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PREPARATION FOR THE RELIEF OF DISEASE 

[0001] This is a continuation of Ser. No. 10/398,110, ?led 
Aug. 1, 2003, Which Was the national stage of International 
Application No. PCT/GB01/04687, ?led Oct. 19, 2001, 
Which International Application Was published in English. 

[0002] The present invention relates to preparations for the 
treatment or relief of diseases, especially in?ammatory 
diseases, in humans and animals. In particular it relates to 
preparations for the treatment of in?ammatory respiratory 
diseases such as asthma in humans, especially in children. 

[0003] Asthma is a chronic disease of the airWays char 
acteriZed by recurrent airWay obstruction. Known treatments 
of asthma include daily doses of pharmaceuticals such as 
inhaled corticosteroids, antihistamines and inhaled beta ago 
nist bronchodilators such as Ventolin®. The aim of such 
treatments is to manage or ameliorate the condition, that is 
to provide symptomatic relief of Wheezing and/or breath 
lessness and/or coughing. Unfortunately, even With such 
treatments, asthma su?ferers are prone to severe asthma 
attacks or crises Which may be brought on or exacerbated by 
other illness such as colds or in?uenza, allergens (for 
example pollen, house dust etc.) or by exercise. Such crisis 
points may involve unremitting coughing and other respi 
ratory distress, and may necessitate hospitalization and/or 
out-patient emergency care to administer repeated bron 
chodilation therapy, oxygen therapy, and high doses of oral 
glucocorticosteroids. 
[0004] Amajor goal of asthma therapy is the prevention of 
crises Which require emergency therapy and/or oral corti 
costeroid treatment. This is for tWo major reasons. First, it is 
the crises Which are the major cause of the morbidity and 
mortality associated With asthma. Secondly, recurrent ste 
roid use, especially at high doses of oral steroids, is asso 
ciated With multiple adverse aifects, Which are Well docu 
mented. 

[0005] Inhalation therapy of asthma using an inhaler is the 
standard treatment for attacks other than severe acute attacks 
but has several disadvantages. It requires coordination of 
discharge of the inhaler With inhalation, Which many people, 
especially children, ?nd di?icult. It also requires consider 
able respiratory e?fort Which those suffering from asthma 
?nd di?icult. 

[0006] Beta 2 bronchodilators, e.g. salbutamol (Ventolin) 
and terbutaline (Bricanyl) are usually taken by inhalation but 
may be taken orally. When taken orally, these compounds 
have considerable adverse effects, such as inducing tremor 
and/or cardiovascular side effects (such adverse effects can 
also folloW inhalation administration but are less likely). The 
side effects are particularly bad at high doses. Oral steroids, 
e.g., prednisolone and prednisone, Which are used in acute 
asthma attacks, also have knoWn (and considerable) side 
effects; these compounds are generally taken for a short 
period in order to alleviate the attack While avoiding those 
side effects. 

[0007] Thus, knoWn oral treatments for asthma either 
suffer from the severe and Well knoWn side effects associated 
With glucocorticosteroids, or have not proved very effective. 
There is, therefore, a considerable need for an effective oral 
treatment for asthma and other respiratory diseases. 

[0008] According to the present invention, there is pro 
vided a composition including (a) a Platelet Activating 
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Factor (PAF) Inhibitor and (b) an antioxidant Which inter 
feres With the arachidonic acid cascade. Preferably, the 
antioxidant (b) is an NADPH oxide inhibitor. Preferably, the 
antioxidant (b) increases glutathione synthesis. Antioxidant 
(b) is preferably a neutrophil oxidative burst antagonist. 

[0009] Platelet-activating factor (PAF) is an ether-linked 
phospholipid (acetyl glycerol ether phosphocholine) pro 
duced by many different kinds of stimulated cells (e.g., 
basophils, neutrophils, monocytes, macrophages, endothe 
lial cells) from phospholipids Which are mobiliZed from cell 
membranes by phospholipase A2. It is 100-to-10,000 times 
more potent than histamine With respect to its vasoactive 
properties. As one of its smooth muscle effects, it is a strong 
bronchoconstrictor. It also stimulates other cells to increase 
their functional and metabolic activities, i.e., primes or 
activates them for more effective function. It is a potent 
platelet-aggregating agent and inducer of systemic anaphy 
lactic symptoms. 

[0010] PAF inhibitor should be taken to mean an agent 
Which inhibits PAF by any mechanism. 

[0011] Preferably the Platelet Activating Factor (PAF) 
Inhibitor (a) is a ginkgolide. Preferably the source of 
ginkgolide(s) is ginkgo biloba, or extract or component 
thereof. 

[0012] Ginkgolides, for example, ginkgolide B, display 
potent (PAF) inhibiting activity. This may lead to reduction 
of bronchoconstriction, induction of airWays hyperactivity 
and eosinophil response. 

[0013] The structure of ginkgolide B (Molecular Formula: 
C2OH24OlO) is shoWn beloW. 

Ginkgolide B 

[0014] The ginkgolides are bioactive terpenes isolated 
from the roots, bark and/or leaves of Ginkgo biloba L., 
Ginkgoaceae. Other suitable ginkgolides are those com 
pounds Which can be extracted from, for example, the roots, 
bark and/or leaves of Ginkgo biloba L., Ginkgoaceae by a 
polar organic solvent. 

[0015] Arachidonic acid (AA) is the substrate from Which 
eicosanoids, e.g., prostaglandins, leukotrienes, and numer 
ous other mediators, are produced. Eicosanoids can collec 
tively mediate almost every aspect of the in?ammatory 
response. AA is produced from membrane phospholipids 
and fatty acids through the effects of various phospholipases. 
AA is not stored in cells, hoWever, it is produced and 
metaboliZed into mediators very rapidly. The process by 
Which eicosanoids is made (from AA) is termed the arachi 
donic acid AA cascade, and is Well knoWn. The main 
mediating enZymes in the AA cascade are of the cyclooxy 
genase class, enZymes principally inhibited by aspirin and 
other NSAIDS, as Well as COX-2 inhibitors. 
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[0016] By “an antioxidant Which interferes With arachi 
donic acid cascade” it is meant any antioxidant that affects 
any stage of the AA cascade (for example by inhibition of a 
mediating enzyme). The antioxidant may be said to have tWo 
modes of action: (i) an antioxidant action; and (ii) an action 
which affects the AA cascade. 

[0017] Preferably, the antioxidant (b) is apocynin. This 
may be in isolated form (eg apocynin), a precursor, for 
example the dimmer, the Glucoside (for example androsin), 
glycone or in the form of acetovanillone), and/or apocynin 
in natural form (e.g., in the form of picrorrhiZa kurroa). 
These forms are discussed in more detail beloW. 

[0018] The compositions, preparations and methods 
according to the invention are useful as (or in the manufac 
ture of) pharmaceutical preparations for the treatment of 
human patients, and/ or as (or in the manufacture of) veteri 
nary preparations for the treatment of non-human animals 
because they demonstrate activity as discussed beloW and 
shoWn in test data (see, for example, Example 13). The tests 
indicate that the composition(s) and/or preparation(s) are 
suitable for use in the treatment or amelioration or relief of 
in?ammatory disease. Preferably, they are used for the 
treatment or amelioration or relief of in?ammatory respira 
tory disease. “In?ammatory respiratory disease” includes 
respiratory diseases such as asthma, allergic airWays disease 
and emphysema (e. g., hereditary emphysema), symptoms of 
allergy manifested in the respiratory system, exercise 
induced asthma and Chronic Obstructive Pulmonary Dis 
ease (COPD) (bronchitis). The preparation may also be used 
to treat in?ammatory diseases such as in?ammatory joint 
disease, arthritis and rheumatoid osteoarthritis, (atopic) der 
matitis, leishmaniasis and/or in?ammatory diseases of the 
gastrointestinal tract, such as ulcers (including stomach 
ulcers, gastric ulcer syndrome, ulcerative colitis, coeliac 
disease, Irritable BoWel syndrome, Irritable BoWel Disease 
and Crohn’s disease. The preparations may also be used to 
prevent Platelet Induced blood clotting, and thus are suitable 
for use in the treatment, management and/ or prevention of 
conditions caused by Platelet Induced blood clotting (for 
example, Coronary Artery Disease, Arterial Clotting, PAD 
(peripheral arterial disease and Stroke). The preparations 
and compositions may also be used in the treatment, man 
agement and/or prevention of thrombosis and cardiac related 
problems (for example ischemia and blood ?oW problems, 
arrhythmias induced by experimental myocardial ischemia, 
prevention or reduction of arteriolar spasms and problems 
caused by thrombus formation). 

[0019] The compositions and preparations may be used to 
treat, manage, or prevent hayfever (allergic rhinitis). Pre 
ferred compositions for this use further comprise dimethyl 
sulfone. 

[0020] The compositions may be used as (or in the manu 
facture of) veterinary preparations for the treatment of 
non-human animals, for example, dogs, pigs, equine species, 
poultry and reared game birds such as pheasants. They may 
be used to treat in?ammatory diseases such as seasonal 
pruritic determatitis, laminitis, ecZematous dermatitis, 
COPD, lameness, aZoturia, dermatitis, rain scald, osteoar 
thritis, hip dysplasia and leishamaniasis, equine gastroulcer 
syndrome, or the sequellae thereof. 

[0021] The combination of pharmaceutically signi?cant 
amounts of active ingredients, antioxidant (b) (e.g., apocy 
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nin) and PAP Inhibitor (e.g. ginkgo biloba), may have a 
synergistic effect that leads to extremely e?icacious treat 
ment of diseases, for example, asthma. Treatment using 
preparations of the invention may lead to considerable 
bene?ts in general health, such as up to a 95% reduction in 
symptoms of asthma and other more general manifestations, 
such as increased Wellness and happiness, color (indicative 
of improved oxygenation), and, in children, apparent 
increased groWth and development. There may also be a 
signi?cant reduction in the amount of crises and thus a 
decreased need for hospital or out-patient treatment. 

