production by the pineal gland may be used in
the method of the present nvention, in combination with or
in place of the histamine phosphate For example, 1soprot-
erenol and/or other beta adrenergic agents which are known
or delermined to be histamane H2 mumicking agents may be
used mn thus component.

Similarty, caffewe is a preferred choice for the phosphodi-
esterase whibitor because of its low expense and long half
hfe, plus its mimmal side effects and wider therapeutic
mdex. Other suitable phosphodiesterase wnhibitors may also
be used m accordance waith the present nvention to ¢enhance
the production of cyelic AMP, however, such as
theophylling, theophyliine denvatives, and other methylx-
anthine agenis As was noted ebove, the purpose of fhs
componeat 15 to enhance the effect of the wmereased levels of
cychc AMP which are produced by the histamine H2 analog,
by conserving the cyclic AMP aganst breakdown by the
phosphodiesterase enzymes In the absence of the phos-
phodiesterase 1nkibitor component, much higher levels of
histanyne phosphate would be reqired to achieve the same
result, increasing the nsk of adverse cardiovascular reac-
tions and other negative suie effects

Caffeiie citrate 15 generally preferred for the caffeine
component in transdermal apphications, due to 1ts solubility
and abihity to aclieve mgh concentrations in transdermal
gel Also, it should be noted that references to amounts and
dosages of caffeine herein refer to measures of caffeine base
(1., the caffeine molecule), and do not include other mate-
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nals which are sometunes found associated with the caffeine
m a commercially available product

The treatment composihon may be admmmstered by any
sutable means, such as orally or by transdermal patch,
subcutaneous :njection, mtravenous injection, or mhaler, to
give just a few examples Admnistration by transdermal
patch may be preferable by many embodiments, i that this
provides sigmificant advaatages in terms of ease of vse and
consistent dosage levels As used 1 this description and
appended clams, the term “transdermal patch” includes
both adhesive patches and other systems and devices for
transdermal admumstration of treatment compositions.

The following illustrative examples relate to actual prac-
tice of the invention described above 1n the alleviation of the
symptoms of MS patients

EXAMPLE ONE

A 39 year old, 144 pound female patient chmically diag-
mused as suffenng from mulople sclerosis was treated m
accordance with the method of the present mvention The
patient has suffered from Mulople Sclerosis for approx-
mately 12 vears prior to treatment, and exhibited symptoms
wmdicating that the discese had advanced to the chromc-
progressive phase Approximately 0 069 miligrams of hs-
tamine phosphate soluhoa (Eh Lily & Co , see above) were
admmstered subcutaneously three times daily, sccompamed
by simmltancous oral admimstraton of approximately 200
mulligrams of caffeine 1 aqueous solution Climcally sig-
nificant improvements were observed withm 24 hours, and
full mobihiy was regamed 1o about 2 days. The patient
subsequently continued the kreatment regimen, with no
additional exacerbation episodes having occurred to date

EXAMPLE ONE

“Ten patients participating 1a chincal trials were treated 1n
accordance with the present mventton The patients were
selected from a lazger group of candhdates on the following
basis

(a) Each was chmeally diagnosed as suffering from mul-
hiple sclerosis,

(b) Each was diagnosed as bemng m the “chromc-
progressive” phase of the disease, 50 as to mmmize the
possibilty of erroneous results due to spontaneous
remsston, and

{c) Each was assessed as exiubiung physical deterioration
m the range from about 5 0to 7 5 on the MS Expanded
Disabality Status Scale (EDSS), so that the disability
would be severe enough that an improvement in coa-
diion would be chmcally noticeable, but not so severe
that the musculatory structure would have atrophied to
the point where no improvement could be observed
even If neurological damage was reversed

