PROFESSIONAL SYSTEMIC ENZYME SUPPORT

Advanced Immunomodulation with Professional Strength Systemic Enzyme Support

Systemic Enzyme Formulation Functions Inflammation Mediators Clinical Applications
Various functions have been documented on the German polyenzyme formulation of trypsin, bromelain and rutin. When administered orally in Inflammatory mediators are molecules and substances that induce inflammation locally at the site of fissue damage and infection and are The formulation is clinically effective in a broad range of conditions due to its immunomodulatory, anfi-inflammatory, anti-edema, analgesic,
enteric coated tablets the systemic enzymes support and sustain optimal function of endogenous enzymes that affect immune function, cell also able to affect distant sites due to their soluble and diffusible nature. Inflammatory mediators may be endogenous or exogenous. The fiorinolytic, thrombolysis, anti-tumor and antioxidant properties. Dozens of randomized, blinded and placebo studies have evidenced the specific
signalling, oxidative stress and blood flow. Systemic enzymes have a far-reaching affect in various organ systems due to complex interactions that systemic inflammation that results due to these inflammatory mediators may also trigger other inflammatory mediators; such as exogenous formulation can be used in various clinical specialties, including the following:
take place when the specific systemic enzyme formulation is used. The actions of systemic enzymes are briefly summarized in the following list: mediators promoting the secretion of endogenous mediators.¢' The accumulative and secondary response can result in autoimmune diseases ,
or decreased immunocompetence. :‘?drglogy' MinQSTngl’:hT i.d., 17 patients with bacterial fatifi d Ir:'(:lphro's(:gy U f the f lation (2 tablets g.i.d. x 4 wks) dj t
H . : : . . . a aosage o aplers 1.1.4., panents wi acrterial prostariris an Idaney Jtones: Use O € rormularion aoletrs g.l.d. X 4 wks) as an agjuvan
1. Ier:r;ggrti)r?(;ﬁgqu;?:]oerg;gﬁag?/tnggr(()jrig%(gi/lﬂ;?;ypﬁi%egj\gsoﬂc;hneez?;ﬁgg(;ﬁlin have been used in denfisfry, oncology, ofolaryngology. nephrology. Exogenous med|qfors of mﬂqmmqhon 23 with opoc’reriol pros‘roﬁﬁs.showed “supgriorify of the enzyme in pofi.en’rs suffering .fr.om nephrqlifhiosis (kidngy stones), ;omplicoted by a
2. Anfi-inflammatory. The antiinflammatory (anfiphlogistic) properties of the formulation noted in various clinical and research setfings are Substances referred to as exogenous mediators of inflammation are best described as foreign substances that initiate an inflammatory immune preparation” over placebo in a double blind study.” 72 chronic pyelonephritis resulted in non-complicated healing of postsurgical
' meldilofed by ’rhey(.:leoronclel of excessivg pro—ilr?ﬂorr?rlnéforg/ choklines 7:121517-33 o | e e response typically by inducing endogenous mediators of inflammation. Arthritis, Rheumatology \clnvr?gtrc‘)?ﬁirc]:%Icgé?gfcsglazﬁoprg”ftrl;Sfe;en”él)rshrr?c?rlkfeogtggggslgns‘lSgr(ljcreﬁon
. . . . . L . . . . o o 7 ) ® Bacterial, viral, parasitic, fungal and mycobacterial pathogens and the toxins they produce can act as exogenous Osteoarthritis: In a number of randomized, controlied, single-blind relapses in a 1-year-observation ® Patients reated with the formulation
3. Anti-edema. The formulation is associated with reduction of edema and improvement of microcirculation normalize lymphatic circulation in / ‘ . . - - - - : . . and double-blind studies the formulation (2 tablets t.i.d.) was - .
the affected areq.s57.12-151819.22.25,26,34-3 . mediators of inflammation. These substances are anfigenic and promote the generation of antibodies, which are considered as an effective and safe alternative fo nonsteroidal showed a lower incidence of kidney stone recurrence.®’
' ) o ) o ) o _ ) = endogenous mediators of inflammation. Other antigenic substances, such as pollen, may also initiate an inflammatory antfinflammatory druas such as diclofenac in the freatment of Chronic Kidney Disease: In a double-blind placebo controlled pilot study
4. Analgesic. These analgesic effects of the formulation in various clinical settings’1518.2227.29.33.3437.38 gre due to inhibition of inflammation, as well ® @ immune response and act as mediators of inlammation. fy a9 patients on the formulation had showed a decline in albuminuria and serum

active osteoarthritis of the knee, hips, and shoulder.?0:3273-7592

as direct influences on nociceptors.’” Analgesic effect is evoked by proteases both directly - by peptidolytic cleavage of pain mediators and creatinine.® The formualtion also decreases the accumulation of advanced

S . . L . . e e ° Rheumatoid Diseases: In a mulficentric, controlled, double-blind, . . . .
indirectly - by lowering of oncotic pressure and restriction of inlammatory reaction. Endogenous mediators of inflammation randomised, clinical trial the formulation (2 tablets ti.d.) was glycation end (AGE) products.®*® In animal studies, the formulation