[0022] “Treatment using preparations of the invention” 
should be taken to mean both administration of the prepa 
ration as a preventative or maintenance dose With the aim of 
prophylaxis (that is preventing or at least reducing the 
frequency of attacks and therefore maintaining a level of 
health, and/or preventing the development of a condition), 
and treatment at a (generally higher) “therapeutic level” to 
alleviate chronic attacks or crisis symptoms Which, if 
untreated, may lead to hospitalization. Thus, the preparation 
may remove or reduce the need for treatments considered 
harmful such as corticosteroids, especially oral corticoster 
oid treatments. HoWever, the preparations/compositions 
may be administered in combination With conventional 
asthma treatments (Ventolin, oxygen therapy, corticoster 
oids, breathing techniques, etc.) Without ill effects, and may 
enable the dose of conventional treatment to be reduced 
(dose sparing). 
[0023] Examples of compositions suitable for use as an 
antioxidant (b) are NADPH-oxidase inhibitors such as cat 
echols and their metabolites and methylated catechols, for 
example, apocynin. 
[0024] Preferably, the antioxidant (b) is apocynin Which is 
the plant-phenol 4-hydroxy-3-methoxyacetophenone, and 
has the folloWing formula: 

0 CH3 

ocH3 

OH 

[0025] Apocynin interferes With the arachidonic acid cas 
cade, increases glutathione synthesis, and is a neutrophil 
oxidative burst antagonist. These effects may contribute to 
the increased therapeutic effects shoWn by preparations 
including apocynin. 
[0026] The antioxidant (b) may also be an apocynin 
derivative or a phenone derivative. Some examples of suit 
able phenone derivatives are disclosed in Us. Pat. No. 
5,481,043. 

[0027] NADPH-oxidase inhibitors (suitable for use as 
antioxidant (b)) may be found in plant substances and plant 
extracts. For example, apocynin is found in extracts of the 
plants picrorrhiZa kurroa, apocynum cannabinium, apo 
cynum venatum or apocynum androsaemifolium. The prepa 
rations of the invention may include an “isolated” NADPH 
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oxidase inhibitor (for example “isolated” apocynin). Isolated 
NADPH-oxidase inhibitor is an NADPH-oxidase inhibitor 
Which has been synthesized, or NADPH-oxidase inhibitor 
Which has been extracted from plants and puri?ed. Apocynin 
(or other NADPH-oxidase inhibitors) may be present in 
preparations according to the invention as direct extracts 
from plants (i.e., as part of an unresolved mixture of 
compounds in the form of an unpuri?ed plant or root 
extract). These Will be referred to as NADPH-oxidase 
inhibitors (or apocynin) “in the natural form”. For example, 
apocynin present in preparations according to the invention 
in the form of picrorrhiza kurroa Will be referred to as 
“natural apocynin”. Natural apocynin may include androsin 
and other iridoid glucosides, for example. 

[0028] Preferably the composition includes antioxidant (b) 
Which is an NADPH-oxidase inhibitor in a puri?ed or 
synthetic form: “isolated” NADPH-oxidase inhibitor. 

[0029] It is a still further preference that the antioxidant 
(b) Which is an NADPH-oxidase inhibitor is present in both 
isolated form and a natural form. 

[0030] As discussed above, the preferred antioxidant (b) is 
apocynin. If apocynin is used in the preparation in “isolated 
form”, it is a further preference that the preparation also 
comprises a natural form of apocynin, for example, from an 
apocynin containing plant such as picrorrhiza kurroa, apo 
cynum cannabinium, apocynum venatum or apocynum and 
rosaemifolium, most preferably an extract from picrorrhiza 
kurroa. The use of the active entity in the natural form in 
combination With the “isolated” active entity may lead to a 
further synergistic effect betWeen the isolated form (e.g., 
puri?ed or synthetic apocynin) and the natural form (e.g., 
apocynin contained in picrorrhiza kurroa). The preferred 
picrorrhiza kurroa is a standardized form based on standard 
ized iridoid glucoside fractions such as are Well knoWn. A 
preferred picrorrhiza kurroa in standardized form comprises 
standardized iridoid glucoside fractions collectively knoWn 
as “Kutkin min 4%”. Standardized iridoid glucoside frac 
tions betWeen Kutkin min 2% and Kutkin min 8% are also 
preferred. In the Examples beloW, the picrorrhiza kurroa in 
standardized form comprises standardized iridoid glucoside 
fractions collectively knoWn as “Kutkin min 2%”. 

[0031] The composition may include antioxidant (b) 
Which is an NADPH-oxidase inhibitor in natural form only, 
for example, picrorrhiza kurroa. HoWever, if this is the case, 
it may be necessary to limit the amounts of picrorrhiza 
kurroa to prevent side effects (such as upset stomach Which 
may occur due to other species in the picrorrhiza kurroa). 
HoWever, it is noted that most human subjects can take up 
to 2,000 mg of picrorrhiza kurroa (Kutkin min 2%) per day 
Without discomfort. 

[0032] A preferred composition comprises: 

[0033] 
[0034] b) antioxidant, preferably NADPH-oxidase inhibi 
tor, preferably apocynin; 

a) ginkgo biloba; and 

Wherein the ratio by Weight of ginkgo biloba:antioxidant is 
betWeen about 3:10 and about 3.4:1, preferably betWeen 
about 0.5:1 and about 3:1, and more preferably betWeen 
about 2.1:1 and 27:1. 

[0035] In the ratio above, the Weight of antioxidant refers 
to the Weight in the isolated form (e.g., apocynin in the 
isolated form). 
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[0036] Thus, according to the invention, in another aspect 
there is provided a pharmaceutical preparation for the treat 
ment or relief of in?ammatory disease, thrombosis, cardiac 
problems and/or conditions caused by Platelet Induced 
blood clotting comprising (a) a Platelet Activating Factor 
(PAF) Inhibitor and (b) an antioxidant Which interferes With 
the arachidonic acid cascade. Preferably, the antioxidant (b) 
is an NADPH oxide inhibitor. Preferably, the antioxidant (b) 
increases glutathione synthesis. Antioxidant (b) is preferably 
a neutrophil oxidative burst antagonist. 

[0037] Preferably the Platelet Activating Factor (PAF) 
Inhibitor is ginkgo biloba. Preferably the antioxidant (b) is 
apocynin. 

[0038] The apocynin may be in isolated form. Preferably, 
the preparation further comprises apocynin in the natural 
form. Preferably the preparation is a pharmaceutical prepa 
ration for the treatment of in?ammatory diseases in humans. 
Preferably, the preparation is for the treatment of in?am 
matory respiratory diseases. 

[0039] A preferred pharmaceutical preparation for in?am 
matory disease comprises: 

[0040] 
[0041] b) antioxidant, preferably NADPH-oxidase inhibi 
tor, preferably apocynin; 

a) ginkgo biloba; and 

[0042] Wherein the ratio by Weight of ginkgo biloba:an 
tioxidant is betWeen about 3:10 and about 60:1, preferably 
betWeen about 6:1 and about 0.4: 1, more preferably betWeen 
about 2.4:1 and about 0.45:1, even more preferably betWeen 
about 2.1:1 and about 1.4:1. 

[0043] In the ratio above, the Weight of antioxidant refers 
to the Weight in the isolated form (e.g., apocynin in the 
isolated form). 

[0044] The preparations and compositions in the preced 
ing paragraphs assume the ginkgo biloba is in natural form. 
Preferably the ginkgo biloba is in concentrated standard 
form, for example, a concentrated extract Which is equiva 
lent to four times the concentration of ginkgo biloba in the 
natural form, such as Ginkgo biloba tablets sold by Medi 
Herb of Australia (500 mg tablets containing ginkgo biloba 
concentrated extract equivalent to 2.0 g dry leaf ginkgo 
biloba standardized to Ginkgo ?avone glycosides). Thus, a 
preferred preparation Which includes ginkgo biloba in such 
a concentrated standard form comprises: 

[0045] 

[0046] b) an antioxidant, preferably NADPH-oxidase 
inhibitor, preferably apocynin; Wherein the ratio by Weight 
ginkgo biloba:antioxidant is betWeen about 30:1 and about 
75: 1000, preferably betWeen about 3:1 and about 1:1, more 
preferably about 3:2. 

a) ginkgo biloba (in concentrated standard form); 

[0047] It is noted that in preparations according to the 
invention, a level of antioxidant (b) (such as NADPH 
oxidase inhibitor, for example, apocynin) higher than the 
minimum value speci?ed above makes the preparation more 
suitable for a therapeutic treatment, While an amount of 
antioxidant (b) of around the minimum value noted above 
makes the preparation more suitable for a standard preven 
tative measure treatment. 
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[0048] Preferably, the composition (or preparation) further 
comprises an agent Which enhances lipid solubility of the 
preparation. This gives rise to betWeen absorption and, 
hence, better bioavailability, especially by the oral route. 
Preferred agents Which enhances lipid solubility are sources 
of pharmaceutically acceptable surfactants and/or fatty 
acids, for example, phosphatidycholine (lecithin). 

[0049] Preferably, the compositions or preparations fur 
ther comprise dimethyl sulfone. Such preparations are espe 
cially suitable for treating hayfever (allergic rhinitis). 

[0050] The preparation may further comprise additional 
components such as pharmaceutically conventional carriers, 
diluents, ?avourants, emulsi?ers and stabiliZers. Preferably 
the preparation further comprises one or more of the fol 
loWing: 

[0051] i) an agent to enhance the immune system, for 
example, lactoferrin Which has anti-viral, antibacterial and 
anti-oxidant effects; 

[0052] ii) a natural source of vitamins or minerals such as 
bee pollen; 

[0053] iii) a source, for example, a natural source, of 
vitamins, minerals and amino acids, for example, chlorella; 

[0054] iv) a source of trace elements, for example, fucus 
vesiculosus; and/or 

[0055] v) taste-masking agents, for example, yogurt, fruit 
juice, honey and syrup. 