Transdermal patches were used to admimster the treat-

ment compositions, as opposed to the subcutaneous/oral
regimen described in Example One Each patch was used for
ap 8-hour penod and contamned approximately 11 mg of
tistamine ciphosphate and 100 mg of caffemne citrate, dis-
solved m approximately 0 2 ml of transdermal gel The gel
was depostted on the patch n an area approximately 6 mm
in diameter, so as to mmmize the area of potential skin
irntation The patch was both awr and hght occlusive, 1n
order to protect the treatment material from decomposition
Each patient's condition was assessed at the commence-
ment of the tral to establish a bascline score The assess-
ments were performed using the following standard tools
{1) MS-Related Symptoms checkhst (MS-RS), (2) Fatgue
Seventy Scale (FSS), (3) Kurtzke Funchonal Systems tool
(FS), and (4) the EDSS scale The asscssment was repeated
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after forty-five (45) days of treatment, and again at the
mmnety (90) day point -continued
The assessment tools histed above will be famuliar to those
skilled in the relevant art For purposes of ilhustration, Never Always
however, cach wilt be summarized below, together with 5
representative data produced during the trial I I I | I |
The MS-RS tool 15 a self-reporting systerm: which utihzes o 9 2 3 4 5
a G-pomnt Likert scale (O=never, S=always) that measures the Bose Lws  4Sdays 50 days
prevalence of symptoms mvolving the followng fine and
gross motor (arm and leg weakness, spasms, tremors, bal- 10 Unne frequeacy day 3 2 0
ance problems), branstem (vision problers, memory Unne frequency naght 3 2 9
wnpairment, dysphagia), sensory pamn (pam, burmng :‘:hfr‘;l::';ﬂl 0 0
' dey
sensations, unghng), mental (anxiety, depression), elunina- Trouble making " o 0
tion (unnpe frequency and urgency) An example MS-RS bathroom, night
report for one of the patients 1n the trial 1s set forth below Lomelhness 0 ] 0
15 Depression 3 2 2
MS Stdy P : 3 4
Burning 0 0 0
Respondent No 4337 Numbnsas 4 2 1
MR-RS (Sclf-reporting) Pins and sesdles s 3 1
Please indicate how frequently you expenence each of the % gf;br; Vi : 3 2
symptoms using the followng scale. Drfficulty swatlowing 1 2 0
Forgetfulness 3 4 0

Never Always
0 1 2 3 4 5
Base Line 45 days 90 days

Arm weakness 5 2 0
Leg weakness 5 2 3
Spasmes 5 4 2
Tremomns 4 3 1
Knoe locking 3 1 1
Belance probloms 4 1 0
Falling 3 a 0

25

The FSS tool provides a quantitave measure of fatigue,
which 15 a promnent complamt of MS patients The FSS
tool employs a 1 to 7 Likert scale (l=strongly disagree,
T=sirongly agree), and 15 also a self reporting system An
example FSS report, for the same patient as m the previous

q3p example, 15 set forth below

35

MS Study

Respondent No 4337

FSS (Self-reporting)

Please idicate to what extent you agree or disagree with the
following statements using the seale’

Stongly Strongly
Disagree Agree
[ 1 2 3 4 5 6 7

45 20
Baseline days daye

1 My motivahion s lower when 7 5 5
I am fatigued

2 Exzercise brings on my 5 4 5
fahgue

3 L am epsily fatigned 7] 5 1

4 Fatigue intesferes with my § 5 1
physical funchoning

5 Fatigue causes frequent [ 3 1
probleme for me

] My fangne provents sustaned 5 3 2
phyaical funchioning

7 Fatugue wnterfores with 6 2 1
Carrying out certam dutics
and responsibalihes

8 Fatigue 15 among my three 4 4 3
nweat diabhng symptoms

9 Fahigne interfetes with my 3 2 1

work, famuly, or socml life

ARl 4 bt e i o
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The FS tool provides an objective measurement of neu-
rologreal impasrment i the following systems pyramudal,
cerebollar, brain stem, sensory, bowel/bladder, optic, mental
The data 18 physictan-reported, as opposed to the seif-
reporting systems used i the MS-RS and FSS tools The
cumulative FS data for the tnal 15 set forth 1a the following
table-

CUMULATIVE TEST DATA

Pyra- Cere- Bran Sen~ Bowel

Patient oudal bellar Stem sory Bladder Optic Mental Other
1 4344

Basehne 2 5 4 1 a 0 3 a

45 days 2 5 o 1 0 0 3 a

90 days 2 5 0 1 a 0 3 a
2. 4237

Bageline 3 2 3 1 Q 2 1 g

45 days 3 2 3 1 0 2 1 a

90 days 11 1 0 i 1 1 0
3 4366

Baehne 2 2 V] 0 3 1 D 0

45 daye 2 2 0 1] 3 1 D 0

90 days 1 2 0 0 23 1 0 0
4 4339

Baehne 3 1 2 0 2 2 2 0

45 days 3 1 12 o 2 2 2 0

90 days a1 2 0 2 2 2 o
5. 4335

Baseline 4 3 I 2 -3 3 0 )]

45 days 2 2 1 2 5 3 0 4]