5. Fibrinolytic. Both an increase in blood fibrinolytic activity® and an increased proteolysis of extravascularly deposited fibrin® are observable The endogenous mediators of inflammation are predominantly proteins and glycoproteins produced from within the immune system itself or other found to be as effective as sulfasalazine.” Treatment success omeh%rofe.d devellfplmegr Of;U(S)UlO'merS;mCil ﬁbrclas[s and ’rge progk:efsm.n of
when using the formulation in a wide range of clinical conditions.”:12143740 body systems as a response fo infection or trauma. was higher in rheumatic disease patients treated with the chronic renal tailure™ and decreased clinical signs and morphologic

lesions of immune complex glomerulonephritis, reduces the
immune deposits, and prevents or retards the progression fo end
stage renal disease.®”

formulation when compared to NSAIDs with much less
adverse events when compared with conventional
doses of NSAID.* The formulation turned out to be

6. Thrombolysis. Decreased thrombocyte aggregation and thrombolytic effects as well as improvements in rheological (flow) parameters are

evidenced in animal and both open and placebo-controlied human studies.57.15354! Antibodies (also known as immunoglobulins) are produced by specific white blood cells as

7. Anti-tumor. Systemic enzyme support may reduce the metastatic potential or tumor cells'™ and can destroy the net which connects tumor O rkefsphonse fo thgﬁ? expo;ureﬂf\n’nbé)‘dgs promcf)’ri"rhe ﬁdlvmlinfg c;mplemeln’r prolire(ljns more effective than NSAIDs in the treatment of Neurology _ o
cells with each other and with the endothelium and cause a proteolysis of tumor cell membranes.'? (which promote pathogen death) and induce cytokine release. Anfibodies are also calle activated, inflammatory - degenerative spinal and Use of the formulation for 1 to 3 years decreased the incidence
8. Antioxidant. Th Hoxidant fes of the f o g " idative st b di ol " Kid immunoglobulins and present in five different isotypes known as IgG., IGE, IgD. IgA & IgM. joint diseases, fioromyalgias and other rheumatic and degree of MS complications, increased the duration
. Anfioxidant. The antioxidan ezafer ies of the formulation may decrease the oxidative stress observed in autoimmune diseases, kidney IgG IgE IgD Autoantibodies are immunoglobulins which inappropriately target and damage fissues and organs “off fissue diseases.” Animal studies also showed of remissions, and slowed the progression of the iliness in 74
disease and other conditions. of the body. Decreasing autoantibodies arrests autoimmune disease. similar results when compared to ibuprofen.” patients with remitting, remitting-progressive, and secondary

progressive course of multiple sclerosis.® There is a stabilization
of neurological impairment and improved activities of daily

Reactive Arthritis: An autoimmune condition that

Circulating Immune Complexes (CICs) are formed when antibodies bind to antigens. They are develops in response to an infection in another

N g™ ™ ; . g . . - i i living. The findings are causatively linked to a decrease in
\\ﬁ\ ‘ S~ _— elevated in a number of autoimmune conditions, infectious diseases, and cancers, as well as most part of fhe body, treated odjyvonﬂy W'Th The, ‘nﬂogmmcfor ng ity 1 Y
HH \ w . . . . . L. formulation showed faster relief of manifestations | Y IvVITy.
Formula Compos“"on =\ ] = _7 immunologically mediated illnesses. They are noted in a number of conditions that adversely affect of joint lesion syndrome, decreased laboratory Oncology
e joint health, circulatory health, skin health, liver health, glucose health and heart health. evidence of disease activity and normalization The formulation friggered the formation of infermediate
of interferon profile. In addition, the effect forms of a2-macroglobulin displaying high affinity to TGF-B

The formulation that has been shown to be clinically effective is composed of 270mg of bromelain, 300mg of rutoside trinydrate (rutin) and 144mg of Cytokines are secreted as a response to infection or inflammation caused of antibacterial drugs was improved and in volunteers.” High concentrations of TGF-B are reduced
trypsin per three pH resistant enteric coated tablets. by the exogenous mediators of inflammation, or as a response to trauma. chlamydia elimination was more effective.?”! due to enhanced clearance of a2-macroglobulin-

Pro-inflammatory Cytokines : stimulafte the immune system Fibromylagia: Based on controlled,
multicentric, retrospective analysis of

TGF-B complexes, which can benefit certain cancers

These cytokines are produced de novo in various cells as a direct response ! - ; .
accompanied by excessively high TGF- concentrations.”

to stimulation of the immune system.