[0056] The compositions and preparations are suitable for 
oral administration. Thus, in another aspect, the present 
invention provides an orally bioavailable preparation for the 
treatment or relief of in?ammatory disease, thrombosis, 
cardiac problems and/or conditions caused by Platelet 
Induced blood clotting comprising (a) a Platelet Activating 
Factor (PAF) Inhibitor and (b) antioxidant Which interferes 
With the arachidonic acid. Preferably, the antioxidant (b) is 
an NADPH oxide inhibitor. Preferably, the antioxidant (b) 
increases glutathione synthesis. Antioxidant (b) is preferably 
a neutrophil oxidative burst antagonist. 

[0057] Preferably, the Platelet Activating Factor (PAF) 
Inhibitor (a) is ginkgo biloba. Preferably, the antioxidant (b) 
is apocynin. 

[0058] In a still further aspect, the present invention pro 
vides an orally bioavailable preparation for the treatment of 
in?ammatory respiratory disease comprising ginkgo biloba 
and apocynin. The apocynin may be in isolated form (e.g., 
apocynin as the dimmer, glycone or in the form of aceto 
vanillone) or in natural form (e. g., in the form of picrorrhiZa 
kurroa). Preferably, the apocynin is present in natural and 
isolated forms. 

[0059] Thus, the invention may provide an orally active 
anti-asthmatic preparation. It Will be appreciated that the 
preparations are suitable for other means of administration, 
for example, mucosal delivery routes (for example, rectal, 
nasal, vaginal) and also topical administration. 

[0060] According to the present invention, there is also 
provided a method of treatment or relief of in?ammatory 
disease, thrombosis, cardiac problems and/or conditions 
caused by Platelet Induced blood clotting in human or other 
animal subjects comprising the step(s) of administering to 
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the subject (a) a Platelet Activating Factor (PAF) Inhibitor 
and (b) an antioxidant Which interferes With the arachidonic 
acid cascade. 

[0061] Preferably, the antioxidant (b) is an NADPH oxide 
inhibitor. Preferably, the antioxidant (b) increases glu 
tathione synthesis. Antioxidant (b) is preferably a neutrophil 
oxidative burst antagonist. The present invention also pro 
vides a method comprising use of (a) a Platelet Activating 
Factor (PAF) Inhibitor and (b) an antioxidant Which inter 
feres With the arachidonic acid cascade in the manufacture 
of a medicament for the treatment of in?ammatory disease 
in humans or other animals. 

[0062] Preferably, the method is for the treatment (and/or 
amelioration or relief) of in?ammatory respiratory diseases, 
for example, those discussed in the paragraphs above, for 
example, asthma, allergic airWays disease and emphysema 
(for example, hereditary emphysema), hayfever, allergic 
rhinitis, symptoms of allergy manifested in the respiratory 
system, exercise induced asthma and Chronic Obstructive 
Pulmonary Disease (COPD) (bronchitis). The method may 
also be used to treat in?ammatory diseases such as in?am 
matory joint disease, arthritis and rheumatoid osteoarthritis, 
and/or in?ammatory diseases of the gastrointestinal tract, 
such as ulcerative colitis, coeliac disease, Irritable BoWel 
syndrome, Irritable BoWel Disease and Crohn’s disease. The 
method may be used to prevent platelet induced blood 
clotting, thrombosis, cardiac problems and other conditions 
discussed above. 

[0063] Preferably, the Platelet Activating Factor (PAF) 
Inhibitor is ginkgo biloba. Preferably, the preparation is 
administered to a human at a concentration, per daily dose, 
of ginkgo biloba (standardiZed to ginkgo ?avone glyco 
sidesi24%) of 1 mg/kg body Weight-25 mg/kg body 
Weight. 

[0064] Preferably, the antioxidant (b) is apocynin. Prefer 
ably, the preparation is administered to a human at a 
concentration, per daily dose, of apocynin of 60 ug/kg body 
Weight-20 mg/kg body Weight. 

[0065] Preferably, the method further comprises the step 
of administering a natural form of antioxidant (b), as 
described above, for example picrorrhiZa kurroa. Preferably, 
the preparation is administered at a concentration, per daily 
dose, of picrorrhiZa kurroa of 1 mg/kg body Weight-35 
mg/kg body Weight. This preferred daily dose of picrorrhiZa 
kurroa is based on standardiZed iridoid glucoside fractions 
collectively knoWn as “Kutkin min 4%”. 

[0066] The above ranges are a maintenance dose (for 
prophylactic treatment) for a human patient. For a loading 
dose (e.g., to begin treatment or treat an acute attack) the 
daily dose should be doubled for a period of 1-5, preferably 
3 days. 

[0067] There may be a cumulative effect Which provides 
clinical bene?ts over a longer period of 10 to 30 days. 

[0068] The daily dose may be provided as a single capsule, 
tablet or other solid or liquid form knoWn to those skilled in 
the art, or may be provided in divided doses (for example, 
1 to 3 doses) to make up the full daily dose. The doses of 
ginkgo biloba and antioxidant (b), for example, apocynin, 
may be provided together in the capsule, tablet, etc., or the 
tWo may be provided as separate capsules or tablets (a 
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capsule containing dose or partial dose of ginkgo biloba, and 
a separate capsule containing the antioxidant (b), for 
example, apocynin) for sequential administration. 

[0069] The following are preferred compositions/doses for 
the treatment of animals. The preferred Platelet Activating 
Factor (PAF) Inhibitor is ginkgo biloba. Preferably, the 
antioxidant (b) is apocynin. Preferably, the method further 
comprises the step of administering a natural form of 
antioxidant (b), as described above, for example, picrorrhiza 
kurroa. 

[0070] For dogs, the preferred doses are a concentration, 
per daily dose, of ginkgo biloba (standardized to ginkgo 
?avone glycosidesi24%) of 1 mg/kg body Weighti7 
mg/kg body Weight; a concentration, per daily dose, of 
apocynin of 0.6 mg/kg body Weighti35 mg/kg body 
Weight. The dose may also comprise a daily dose of picr 
orrhiza kurroa of 3 mg/kg body Weighti6.6 mg/kg body 
Weight. The preferred daily dose of picrorrhiza kurroa is 
based on standardized iridoid glucoside fractions collec 
tively knoWn as “Kutkin min 4%”. 

[0071] For horses, the preferred doses are a concentration, 
per daily dose, of ginkgo biloba (standardized to ginkgo 
?avone glycosidesi24%) of 4 mg/kg body Weight-23 
mg/kg body Weight; a concentration, per daily dose, of 
apocynin of 0.2 mg/kg body Weight-1.1 mg/kg body Weight. 
The dose may also comprise a daily dose of picrorrhiza 
kurroa of 1 mg/kg body Weight-5.6 mg/kg body Weight. The 
preferred daily dose of picrorrhiza kurroa is based on 
standardized iridoid glucoside fractions collectively knoWn 
as “Kutkin min 4%”. 

[0072] According to the present invention in a further 
aspect, there is provided a kit of parts for a preparation for 
treatment or prevention of in?ammatory disease, thrombo 
sis, cardiac problems and/or conditions caused by Platelet 
Induced blood clotting in human or other animal subject 
comprising at least one dose of (a) a Platelet Activating 
Factor (PAF) Inhibitor and (b) an antioxidant Which inter 
feres With the arachidonic acid cascade. Preferably the 
Platelet Activating Factor (PAF) Inhibitor is ginkgo biloba. 
Preferably the antioxidant (b) is apocynin. 

[0073] It is envisaged that the kit of parts may be provided 
as, for example, a blister pack containing capsules contain 
ing doses or partial doses of, for example, ginkgo biloba, and 
separate capsules containing doses or partial doses of the 
antioxidant (b) (e.g., apocynin). The pack may be provided 
With instructions for sequential administration of the doses. 

[0074] When administered either together or separately, 
the compounds (a) and (b) should be such as to maintain a 
suitable blood level of each of (a) and (b). When adminis 
tered separately, the compounds (a) and (b) should be given 
Within four hours of each other, preferably Within tWo hours, 
and more preferably simultaneously. 

[0075] Preferably, the in?ammatory disease is in?amma 
tory respiratory disease, for example, asthma. The disease 
may be allergenic in nature. 

[0076] It is preferred that the preparation is administered 
orally, for example, in pill or capsule form, although it is 
possible to use other knoWn conventional administration 
techniques. 
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[0077] The compositions (and preparations) of the inven 
tion may be used as a sole treatment. They may also be used 
alongside conventional medicines (e.g., anti-allergics such 
as steroids and antihistamines Which have unWanted side 

affects); this may lead to a reduction in the dose of conven 
tional medicine required and thus a reduction in likelihood/ 
occurrence of the side effects. A reduction of side effects of 
a therapeutic agent (for example, the side effects of anti 
allergic agents) during treatment of human or animal 
patients being treated is knoWn as “dose sparing”. 

[0078] Thus, according to the invention in a still further 
aspect, there is provided a method of dose sparing a thera 
peutic agent comprising the step of administering to the 
patient a preparation comprising (a) a Platelet Activating 
Factor (PAF) Inhibitor and (b) an antioxidant Which inter 
feres With the arachidonic acid cascade. Preferably, the 
Platelet Activating Factor (PAF) Inhibitor is ginkgo biloba. 
Preferably, the antioxidant (b) is apocynin. The preparation 
may be administered at the same time as the therapeutic 

agent (for example, the anti-allergic agent) or at a different 
time, by the same administration route, or by a different 
administration route. 

[0079] The examples and description relate (in places) to 
asthma but it Will be understood that the preparations of the 
invention are suitable for treatment or amelioration or pre 

vention of other diseases, especially other in?ammatory 
diseases, as discussed above. These may be, for example, 
other respiratory in?ammatory diseases such as emphysema. 
It Will also be understood that, amongst other things, the 
preparations of the invention are suitable for treatment or 

diminution of the symptoms of allergic attacks or allergic 
reactions such as insect bites or stings. The preparations of 
the invention are suitable for treatment, amelioration or 

prevention of in?ammatory gastrointestinal tract disorders. 
The preparations of the invention are suitable for treatment 
or prevention of in?ammatory diseases, e.g., in?ammatory 
respiratory disease in animals, for example, dogs and horses. 