90 days 2 2 1 2 5 3 [ [
6 4338

Basslhne 4 3 2 3 2 3 0 0

45 days 4 3 2 3 2 3 0 0

90 dnys 4 3 2 3 2 3 0 0
7 4341

Baseline 3 0 0 2 1 0 a [}

45 days 3 0 0 2 1 0 Q 1

90 duys 3 0 o0 2 1 0 o o
& 4424

Baseline 4 0 0 Q 2 3 a 0

43 dayn 4 0 a 2 3 Q [

Wdgys  INOOMPLETE
9 4340

Baselme 4 3 0 2 5 3 1] 0

45 daye 4 2 aQ 2 5 3 [ 0

90 days 4 2 1] 2 5 3 1] 0

10 4550

Baseline -3 B ] 1 3 0 o 0

45 dayr -3 0 1] 1 3 0 1] 0

90 dayw 2-3 i+ 0 g 3 0 4] 0

Finally, the EDSS scale measures progressive disabality in
increments of 0.5, where 0 represents normal and 10 ind:-
cates death dve to MS For reference, the portion of the
EDSS scale wiich encompasses the conditions of subjects
participating m the tnal 1s reproduced below,

Expanded Disability Status Scale (EDSS)
Scale
4 SmFully ambulatory wathout md, up and about much of
the day, able to work a full day, may otherwise have
some hmitation of full activity or require mummal
assistance, charactenzed by relatively severe disability,

s WRRa .
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10
usuaily consisting of one FS grade 4 {(others 0 or 1) or
combinations of lesser grades exceeding hmits of pre-
vious steps Able to walk without ad or rest for some
300 meters

5 QmAmbulatory without aid or rest for about 200 meters,
cdisability severe encugh to 1mparr full daly activities
(eg, to work full day without special provisions)
(Usual FS equivalents are one grade 5 alone, others 0
or 1, or combinations of lesser grades usually exceed-
ng specifications for step 40)

5. SwAmbulatory without ad or rest for about 160 meters,
chsability severe enough to preclude full daily actiwmi-
ties. (Usual FS equivalenis sre cne grade 5 alone,
others 0 or 1, or combinations of lesser grades usuaily
exceeding those for step 40)

6.0mlntermitient or umlaieral constant assistance (cane,
crutch, or brace) required to walk about 100 meters
with or without resting (Usual FS equivalents are
combinations with more than two FS grade 3+ )

6 5=Constant bilateral assistamce (canes, cruiches, or
braces) requred to walk about 20 meters without
resting (Usual FS equivalents are combinations with
more than two FS grade 3+)

7 0 Unable to walk beyond about 5 meters sven with aid,
esseohally restricted to wheelchar wheels self in stan-
dard wheelchawr and transfers alone, up and about m
wic some 12 hours a day (Usual FS equvalents are
combmations with more than one FS grade 4+, very
rarely, pyremidal grade 5 alonc )

7.5—Unable to take more than a few steps, restricted to
wheelcharr, may need aid 1n transfer, wheels self but
cannot carry on 1o standard wheelcharr e full day, may
require motonzed wheelchair (Usual FS equivalents
are combinations with more than one FS grade 4+ )
Cumulative EDSS data for the tral 15 set forth in the
followmg table

Basehine 45 Days 9 Days
Patient Score Score Score
1 4344 50 50 50
2 4337 50 58 50
3 4366 60 60 60
4 4339 60 60 60
5 4336 8.0 50 50
[ 4338 &5 65 6
7 4341 6.0 60 60
8 4424 75 75 inc,
9 4340 7Q T0 T0
10 4550 .06 5 6.0 60

As was noted, the full assessment was performed at the
beginning of the trial and then repeated at the 45 and 90-day
pomts The overal] resulis, showing the data acquired using
the test tools described above, are set forth 1n the following
Table A,
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1n
TABLE A
LMSRSTOOL __FSSI0OL _ FSTOOL __ EDSS
Pi¢# B 4D %D B 45D 90D B 45D XD B 4D

50D Qualiative

4344 51 555 44 57 56 5 011 u 1t 50 50
4337 67 42 19 47 3 o 12 12 5 60 55

4386 31 7 28 45 36 33 8 -] 7 60 60

31 46 48 12 12 12 50 &0

27 50

433 23
4336 47

B8
gy

4338 58 50 j6 29 25 41 17 17 17 65 65

4341 34 28 31 33 38 45 6 [ 6 60 60

&
a

4424 63 53 Ine e @ 9 Inc 75 7%

4340 56 39 41 48 26 3 17 16 16 70 7O

4550 45 33 Inc 54 37 Imc 7 7 Isc 65 65

mowt least roat least most lenst most

SCOT®  BCOTE  BCOTG  BCOIE  BCOIE SCOME
110 0 63 9 40 0 100

50 NO CHANGE

50 HEnproved ambulation
Ko longer uging cane
Incresse left side
&trepgth

60 Increesed energy
Improved ambulation
Improved biadder
functson
Reports overall
Improved

60 NO CHANGE

50 Increased energy
Tmaproved ambulation
No longer uaing cane
Increaned sense of well

beng

65 Reports overall
improved
Improved vision
Improved wnhng
function
kmp bladder funchion
Improved balance
Improved sexual
function

60 inercased encegy
Imp sleepung at mght

Inc Improved bladder
function

T¢ Decrease 1n ataxia
Improved spesch, firge
time able to smg in 18

years
Increased encrgy
Improved nght am
function

Inc Increased energy
Improved speech
Insp thought process
Improved sensory
function

lenst
disabled duabled dusabled disabled duabled desabled dusabled disabled

score  score
1]

Eey

B = Baselune score

450} = 45 days on Tx scare
90D w 90 days on Tx score

A review of the data m Table A shows that roughly 80%

Furthermore, 1t should be noted that the trial was con-

of the subjects reported 2 qualitanve improvemeat m therr 0 ducted using essentially the smallest dose of histamine

conditton &s a resuit of the treatment, and roughly 30%
exhibited an improvement of one or more levels on the
EDSS scale (sce patient numbers 4337, 4336 and 4550) The
MS-ES tool, ¥SS tool and FS tool, m tum, appear to show
measurable 1nprovement in abont 40% of the patents (see
patient pumbers 4337, 4366, 4336 and 4340)

It should be poted that, m contrast to the general pattern
of triels and studies associated with interferon treatments,
the tr1al set forth m Example Two reconded actual improve-
ment 1n the condition of a significant number of the subjects,
rather than simply 2 slowing m the rate of detenroration In
other words, while treatment methods based on the autoim-
mune theory have measured “success” i terms of slowing
progression of MS, the clinical tnal of the present mvention
demonstrated an apparent reversal of the effects of the
disease

- O ST S U —

&5

65

phosphate judged likely to produce observable resulis
Based on the study results and post-tnial testing, it has been
determned that an average 8-hour transdermal dose of about
165 mg histamine phosphate genenally proves more effec-
tive 8-hour transdermal dosages of about 2 2 mg have been
tested on an individual basss, and 10 some nstances dosages
of 2 5 mg or higher may be suitable

Based 1n part on the sbove examples, and using the
preferred constuuents of listamine phosphate and caffeine,
the followng approximate parameters are believed to cover
the majonity of dosages suutable for use with physically
typical paticnts suffering from relatively advanced MS It
will be understood, however, that the actual dosages wll
vary with certain factors, ncluding the wndividual’s weight,
physical condition, and environmental and mental stressors,
for example

Filed 12/27/01 Page 22 of 24
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Example Dose Ranges
Caffeine*
Oral form {time release preferred) 600 mg—2500 mg gd
transdermal, 6-40 mg/hr
Histamine phosphaie
Intravenous 0 61-2.75 mg qd-qud
Subcutancous Imection, 0 001-0 04 mp'kg qd-qid
Transdermal © 13-0 63 mg/hr