DETAILED DESCRIPTION OF THE 
INVENTION 

[0080] Embodiments of the present invention Will noW be 
exempli?ed and illustrated With reference to the attached 
Figures, in Which: 

[0081] FIG. 1 shoWs the effect of Extracts 2, 5 and 8 alone 
or in combination on maximum platelet aggregation in 
response to ADP 4><l0_6 M (Example 13); 

[0082] FIG. 2 shoWs the platelet aggregation response to 
ADP 4><l0_6 M in samples treated With 1) control; 2) 6 pl 
extract 2; 3) 6 pl extract 5; and 4) 6 pl extract 8 (Example 
13); and 

[0083] FIG. 3 shoWs the platelet aggregation response to 
ADP 4><l0_6 M in samples treated With 1) 3 pl extract 2 and 
3 pl extract 5; 2) 3 pl extract 2 and 3 pl extract 8; 3) 3 pl 
extract 5 and 3 pl extract 8; and 4) 2 pl extract 2 and 2 pl 
extract 5 and 2 pl extract 8 (Example 13). 
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EXAMPLE PREPARATIONS 

Example 1 

[0084] The following reagents Were mixed: 

apocynin 100 mg 
picrorrhiza kurroa 200 mg 
Zacloferrin 60 mg 
ginkgo biZoba** 150 mg 
bee pollen 120 mg 
chZoreZZa pyrenoidosa 250 mg 
phosphatidylcholine (lecithin) 100 mg 
focus vesiculosus 20 mg 

The Zacloferrin, bee pollen, chZoreZZa pyrenoidosa, phosphatidycholine 
(lecithin) and fucus vesiculosus serve as the vehicle. 
**The ginkgo biZoba used Was a concentrated extract equivalent dry leaf 
(that is concentrated at a ratio 1:4) and standardized to ginkgo ?avone gly 
cosides ~l8%. Thus, for the same concentration, 600 mg of“natu_ral” 
ginkgo biZoba Would be used. 
The mixture Was divided and prepared in a form suitable for dosing, for 
example, in capsule form for oral dose. 

Example 1A 

[0085] The folloWing compounds Were mixed and used for 
adults and larger children: 

apocynin 180 g 
picrorrhiza kurroa 360 g 
ginkgo biZoba** 260 g 
chZoreZZa pyrenoidosa 100 g 
phosphatidyl choline (leicithin) 100 g 

**ginkgo biZoba: concentrated extract equivalent to dry leaf 1:4 standard 
ized to ginkgo ?avone glycosides ~24%. 425 mg (size 0 capsules) per 16 
kg body Weight: split approximately tWice daily 2/5 doses in the am. and 
3/5 doses in the p.m. 

Example 1B 

[0086] The folloWing compounds Were mixed and used for 
smaller children: 

apocynin 100 g 
picrorrhiza kurroa 200 g 
ginkgo biZoba** 150 g 
bee pollen 100 g 
chZoreZZa pyrenoidosa 280 g 
phosphatidylcholine (lecithin) 150 g 
fucus vesiculosus 20 g 

**ginkgo biZoba: concentrated extract equivalent dry leaf 1:4 standardized 
to ginkgo ?avone glycosides ~24%. 425 mg (size 0 capsules) per 8 kg 
body Weight: split tWice daily 2/5 doses in the am. and 3/5 doses in the 
pm. For small children, the capsule may be opened and the contents 
mixed in fruit yogurt. 

Example 2 

Preventative Treatment of Childhood Asthma 

[0087] The subject, noW a 10 year old girl, had an initial 
attack of bronchial asthma at 4 years old. Since then, her 
condition has been serious enough to require on numerous 
occasions immediate hospitalization and/or out-patient 
emergency care. FolloWing an asthma crisis manifested as 

Jun. 15, 2006 

prolonged unremitting coughing and respiratory distress 
over some three days, Which necessitated oxygen therapy, 
repeated broncho dilation therapy and corticosteroids, the 
subject Was given a daily regime of a preparation according 
to Example 1. 

[0088] The dose used Was 425 mg of the mixed compo 
sition of Example 1 per 8 kg body Weight (daily dose: 2,125 
mg in total) split tWice daily With 2/5 of the doses in the 
morning and 3/5 in the afternoon. At the end of 15 days of 
treatment, the subject became 80-90% symptom free, With 
an overall improvement in general health, activity and 
general Well being. The subject no longer needed a daily 
dose (either single or combination dose of corticosteroids, 
antihistamines and/or bronchodilators; doses Which had 
been necessary for ?ve years prior to treatment). No side 
effects or problems Were observed or reported. 

[0089] Exercise induced asthma still occurred. HoWever, 
this occurred signi?cantly less frequently and Was very 
much more manageable, generally With minimum bron 
chodilator therapy. The need for such therapy Was further 
reduced by breathing exercises. 

[0090] A similar signi?cant response has been observed in 
children betWeen the ages of 18 months and 15 years, 
although it is noted that With small children the dose may be 
administered by breaking open the capsule and mixing the 
dose in a more palatable medium, such as fruit yogurt or 
honey. 
[0091] There may not alWays be an immediate clinical 
bene?t but over a period of between 10 to 20 days, a general 
increase in health occurs due to the cumulative bene?ts of 
stabilization and a return to homeostasis. As With all “pre 
ventative therapeutic approaches”, there remains the prob 
lem of compliance. If the subject stops taking the prepara 
tion, a reoccurrence of the clinical problems may occur. 

[0092] During development of the therapy of Example 2, 
the synergistic effect of ginkgo biloba and apocynin Was 
noted. 

Comparison Example 1 

[0093] Prior to the mixture of Example 1, the subject had 
been treated With ginkgo biloba alone. There Was some 
improvement of the subject’s condition but other medication 
Was still needed; the frequency of use of medication (Ven 
tolin inhaler) Was reduced during the ginkgo biloba therapy 
from daily to Z/3 times per Week. 

Comparison Example 2 

[0094] As discussed above, the mixture of Example 1 gave 
a 90% improvement in symptoms With the ?rst subject, and 
tests generally gave an improvement of 85-95%, i.e., the 
subject Was symptom free 85-95% of the time. HoWever, 
administration of a second mixture omitting the ginkgo 
biloba shoWed an improvement in symptoms reduced to 
only 60%. Further treatment With the Example 1 mixture for 
15 days increased the improvement to the remarkable 90% 
symptom free level. 

Example 3 

Treatment of Childhood Asthma: Therapeutic Dose 

[0095] Example 2 provides a preventative or maintenance 
dose With the aim of preventing or reducing the frequency of 
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attacks and, therefore, maintaining a level of health. The 
preparation is also suitable for treatment of the subject at a 
“therapeutic level” to alleviate crisis symptoms (e.g., pro 
longed unremitting coughing) Which, if untreated, may lead 
to hospitalization. For treatment at a therapeutic level, the 
daily dose is increased by 3-5 times. That is, the daily dose 
is raised to 1275-2125 mg/kg body weight. In general, after 
3 days at the therapeutic level, the crisis symptoms Will have 
been alleviated and the subject’s dose may then be reduced 
to the maintenance dose of Example 2. 

Example 4 

Adult Treatment of Asthma 

[0096] An adult male subject reported asthma problems 
Which he had suffered for some 6 to 7 years, caused by an 
allergy to a cat. The subject Was, prior to treatment accord 
ing to the invention, prescribed preventil and vanceril. These 
inhalers have been used daily by the subject for the previous 
6 years (tWo pulfs of each inhaler tWice or three times daily). 
Attempts to reduce the medication Were problematic and 
uncomfortable, leading to symptoms such as sleeplessness 
and breathlessness. 

[0097] After administration of the dose and preparation of 
Example 1 for one Week, the subject reported feeling “ter 
ri?c”. The subject also reported being able to reduce the 
frequency of use of preventil and vanceril (reduced to a 
frequency of one pulf a day) Without asthmatic ?are-up or 
other side effects. 

Example 5 

[0098] The subject Was a 4 year old boy Who had had 
asthma since the age of 2, With a history of chronic ongoing 
asthma on his father’s side of the family. His asthma Was 
easily provoked by respiratory tract infections, but less so by 
environmental allergens. On occasions acute episodes had 
required emergency ho spitaliZation and emergency manage 
ment. Previous treatments used salbutamol (Ventolin) and 
inhaled corticosteroids (e.g.: Pulmicort/budesonide) as 
needed. He Was treated With Example 1B for four months. 
Clinical examinations during subsequent respiratory tract 
infections have shoWn no clinical signs/manifestations of 
asthma. Since the start of the treatment, there has been no 
need for salbutamol or inhaled corticosteroids to control 
asthma. Salbutamol has been given, on occasion, during 
coughing episodes that occur during the infections, but this 
Was not to control asthma; it appears that the irritant effect 
from the Salbutamol ‘mist inhalation’ provokes a productive 
sputum cough Which resolves the coughing. 

Example 6 

[0099] The subject Was a 70 year old man Who had long 
term chronic obstructive pulmonary disease (COPD) exac 
erbated by occasional asthma. He had a typical pronounced 
barrel chested appearance and chronic shortness of breath 
coupled With chronic productive coughing. Previous treat 
ment Was With salbutamol (Ventolin) and inhaled corticos 
teroids (e.g.: Pulmicort/budesonide) as needed. He Was 
treated With the composition of Example 1A and clinical 
observations at three Weeks after the initial treatment, and 
thereafter over a period of 3 months, shoWed a signi?cant 
change in facial coloring (blue to red/pink), and minimal 
productive sputum coughing. The patient claims to be ‘feel 
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ing’ someWhat improved and insists on continuing the 
treatment With the composition of Example 1A. There has 
been continued clinical improvement With minimum respi 
ratory discomfort. 

[0100] In addition to the chronic obstructive pulmonary 
disease, the patient suffers from rheumatoid arthritis and 
since taking the composition of Example 1A has observed a 
signi?cant improvement of this condition. He is noW able to 
undertake tasks and journeys on foot that have not been 
possible for some years. 