Example 8-Hour Transdermal Dose Ranges

In 02 m] Transdermal Gel

Histamine Phosphate 1 0-50 mg
Caffeine (Caffeine Ciirate) 50-300 mg
It 15 to be recogmzed that various alterations,
modifications, and/or additions may be introduced mto the
construchons snd arrangements of parts described above
without departing from the spint or ambit of the present
mvention
What 15 clamned 15’
1 A method for treatment of multiple sclerosis, sad
method compnsing the steps of:
admmistering to a patient transdermally and on a con-
timung basts and substantiafly without the presence of
a0 IMMUNOZEN A COMPOSItion COMPrSING
a histamine H2 agomst, 1n an amount effecave to
stunulate and sustain production of cychic AMP at &
level wiuch 1s adequate to maintaan myelin aganst
self-degeneration; and
a phosphodiesterase mbibitor, in an amount effective
for conservation of said level of cyclic AMP which
18 produced 1 response to admmstration of said
histamine H2 agomst
2 The method of claim 1 wherewn sawd hstamine H2
agomst comprises histamne phophate
3. The method of clzim 1, wherein said phosphodiesterase
izhibitor compnises caffeine
4 The method of clamm 1, wherein said phosphodiesterase
mhibitor comprises a methylxanthine agent,
5 The method of claim 1, wherem said phosphodiesterase
mibitor compnses theophyllme or a theophyline denivative
6 The method of claim 1, whereim the step of admims-
lering 2 composiion compnsing a histarmne H2 agomst
comprises
admmnisienng histamune phosphate transdermally at rate
i the range from about 0 13 mg/hr to 0 63 mg/hr
7 The method of elaum 6, wherein the step of adminis-
tering a composition comprising a phosphodiesterase inhibi-
tor comprises'
adminisiening caffeine transdermally at a rate mn the range
from about 6 mg/hr to about 40 mg/hr
8 A method for treatment of multple sclerosis, smd
method comprsing the steps of
administering to a pagient transdermally and on a con-
tinumg basis substantially without the presence of an
immunogen a Wstamine H2 agomst 80 as to shmulate
znd sustain production of cychc AMP, and
admmstenng 1o said patent a phosphodiesterase inhibi-
tor so as 1o conserve said cyclic AMP which 15 pro-
duced in response to admimstration of said stamme
H2 agomst.
9 The method of clum 8, wherein said histamine H2
agomst comprises histermine phosphate
10 The method of claim 9, wherein said phosphodi-
esterase mhibitor comprises caffemne
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11 The method of claim 10, farther compnising the step
off
admmmstening said histamune phosphate and caffeine
simultaneously using a transdermal patch,
12 The method of claim 11, wheremn the step of admin-
1stening saud istamine phosphate comprises.
administening saxd fustarmine phosphate transdermaily at a
rate 10 the range from about 0 13 mg/hr to about 0,63
mg/hr
13 The method of clarm 12, wherem the step of admin-
1stering saud caffeine comprises
adminsstering saxd caffeine transdermally at a range in the
range from about 6 mg/hr te about 40 mgsr.
14 The method of claam 11, wherein the step of admm-
stering saxd histamine phosphate comprises,
adminstening sad stamine phosphate transdermally at a
rate n the range from about 0 13 mg/he to about 0 63
mg/hr
15 The method of claim 14, wherein the step of admm-
istering said caffeine comprises
admimstering said caffemne transdermally at a rate of
about 12 5 mg/hr
16 A composttior for treatment of multiple sclerosis, sad
composition bemng substanhally free of an immunogen and
compnsing.
histamine phosphate,
4 phosphodicsterase mhibator, and

2 ftuid carrier for transdermal admimstration in which said
histamine phosphate and said phosphodhesterase are
mixed for ssmultaneous admumstration to a patient.

17 The compoesttion of claim 16, wherem said phosphod-

esterase inhibitor comprnses caffeine

18 The compostion of clam 17, wherein sad fluid

mechum comprises a transdermal gel or mjectable soluton

19 The composition of clam 18, wherem said caffeine

comprises caffeine citrate dissolved 1 said transdermal gel
of mpeciable solution.

20 An spparatus for treatment of multiple sclerosis, smd

apparatus COMprISIRG,

& transdermal patch, and

a treatment composition deposited on said patch for
admimistration to a patient, said treatment composition
being substantially free of an immunogen and
comprising, 1n predstermined amounts
histamine phosphate,

1 phosphodiesterase imhibitor, and

a flmd medmm m which said lstamine phosphate 2nd
said phosphodicsterase mhibitor are mixed for
simultaneous transdermal admimstration to said
patent

21 The apparatus of clazm 20, wherein said phosphod:-

esterase mhibitor comprises caffemne

22 The apparatus of claim 20, wherein sard fund medium

comprises a transdermal gel

23 The apparatus of claim 20, wherein said apparatus is

configured to admumster an approximately B-hour dose

24 The apparatus of claim 23, wherein sad ireatment

COmMposIO: COMPrIScs

histamne phosphate, 1n an amount from about 1 0 mg to
about 50 mg and

caffeine 1o an amount from about 50 mg to about 300 mg

25 A combined preparation for simultaneous, separate, or

sequential admimstration for the treatment of multiple scle-
rosis and related disease states, preparalion consishing essen-
haly of
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histamine phosphate, 28 A method for treatment of multiple sclerosis, com-
pnsing admumstering 1o a patient transdermally and on 2
caffeme, and
, continung basis a preparation consisting essentially of,
at least one flwid carmner for transdermal administration of histamme phosphate,
said perparation g  caffeme, and
26. The preparation of claim 25, wherein sad caffeine 15 At least one fiud carmer for transdermal admmstration of
1 the form of caffeme citrate smid preparation
27 The preparation of cleim 25, wherein sud at least one 29 The method of claim 28, wherein said caffemne 1s m the

flwd carrier 15 a trapsdermal gel n which said histamine form of caffeme citrate
phosphate and caffeine are mmed for transdermal admims-
tration * O ok Wk

e e e e e s e
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