Example 7 

[0101] The subject Was a 13 year old boy Who had suffered 
from asthma since the age of 5 With a history of chronic 
ongoing asthma on his father’s side of the family. Attacks 
Were easily provoked by respiratory tract infections and by 
environmental allergens. On one occasion, an acute ongoing 
episode necessitated emergency hospitalization for 5 days. 
He Was treated With salbutamol (Ventolin) and inhaled 
corticosteroids (e.g.: Pulmicort/budesonide) as needed. He 
Was treated With the composition of Example 1B for 6 
months starting after his hospitalization. After 14 days 
treatment, he shoWed no further clinical signs of asthma and 
his asymptomatic state continued for the 6 month period 
during Which he took the composition. After ceasing to take 
the composition, there Was a period of some four Weeks 
before Wheezing/asthma resumed. 

Example 8 

[0102] The subject Was an 8 year old boy having asthma 
Which Was provoked by intense sport/exercise activity. He 
Was treated With salbutamol (Ventolin) and inhaled corti 
costeroids (e.g.: Pulmicort/budesonide) as needed. After a 
period of hospitaliZation, he Was given the composition of 
Example 1B. After 10 days of treatment, he displayed no 
clinical signs of asthma during sporting activities. 

Example 9 

[0103] The subject Was a 40 year old Woman Who had 
suffered from asthma since childhood and Was allergic to 
pollen and animals. Previous treatments included salbutamol 
(Ventolin) and inhaled corticosteroids (e.g.: Pulmicort/ 
budesonide). After 28 days of taking the composition of 
Example 1, all daily inhaled corticosteroids Were ceased 
(such medication having been taken daily for many years) 
and the patient reported a complete resolution of her asthma. 

Example 10 

[0104] The subject Was a 40 year old man Who had had 
asthma symptoms since childhood and Who Was allergic to 
animals (cats and horses). His allergies Were exacerbated 
during summer months indicating a possible additional 
allergy to mixed pollens. He had been treated With Proventil 
and Vanceril over 6 years (tWo pulfs of each 2 or 3 times per 
day). After 7 days treatment With the composition of 
Example 1, his asthma symptoms had resolved With mini 
mum ‘to be on the safe side’ use of Proventil and Vanceril 
(l per day of each). After a further tWo Weeks treatment With 
the composition, he ceased taking the Proventil and Vanceril 
Without return of asthma symptoms. 

Example 11 
[0105] The patient Was a long term chronic asthma suf 
ferer Who Was taking multiple medications (corticosteroids 
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and bronchodilators). After taking the composition of 
Example 1A for about 10 days, he reported that his chest 
congestion Was clearing and that he Was breathing more 
con?dently. He indicated that he no longer “hesitate(s) to run 
upstairs”. 

Example 12 

[0106] TWo children from the same family, both having 
long term histories of chronic respiratory disease With 
asthma-like symptoms and Who did not obtain much bene?t 
from using routine corticosteroids/bronchodilators, have, 
subsequent to taking the composition of Example 1B, been 
free of bronchial complications The girl, aged 8, has been 
taking 1 capsule in the morning and 2 capsules in the 
evening, and the boy, aged 6, has been taking one capsule in 
each of the morning and evening. Each child has also taken 
one capsule of dimethyl sulphone per day. 

Example 13 

In Vitro Studies 

Extract Preparation 

[0107] Extracts of components Were prepared by stirring 
macerated samples overnight in methanol. The mixtures 
Were centrifuged, the supernatants draWn off and dried to 
remove all traces of the extracting solvent. Resulting solids 
Were re-suspended in normal saline (0.9% W/v NaCl) at 
saturated concentrations. 

Extract No. Ingredient Solvent 

2 Apocynin Methanol 
5 Picrorrhiza kurroa Methanol 
8 Ginkgo biloba Methanol 

Method 

[0108] Extracts 2, 5 and 8 Were reconstituted in 0.9% 
saline at saturated concentrations. 

[0109] Citrated Whole blood, from healthy volunteers, Was 
spun at 900 rpm for 20 minutes to obtain platelet rich plasma 
(PRP). Born aggregometry Was then carried out Within 1 
hour of blood being taken. Extracts 2, 5, and 8 Were added 
to 450 pl PRP either singly (6 pl), or in combination With one 
other extract (3 ul each), or all the extracts in combination 
(2 uliseach). PRP Was then stimulated With ADP (Sigma) 
4><l0 M. 6 pl of saline Was added to PRP for the control. 
Aggregation Was measured in a PAP4C aggregometer (Bio 
Data Corp. Horsham USA) over 10 minutes. 

[0110] The dose of agonist Was chosen to give slightly 
sub-optimal aggregation thus shoWing the maximum effect 
of any inhibition. Doses of extracts Were chosen to shoW the 
effect on platelets When used alone and any added and/or 
synergistic effect of using combinations. All data is recorded 
as the maximum aggregation. 

Results 

[0111] The results are shoWn in the folloWing table (“Table 
Example 13”) and FIGS. 1 to 3. 
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[0112] In the control treatment ADP 4x10“6 M produce 
aggregation of 78.5% (Table l and FIG. 1). 

[0113] Extract 2: (FIG. 1+2) aggregation in response to 
ADP reduced by 32% compared With the control. 

[0114] Extract 5: (FIG. 1+2) aggregation Was reduced by 
6%. 

[0115] Extract 8: (FIG. 1+2) aggregation reduced by 29%. 

[0116] Extracts 2+5: (FIG. 1+3) reduced ADP induced 
aggregation by 15%. 

[0117] Extracts 2+8: (FIG. 1+3) aggregation in response 
to ADP reduced by 31%. 

[0118] Extracts 5+8: (FIG. 1+3) reduced the response to 
ADP by 45%. 

[0119] Extracts 2+5+8: (FIG. 1+3) aggregation response 
to ADP reduced by 43%. 

Discussion 

[0120] Extracts 2, 5 and 8 all reduced platelet aggregation 
in response to ADP. The combination of extracts 2+5 and 
2+8 also caused a reduction in the ADP-induced aggrega 
tion. The combination of extracts 5+8 added to platelets 
reduced aggregation in response to ADP by 45% and the 
combination of extracts 2+5+8 reduced the response by 
35%; both of these Were greater than could be predicted by 
the additive effect of the extracts alone. Thus, in these 
combinations {(5+8: Picrorrhiza and Ginkgo biloba) and 
(2+5+8: Apocynin and PicrorrhiZa and Ginkgo biloba)} the 
inhibition caused by the extracts Works in a manner that is 
at least greater than the predicted additive effect. 

[0121] Leukotriene receptor antagonists are currently used 
and approved in the treatment of asthma. These compounds 
affect the signal transmission betWeen platelets and immune 
cells. The components of the pathWays associated With these 
receptors, e.g., arachidonic acid metabolism and PAP stimu 
lation, all appear to be inhibited by the extracts of the 
apocynin, PicrorrhiZa kurroa and Ginkgo biloba mixture. 

[0122] The fact that the extracts of each component affect 
the activation of platelets and PMN (data not shoWn) dif 
ferentially indicates that the extracts a?fect distinct elements 
of a number of different activation pathWays. They demon 
strate a higher effect on PMN than platelets Which appears 
to support their primary action as an anti-in?ammatory 
mixture in asthma. 

[0123] The effects of the extracts on platelet aggregation 
shoW a marked inhibition of ADP-induced aggregation. 
ADP-induced aggregation is critically dependent on 
cyclooxygenase enZyme activity, an enZyme class blocked 
by aspirin and used extensively in blood clot prevention. 
These results provide strong support for the potential appli 
cation of the mixture in reducing thrombosis and cardiac 
related problems (for example ischemia and blood ?oW 
problems, arrhythmias induced by experimental myocardial 
ischemia, prevention or reduction of arteriolar spasm and 
problems caused by thrombus formation). 

[0124] The fact that there are signi?cant gastrointestinal 
problems seen in the use of aspirin offers the mixture as a 
potential replacement for aspirin therapy. Furthermore, it has 
been Well documented that aspirin can induce asthma. The 
compositions of the invention, as Well as being useful in 
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treatment of asthma, may be used instead of aspirin (or 
NSAIDs of the aspirin type) in treating conditions such as 
blood clotting in patients prone to asthma or similar condi 
tions. 

[0125] Table Example 13: RaW data showing the % aggre 
gation in response to ADP in the presence of extracts 2, 5 and 
8 alone or in combination. 

ADP 
4 X 10’6M 

% Aggregation 

control 78.5 
2*6 pl 53.5 

VETERINARY EXAMPLES 

Example 14 

Dogs 
Dosage 

apocynin: l0 mg-50 mg/l5 kg body Weight per day 

ginkgo biloba: 20 mg-l00 mg/l5 kg body Weight per day 

picrorrhiZa kurroa: 50 mg-l00 mg/l5 kg body Weight per 
day 
phosphatidyl choline: 100 mg-200 mg/l5 kg body Weight 
per day. 

[0126] The regime involves a loading dose (the high 
?gures: apocynin 50 mg/l5 kg body Weight per day; ginkgo 
biloba 100 mg/l5 kg body Weight per day; picrorrhiZa 
kurroa: 100 mg/l5 kg body Weight per day; and phosphati 
dyl choline: 200 mg/l5 kg body Weight per day) and a 
maintenance dose (the loW ?gures: apocynin l0 mg/l5 kg 
body Weight per day; ginkgo biloba 20 mg/l5 kg body 
Weight per day; picrorrhiZa kurroa: 50 mg/l5 kg body 
Weight per day; and phosphatidyl choline: 100 mg/l5 kg 
body Weight per day). 

[0127] The loading dose is from three to ten days accord 
ing to individual perceived clinical need. After the loading 
dose, the maintenance dose folloWs for a minimum (nor 
mally) of 30 days continuing as needed. The doses are scaled 
according to individual siZe/body Weight. 

[0128] The composition may be used to treat osteo-ar 
thritic problems, hip-dysplasia and the mature (older/stilfer) 
dog. In acute cases, although non-steroidal anti-in?amma 
tories (NSAIDs) are required, the NSAID dose can be 
routinely reduced to Vs the recommended/advised anti-in 
?ammatory dose to achieve the same clinical pain relief 
When supplemented additionally With the compositions 
embodying the invention. 

Example 14A 

[0129] A VisZla (noW 8 years old) With obliterative 
osteoarthritis (O/A) of both hind knee joints and O/A of left 
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elboW joint. Originally (at age 2) Was unable to bear Weight 
on its hind limbs and noW is clinically sound/Well folloWing 
treatment With the composition (much improved Without 
need of NSAIDs or other anti-in?ammatory medications). 

Example 14B 

[0130] Amixed-race dog With O/A from age of eight. NoW 
clinically sound/Well folloWing treatment With the compo 
sition (much improved Without need of NSAIDs or other 
anti-in?ammatory medications). 

Example 14C 

[0131] A Doberman With Hip Dysplasia. Sound (much 
improved Without need of NSAIDs or other anti-in?amma 
tory medications) When taking the formulations of the 
invention. Unsound and unable to jump When not taking the 
formulations. 

Example 14D 

[0132] Labradors (several) With arthritis: sound When on 
formulations (much improved Without need of NSAIDs or 
other anti-in?ammatory medications) of the inventioni 
previously unsound. 

Example 14E 

[0133] Treatment of Leishmaniasis (Canine) 

[0134] This is a life-threatening problem that plagues the 
Mediterranean countries. It is, at best, debilitating and 
requires ongoing supportive medication With a poor prog 
nosis. A Great Dane in a skeletal condition With multiple 
lymphadenopathies, pustular ooZing lesions all over the 
body and 80% hair loss Was presented after all conventional 
treatment regimes had failed. This condition is typical of the 
terminal phase of this disease. After 10 Weeks of treatment 
With the formulations of the invention (Example 14), it Was 
not possible to distinguish betWeen this dog and normal 
healthy other members of his race, i.e., he Was clinically 
normal. 

Example 15 

Horses 

Dosage Horses (450 kg body Weight). 

apocynin: 100 mg-500 mg per day 

ginkgo biloba: 2,000 mg-l0,000 mg per day 

picrorrhiZa kurroa: 500 mg-2,500 mg per day 

phosphatidyl choline: 2,000 mg-l0,000 mg per day 

[0135] The regime involves a loading dose (the high 
?gures: apocynin 100 mg per day; ginkgo biloba 2000 mg 
per day; picrorrhiZa kurroa: 500 mg per day; and phosphati 
dyl choline: 2000 mg per day) and a maintenance dose (the 
loW ?gures: apocynin 500 mg per day; ginkgo biloba 10000 
mg per day; picrorrhiZa kurroa: 2500 mg per day; and 
phosphatidyl choline: 10000 mg per day). 

[0136] The loading dose is from three to ten days accord 
ing to individual perceived clinical need. After the loading 
dose, the maintenance dose folloWs for a minimum (nor 
mally) of 30 days continuing as needed. The doses are scaled 
according to individual siZe/body Weight. The dose Was 
added as a poWder in the animals’ feed. 
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The compositions used in the following Examples are: 

JMJ (Apocynin Mixture) 

400 kg of JM] mix comprising Apocynin (acetovanillone) 

0.188 kg and 9.2 kg PicrorrhiZa kurroa root. 

FRS (ginkgo biloba Mix) 

103 kg of FRS includes 5 kg ginkgo biloba. 

D-Tox 

Includes 1 g ginkgo biloba per 15.05 g D-Tox. 

[0137] JMJ, ERA and D-Tox are available from Nutrilabs 
of Penrhos, Raglan, Monmouthshire. They are used to make 
the following Example compositions according to the inven 
tion, Which Were used in Examples A to AA beloW. The 
folloWing gives a daily dose for a 450 kg horse. With any of 
the folloWing Example Compositions during ANY acute 
phase, a loading dose of 3 times the daily dose may be used 
to assist a rapid return to ‘Well being’. 

Example PR 

[0138] 

dimethyl sulphone (MSM) 2 mg 
FRS 10 mg 
JMJ 10 g 
apocynin 75 mg 
ferulic acid 100 mg 
picrorrhiza kurroa 100 mg 
pancreas extract 100 mg 

Example MG 

[0139] Same as the EXAMPLE PR but includes a medi 
cated shampoo and an MSM/Zinc-based cream for local 
application. 

Example LA 

[0140] 

Dimethyl sulphone (MSM) 
FRS 

Apocynin 
picrorrhiza kurroa 
Chirin/Chilosan 
SaZvia mililorrhiza 
Thrive 

I\JI\J mow?‘ mwwooomlu (7000 

[0141] The above gives a daily dose for a 450 kg horse. 

Example RE 

[0142] 

dimethyl sulphone (MSM) 3 g 
FRS 10 g 
JMJ 10 g 
apocynin 200 mg 
picrorrhiza kurroa 

Jun. 15, 2006 

Example SU 

[0143] 

MSM 2 g 
FRS 10 g 
1M] 15 g 
glucosamine 500 mg 
apocynin 200 mg 
chitin 2 g 

Example D-Ty 

[0144] 

Wburnum opulus (bark) 2 g 
FRS Mix 10 g 
1M] 10 g 
ferulic acid 200 mg 
cimicifuga racemosa 1 g 
Bynatone (11)# 5 g 

Example PF 

[0145] 

Dimethyl sulphone (MSM) 2 g 
FRS 15 g 
1M] 10 g 
Apocynin 200 mg 
picrorrhiza kurroa 250 mg 
Chitin/Chitosan 1 g 
Salvia militorrhiza 2 g 
Thrive (RTM) 6 g 

Example DE 

[0146] 

dimethyl sulphone (MSM) 2 g 
equisetum arvense 2 g 
FRS 10 g 
1M] 15 g 
urtica dioica 2 g 
angelica sinensis 1 g 
liver extract 100 mg 
salvia miltiorrhiza 1 g 
rehmannia glutinosa 1 g 

[0147] The folloWing compositions and methods are 
Within the scope of the invention. 

[0148] A. The horse is a 13 year old Welsh Section B mare 
that had suffered from Seasonal Pruritic Dermatitis since she 
Was tWo years old. If left untreated, she Would rub herself 
raW. Veterinary advice Was sought and benZyl benZoate and 
stabling Were advised. EXAMPLE PR Was tried and an 
improvement Was seen Within three Weeks. The mare noW 
only rubs on very hot days and benZyl benZoate is only used 
on a very limited basis. The mare is noW shoWn to be at a 

very high level of health. 
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[0149] B. The horse is a three-year-old Welsh Cob. Sea 
sonal Pruritic Dermatitis Was seen; veterinary advice Was 
sought and benZyl benZoate Was prescribed. EXAMPLE PR 
Was tried and after ?ve days the horse Was doing very Well 
and continues on a loW maintenance level of EXAMPLE 
PR. The animal has been turned out over the summer for the 
?rst time in tWo years, With the only other product used 
being a ?y repellent. 

[0150] C. The horse is a l6.2h.h, 14 year old mare that has 
suffered With Seasonal Pruritic Dermatitis on her stomach 
only during summer months since four years of age. She Was 
also aggressive When that area Was touched, e.g.: When the 
leg Was applied. Veterinary advice Was sought and many 
different approaches Were tried but none Worked. 
EXAMPLE PR Was tried as a last resort and an improvement 
Was seen Within one tub. The mare noW only rubs her 
stomach occasionally and seems much more content. She is 
easier and happier to ride. 

[0151] D. The horse, aged 22, had suffered from Seasonal 
Pruritic Dermatitis for many years. Veterinary advice Was 
sought and stabling, benZyl benZoate, garlic and antihista 
mine injections Were advised. On advice, EXAMPLE PR 
Was tried. An improvement Was seen Within one month and 
hair regroWth Was seen Within six Weeks, While antihista 
mine treatments Were no longer needed. The horse still rubs 
occasionally but has a main Where previously it Was bare, 
and the tail is no longer rubbed. 

[0152] E. Housed at the same stable as horse D above, and 
aged 5, had suffered from Seasonal Pruritic Dermatitis for 
many years. EXAMPLE PR Was tried. An improvement Was 
seen Within one month and hair regroWth Was seen Within six 
Weeks. Antihistamines are no longer needed. 

[0153] F. The horse had suffered from bad EcZematous 
Dermatitis and ?lled legs When stabled every year for the 
past six years. Veterinary advice Was sought and a variety of 
treatments Were tried. The results varied from improving the 
symptoms (Peridine shampoo) to Worsening the condition 
(liquid paraf?n). On advice, EXAMPLE MG Was tried and 
an improvement seen Within one Week. There Was an 80% 
improvement in the ?lled legs, and no EcZematous Derma 
titis occurred at all, all Winter. 

[0154] G. The horse is a l3.2h.h 10 year old NeW Forest 
mare that had suffered from laminitis for four years. Veteri 
nary advice had been sought. X-rays con?rmed the condi 
tion and hear‘tbar shoes, increased roughage in the diet, and 
restricted graZing Were advised With only limited results. 
EXAMPLE L Was used and an improvement Was seen 
Within tWo Weeks. The pony is noW ?t and Well and laminitis 
is not seem With EXAMPLE L being used as part of an 
overall management approach. 

[0155] H. The horse is a l3.2h.h, 12 year old mare Who 
had previously suffered from laminitis When in foal. She Was 
overWeight When put in foal again and the laminitis recurred. 
Following unsuccessful treatments, it Was decided to try 
EXAMPLE L; an improvement Was seen Within tWo days of 
commencement of treatment. Within six Weeks, there Was no 
sign of laminitis in the hoof. 

[0156] I. The horse is a 14 year old Arabian mare Which 
suffered with chronic COPD for many years. Veterinary 
advice Was sought and Ventipulmin and steroids Were tried. 
The mare deteriorated to the point Where she couldn’t even 
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Walk to her ?eld. EXAMPLE RE Was tried and an improve 
ment Was seen Within one day. The horse is noW a happy, ?t 
animal. 

[0157] J. EXAMPLE SU treatment of a hock deformity in 
a mare (Which had caused lameness and impaired action) 
gave an “incredible difference” in action and soundness. 
Following a dressage competition, localiZed sWelling, heat 
and intermittent lameness Were seen in the near fore. Vet 
erinary advice Was sought. A mild strain to the check 
ligament Was diagnosed; the horse Was given a cortisone 
injection into the leg and box rest With controlled exercise 
Was advised. As the mare Was already on EXAMPLE SU, it 
Was suggested that she try D-Tox as Well (i.e., treatment 
continued With the effective concentration of ginkgo biloba 
increased). Three days after starting the D-Tox course, the 
sWelling and heat had both noticeably reduced. Eleven days 
after starting, the leg had gone right doWn and all the heat 
had gone from it. The mare Was still on box rest but Was 
being led out to grave for up to 11/2 hours daily. Overall the 
mare received a month’s course of D-Tox. TWo days after 
?nishing the D-Tox, a ?are-up of slight sWelling and heat 
Was seen again; hoWever, this disappeared over the folloW 
ing tWo days With careful management. The mare continued 
on EXAMPLE SU throughout the Whole treatment. 

[0158] Thus, EXAMPLE SU plus D-Tox is Within the 
scope of the invention; increase of concentration of ginkgo 
biloba may be used to manage chronic symptoms. 

[0159] K. FolloWing a number of traumas (a bad fall on 
the road and severe attack of colic), this horse developed 
COPD (chronic obstructive pulmonary disease) and a mite 
allergy at about the same time. The development of the 
problems also coincided With losing summer graZing and 
having to rely on 1 acre of poor graZing. The neighbor to the 
?eld continually has a dung heap burning (365 days a year), 
the prevailing Wind is over the ?eld and the oWner considers 
that this must contribute to the respiratory condition. The 
COPD made it impossible to continue in competition and 
exercise. Horse K also suffered from an allergic reaction to 
mites in his fetlocks and heels Which caused Weeping, 
bleeding, pus and scabs. This is contributing to his reluc 
tance to Work. Ventipulmin (clenbuterol) and Dermobion 
(nitrofuaZone, prednisolone, neomycin, chlorophyll, cod 
liver oil) Were prescribed by the attending veterinary sur 
geon. Ventipulmin had no effect. Dermobion only Worked in 
the short term. The oWner reported that EXAMPLE RE had 
a “more lasting bene?cial e?fect”. D-Tox Was added and the 
oWner reported a further improvement Within three Weeks, 
With full cure of the cough. Slight respiratory sounds are still 
heard during fast Work, but prior to treatment he Was 
previously unable to do fast Work at all; these sounds may 
be due to permanent lung damage as this is a long standing 
condition (~5 years). Horse K can noW go for tWo-hour 
hacks Without any problem. 

[0160] L. Having had the mare L for 15 years, the oWner 
had no previous problems With either Weight or laminitis. 
The vet diagnosed laminitis and prescribed Finadyne injec 
tions, folloWed by poWder, remedial shoeing and Bute. A 
blood test revealed a hormonal imbalance. The mare had 
been on Bute for tWo months but reacted to it, With ulcers 
around the mouth and sores on the muZZle. The oWner Was 
recommended to try D-Tox and EXAMPLE LA. An 
improvement Was seen Within a Week. The horse is noW 95% 
sound. 
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[0161] M. Despite a careful management regime, the horse 
suffered from an acute onset of very severe laminitis; he 
could barely move. Veterinary advice Was sought and Per 
cutol ointment Was tried on all eight digital pulses, along 
With four sachets of Bute a day, and box rest for six Weeks. 
No great improvement Was seen and the horse Was given just 
24 hours, by the vet, to shoW an improvement before being 
put doWn. The oWner Was advised to try D-Tox and 
EXAMPLE LA. Within tWenty-four hours of starting the 
D-Tox, the horse had been reprieved from being put doWn, 
and Within four days he Was moving reasonably freely. He 
has no built up to three hours grass per day and continues to 
improve. On one day, a slight pulse Was felt, and the horse 
Was kept in With restricted diet and increased D-Tox (i.e., 
increased ginkgo biloba) and Was ?ne again Within tWenty 
four hours. 

[0162] N. The horse is a tWelve-year-old Trakehner><Arab 
mare Who has suffered from occasional intermittent bouts of 
aZoturia over the last six years. There seemed no particular 
reason for the attacks, and they usually occurred just after 
exercising. Veterinary advice Was sought and vitamin E and 
selenium Were suggested; this had no effect. The mare 
initially started on D-Tox Which she Was on for eight months 
before changing to EXAMPLE D-Ty. No incidence of 
typing up has been seen since the D-Ty Was ?rst introduced. 
The horse is on one scoop (11 g) of D-Ty together With salt 
and a broad based vitamin and mineral provider. 

[0163] O. The horse is a tWenty ?ve year old Anglo Arab 
Who has suffered With EcZematous Dermatitis continually 
for the past ?ve years. Veterinary advice Was sought and 
White lead lotion Was advised. The oWner decided to try 
EXAMPLE MG and NAF Teatree Oil Shampoo. Within 
three Weeks, the sWelling had reduced, the scabs Were 
softening and falling off, and the skin started to heal very 
quickly. Within one month, the condition had healed com 
pletely for the ?rst time in ?ve years. 

[0164] P. The horse is a 14.2h.h. 12 year old cob that has 
suffered from Seasonal Pruritic Dermatitis (SWeet Itch) for 
a considerable time. Veterinary advice had been sought and 
“various lotions and potions” had been prescribed; none had 
had any signi?cant effect. The oWner decided to try 
EXAMPLE PR and saW an improvement Within tWo Weeks. 
There is still a little scratching, but not as severe. There is no 
in?ammation or bald patches and he isn’t forever against a 
tree or fence. The oWner stopped using it for one Week and 
noticed a reversal immediately. 

[0165] Q. The horse is a 30 year old 13h.h pony that began 
to itch. He Would rub for up to 30 minutes at a time, cheW 
himself until bleeding and developed bald Weepy patches. 
The ?anks, chest, rump and shoulders were affected, but not 
the mane or tail, and it continued throughout the Winter so 
Seasonal Pruritic Dermatitis Was ruled out. Veterinary 
advice Was sought. Skin scrapings Were taken, and nothing 
found. An “unspeci?ed allergy” Was diagnosed and medi 
cated shampoo and steroids prescribed. The horse’s oWner 
Was keen to avoid steroids and EXAMPLE PR Was used. An 
improvement Was seen in tWo days, and the oWner Was 
completely happy With the results Within tWo Weeks. 

[0166] S. The horse is a 5 year old 15.2h.h gelding Who 
had suffered from Seasonal Pruritic Dermatitis since he Was 
tWo and a half. The oWner had tried several different 
products but none had Worked and the horse’s face, mane 
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and tail Were rubbed raW. EXAMPLE PR gave an improve 
ment Within a feW Weeks. Seasonal Pruritic Dermatitis is 
noW Well controlled When the animal is fed from April to late 
September. 
[0167] T. The horse is a 16h.h 12 year old Anglo Arab who 
suffered from Seasonal Pruritic Dermatitis and raised insect 
bites, ?rst seen in the summer of 1999. EXAMPLE PR gave 
an improvement Within four Weeks of commencement, and 
the oWner Was completely happy With the results Within six 
Weeks. Any obvious insect bites noW quickly disappear. 

[0168] U. The horse is a 19 year old 12h.h. Welsh Section 
A gelding. Seasonal Pruritic Dermatitis has developed since 
the age of 12, although mildly at ?rst he noW rubs mane, tail, 
rump and neck until raW. EXAMPLE PR gave a 90% 
improvement. The oWner thinks that it has been even more 
successful When used as a preventative. With careful man 
agement, the horse noW has a superb coat. 

[0169] V. The horse is a 14 year old Irish Sport Horse Who 
had alWays suffered from EcZematous Dermatitis, seen 
particularly as scabs on his fetlocks and sWelling in his White 
legs. The oWner tried EXAMPLE DE and noticed an imme 
diate reduction in the sWelling. Fuderex Cream Was also 
used topically once the scabs had been removed; it Was 
observed that the scabs did not reappear. The oWner con 
tinued to use EXAMPLE DE and Fuderex Cream as a 
preventative measure throughout the risk period, and the 
horse remained Well and unaffected. 

[0170] W. The horse is an 11 year old Clysdale gelding 
who suffered With EcZematous Dermatitis every year. Vet 
erinary advice had been sought and various injections, 
antibiotics, Washes and creams Were tried With little or no 
success. EXAMPLE DE gave an improvement Within tWo 
Weeks, despite the challenge being particularly great as the 
horse has unclipped, traditional, heavy horse feathers. 

[0171] X. The animal is a 10hh 10 year old donkey that 
had suffered With rain scald annually. Veterinary advice Was 
sought and treating topically With Hibiscrub Was prescribed. 
A course of antibiotics Was used When the problem Wors 
ened. The oWner Was advised to try EXAMPLE DE to 
prevent the problem from reoccurring. It Was obvious that 
the challenge Was still present as slight scabbiness Was seen 
in the early stages, but not as bad as previous years and it 
quickly cleared completely. 

[0172] Y. The horse is a ten-year-old miniature Shetland 
Who ?rst suffered from a bout of laminitis in 1997. He 
remained clear of further attack until attending a shoW in 
May 1998 Where he managed to graZe on some rich grass. 
From that time onWards, the horse’s oWner described him as 
alWays being “just on the edge.” Veterinary advice Was 
sought from an equine specialist Who took X-rays and said 
that the damage Was not too great. Electrolytes Were pre 
scribed, hoWever they had no effect and no improvement 
Was seen. Treatment With EXAMPLE PF Was so effective 

that the oWner Was “amaZed by the improvement”. Within 
one month of starting on EXAMPLE PF, the horse Was 
better than he had been for a long time, even giving Bucking 
Bronco displays for the ?rst time in years just for fun! 

[0173] Z. The horse is a tWenty-year-old pony that suf 
fered his ?rst attack of laminitis in June 2000. Veterinary 
advice Was sought and he Was given anti-in?ammatory and 
pain killing injections, paste and a month’s course of poW 
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der. An improvement Was seen With EXAMPLE PF and the 
owner declared herself completely satis?ed With the prod 
uct’s performance Within one month. The horse is noW Well 
and Walks out soundly, neither the foot nor sole are sore. 

[0174] AA. The horse is a 3 year old Shetland gelding that 
suffers very badly With skin problems. In addition to Sea 
sonal Pruritic Dermatitis during the spring and summer, he 
also suffers With hives, scabs, sores and poor coat condition 
year round. Veterinary advice Was sought and dermatitis 
diagnosed. Dermobion and insecticidal shampoos Were pre 
scribed but no improvement Was seen. The oWner had also 
tried many of the other shampoos, Washes, creams and 
supplements available but not had any effect. An improve 
ment Was seen Within three Weeks of starting EXAMPLE 
PR. The horse noW has a clean coat, a 15 cm long mane and 
a Whole tail. The coat is shiny, and the mane silkier. The 
horse is no longer scratching and his temperament has also 
improved, presumably due to him no longer being irritated. 

Example 16 

Example RE Plus 

[0175] For treatment of horses at 450 kg body Weight 20 
grams per day. A loading dose for a period of up to ten days 
of 100 g/d may be required. 

[0176] Each 20.2 g of Example RE includes: 

MSM (dimethyl sulfone) 
Acetovanillone (apocynin) 
Phosphatidyl choline (lecithin) 
Ginkgo biloba (leaf) 
Ginkgo biloba 
(standardized extract: 
22% ginkgo ?avone glycosides) 
Picrorrhiza kurroa 1 g 
the balance being herbal extracts and vitamins. 

_o o b-‘NKJ‘IHUJ 0000000000 
[0177] It Will be appreciated that other compositions are 
Within the scope of the invention. 

What is claimed is: 
1. A composition comprising ginkgo biloba, or an extract 

or component thereof, and apocynin, Wherein the mass ratio 
of ginkgo biloba: apocynin is from about 3:10 to 34:1. 

2. A composition according to claim 1, Wherein the 
apocynin is in isolated form. 

3. A composition according to claim 1 Which comprises 
apocynin in a natural form. 

4. A composition according to claim 3, Wherein the 
apocynin in a natural form is in the form of one or more of 
picrorrhiZa kurroa, apocynum cannabinium, apocynum 
venatum and apocynum androsaemifolium. 

5. A composition according to claim 1 Which further 
comprises a surfactant. 

6. A composition according to claim 1 Which further 
comprises dimethylsulfone. 

7. A composition according to claim 1 comprising ginkgo 
biloba and apocynin; Wherein the ratio by mass of ginkgo 
biloba: apocynin is betWeen about 0.5:1 to about 3:1. 

8. A composition according to claim 7, Wherein the ratio 
by mass of ginkgo biloba: apocynin is betWeen about 1:1 and 
about 3:1. 
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9. A pharmaceutical preparation comprising a composi 
tion according to claim 1. 

10. A pharmaceutical preparation according to claim 9 for 
the treatment or the relief of in?ammatory diseases, throm 
bosis, cardiac problems, and/ or conditions caused by platelet 
induced blood clotting. 

11. A pharmaceutical preparation according to claim 9 for 
the treatment or the relief of in?ammatory respiratory dis 
eases. 

12. A veterinary preparation comprising a composition 
according to claim 1. 

13. A veterinary preparation according to claim 12 for the 
treatment or the relief of in?ammatory diseases, thrombosis, 
cardiac problems, and/or conditions caused by platelet 
induced blood clotting, in a non-human animal. 

14. A pharmaceutical composition comprising ginkgo 
biloba, or an extract or component thereof, and apocynin, 
Wherein the mass ratio of ginkgo biloba: apocynin is from 
about 3:10 to 60:1. 

15. A pharmaceutical composition according to claim 14, 
Wherein the apocynin is in isolated form. 

16. A pharmaceutical composition according to claim 14 
Which comprises apocynin in a natural form. 

17. A pharmaceutical composition according to claim 16, 
Wherein the apocynin in a natural form is in the form of one 
or more of picrorrhiZa kurroa, apocynum cannabinium, 
apocynum venatum and apocynum androsaemifolium. 

18. A pharmaceutical composition according to claim 14 
Which further comprises a surfactant. 

19. A pharmaceutical composition according to claim 14 
Which further comprises dimethylsulfone. 

20. A pharmaceutical composition according to claim 14, 
Wherein the ratio by mass of ginkgo biloba apocynin is 
betWeen about 6:1 and about 0.4:1. 

21. An orally active pharmaceutical preparation for the 
treatment of in?ammatory respiratory diseases comprising 
ginkgo biloba and apocynin, Wherein the mass ratio of 
ginkgo biloba:apocynin is about 3:10 to 60:1. 

22. An orally active pharmaceutical preparation according 
to claim 21 for the treatment of asthma. 

23. A method of treating or preventing an in?ammatory 
disease, thrombosis, cardiac problems and/or conditions 
caused by platelet induced blood clotting, in a human or 
non-human animal subject, Which comprises the step of 
administering to the subject a composition comprising 
ginkgo biloba, or an extract or component thereof, and 
apocynin, Wherein the mass ratio of ginkgo biloba:apocynin 
is from about 3:10 to 60:1. 

24. A method according to claim 23 in Which the ginkgo 
biloba is administered to a human at a daily dose of betWeen 
1 mg/kg bodyWeight and 25 mg/kg body Weight, standard 
iZed to 24% ginkgo ?avone glycosides. 

25. A method according to claim 23, in Which the apo 
cynin is in an isolated form. 

26. Amethod according to claim 25 in Which the apocynin 
is administered to a human at a daily dose of betWeen 60 
ug/kg body Weight and 20 mg/kg body Weight. 

27. A method according to claim 23 Which comprises the 
step of administering a natural form of apocynin. 

28. A kit containing a preparation for treating or prevent 
ing an in?ammatory disease, thrombosis, cardiac problems 
and/or conditions caused by platelet induced blood clotting 
in a human or non-human animal subject, comprising at least 
one dose of ginkgo biloba, or an extract or component 
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thereof, and at least one dose of apocynin, wherein the mass 
ratio of ginkgo biloba:apocynin in said doses of ginkgo 
biloba, or an extract or component thereof, and apocynin is 
3:10 to 60:1. 

29. A method of dose sparing a therapeutic agent com 
prising the step of administering to a patient a preparation 
comprising ginkgo biloba, or an extract of component 
thereof, and apocynin, Wherein the mass ratio of ginkgo 
biloba:apocynin is from about 3:10 to 60:1. 

30. A composition according to claim 7, Wherein the mass 
ratio of ginkgo biloba:apocynin is from about 2.1 :1 to about 
27:1. 

31. A method of treating or preventing an in?ammatory 
respiratory disease in a human or a non-human animal 
subject comprising the step of administering to the subject 
ginkgo biloba, or an extract or component thereof, apocynin, 
Wherein the mass ratio of ginkgo biloba:apocynin is from 
about 3:10 to about 60:1. 

32. A method according to claim 31, in Which the ginkgo 
biloba is administered to a human at a daily dose of betWeen 
1 mg/kg body Weight and 25 mg/kg body Weight, standard 
iZed to 24% ginkgo ?avone glycosides. 

33. A method according to claim 31, in Which the apo 
cynin is in an isolated form. 

34. A method according to claim 31, Which comprises 
administering a natural form of the apocynin. 

35. A pharmaceutical composition comprising apocynin, 
picrorrhiZa kurroa and ginkgo biloba, or an extract or 
component thereof, Wherein the mass ratio of ginkgo biloba: 
apocynin is from about 3:10 to 60:1. 

36. A composition according to claim 1, consisting essen 
tially of ginkgo biloba, or an extract of component thereof, 
and apocynin. 

37. A composition according to claim 1, consisting of 
ginkgo biloba, or an extract or component thereof, apocynin 
and, optionally, at least one of picrorrhiZa kurroa, a surfac 
tant and dimethylsulfone. 
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38. A pharmaceutical composition according to claim 14, 
consisting essentially of ginkgo biloba, or an extract or 
component thereof, and apocynin. 

39. A pharmaceutical composition according to claim 14, 
consisting of ginkgo biloba, or an extract or component 
thereof, apocynin and, optionally, at least one of picrorrhiZa 
kurroa, a surfactant and dimethylsulfone. 

40. An orally active pharmaceutical preparation according 
to claim 21, consisting essentially of ginkgo biloba, or an 
extract of component thereof, and apocynin. 

41. An orally active pharmaceutical preparation according 
to claim 21, consisting of ginkgo biloba, or an extract or 
component thereof, apocynin and, optionally, at least one of 
picrorrhiZa kurroa, a surfactant and dimethylsulfone. 

42. A method according to claim 23, Wherein the com 
position consists essentially of ginkgo biloba, or an extract 
or component thereof, and apocynin. 

43. A method according to claim 23, Wherein the com 
position consists of ginkgo biloba, or an extract or compo 
nent thereof, apocynin and, optionally, at least one of 
picrorrhiZa kurroa, a surfactant and dimethylsulfone. 

44. A kit according to claim 28, Wherein the preparation 
consists essentially of ginkgo biloba, or an extract or com 
ponent thereof, and apocynin. 

45. A kit according to claim 28, Wherein the preparation 
consists of ginkgo biloba, or an extract or component 
thereof, apocynin and, optionally, at least one of picrorrhiZa 
kurroa, a surfactant and dimethylsulfone. 

46. The method according to claim 29, Wherein the 
preparation consists essentially of ginkgo biloba, or an 
extract or component thereof, and apocynin. 

47. The method according to claim 29, Wherein the 
preparation consists of ginkgo biloba, or an extract or 
component thereof, apocynin and, optionally, at least one of 
picrorrhiZa kurroa, a surfactant and dimethylsulfone. 

* * * * * 