o . . . . - . therapeutical data the formulation turned As an adjuvant, 2 tablets, t.i.d. alleviated the
Bromelain Cyfokines o signaling proteins and g'y.COprOT.e'FS '?VOl‘ﬁeOT'r']” cellular Thi out to be more effective than NSAIDs in consequences of radiation-induced epitheliitis in patients
Enzyme Commission number: 3.4.22.32% communication, and produced by a wide variety of cells. They are the tfreatment of fioromyalgias and other with laryngeal cancer.? It also decreases post-iradiation
Protein Data Bank Code: 1 W0Q# typically subdivided into two categories, Th1 & Th2. A balanced between INF INF L2 1112 rheumatic soft tissue diseases.377 reactions in breast cancer patients. 2
Chemical Abstracts Service number: 9001-00-7 Th1 and Th2 responses is best for optimal health. o -a Cardiology Otolaryngology
Description: Stem bromelain is the most abundant cysteine endopeptidase (breaks peptide bonds Th1 cytokines tend to produce the pro-inflammatory responses involved in . . . . At doses corresponding to the mean The formulation showed the best result in treating both
inside protein molecules) from the stem of the pineapple plant (Ananas comosus). It is distinct from antibacterial and antiviral responses. Excessive Th1 responses can lead to Anti-inflammatory Cytokines : suppress the immune system therapeutic dose for men proteolytic anterior acute uveitis and chronic anterior uveitis
the bromelain found in the pineapple fruit (EC 3.4.22.33). The geometry and the reactivity of the uncontrolled tissue damage and may perpetuate autoimmune responses. 3 : T<ve enzymes palliated pathological mostly associated with juvenile chronic arthritis.”
catalytic site are different from those of other cysteine proteinases. Broad specificity for cleavage of A relative excess in Th1 is observed in acute inflammation. Th2 ’ : \ c?ﬁngeslm ’rh_egoAuTrsg of Txpeﬂmeg’rol / / The formulo’nc;nl as an ??JUVO?T Slgnlf;;COﬂT|y clinical

H arneroscierosis. rrernosclerosis an / i i i i
pro’rems,. bp’r strong preference'for Z—Arg—Arg— | -NHMec among smol.l mole;ule s.ubs’rrcl’res‘.45 . Th2 cytokines tend to produce anti-inflammatory responses and can arterial wall remodeling were inhibited in ( oﬁﬁl%%rge;e'géégg?ﬁ; nzgngiJg%ﬂiégggéigeTow
Bromelom is a protease that splits peptide bonds formed by the amino acids lysine, alanine, tyrosine counteract the Th1 mediated microbicidal actions. Excessive Th?2 other experimental models.! These findings speech development.
and glycine.# responses are associated with allergies and atopy (asthma, eczema, are consistent with clinical observations that Pulmonoloay & Resbiratory Diseases
. . . allergic rhinitis & allergic conjunctivitis). A relative excess in Th2 is demonstrate antiatherogenic and fibrinolytic activity v ay P! Y IS
Rutoside Trihvdrate (R t n) . : : In children (3-15 y/o) showing a high sickness rate and abnormal
y uTl observed in chronic inflammation. in humans given systemic enzymes.& 778! . . ; .
Chemical Abstracts Service number: 250249-75-3 Dentistry ]'rgkmur]\cobggbu“n"e*e)'s' O(ﬂU\éO!ﬂT U;e OI.The ffOémTUk:C;TIOﬂ (1 TOble’fcliOer
. R H H H g o1 boady welg resulted In readuction or 0O requency an

Formula: C27H30016 -3H20 Other endogenOUS mediators of inflammation When the formulation is given before extraction, there severity of diseases.&
MOL WT.: 664.59 ] o ] ) o ] . ) In addition to cytokines, other endogenous proteins and glycoproteins mediate inflammation and typically affect cytokine secretion. is a shortening in the time of edema and pain in the Traumatology, Surgery
Synonyms: Rutoside; Sophorin; Vitamin P; Quercefin-3-rufinaside; Violaquercitrin; Rutosidum; X Fibrin is a fibrous protein involved in the clotting of blood that acts as an inflammation mediator in response to injury exiraction place and also the shortening of healing time.” In experimentally induced hematomas, 6 tablets/day of the
Chemical Name: 3-[[6-O-(6-deoxy-alpha-L-mannopyranosyl)-beta-D-glucopyranosyl] oxy]-2- P \ ', . - O . . . . . . . Sl -
(3,4-clihydroxyphenyl)- 5,7-dihydroxy-4H- 1-Benzopyran-4-one /ﬁ . /:,,/ or infection. Fibrin induces the pro-inflammatory cytokines IL-6 and TNF-a.. Excessive fibrin increases risks of clots in the qupgtology _ ) o _ formulation is as effective as the dose of 12 tablets/day, and
Descri ;’ . Rypf . ?h i Y I Y e f pfy fin. It is & biofl | havi i ; brain and heart. Excessive fibrin can accumulate in tissue and inhibit healing, and it can also hide cancer cells from the A clinical pilot study in patients with diabetic significantly better than 2 tablets/day or placebo.??2' Researchers

escription: Rutin is the rutinose glycoside form of quercetin. It is a bioflavonol having aromatic Vo s immune system. nephropathy demonstrated that at a dosage of 2 concluded that fhe investigated preparation is an effective
frimeric heterocyclic structure. It is a naturally occurring pigment. It is a yellow to greenish crystalline IR A M o ) ) ) tablets t.i.d. the formulation reduced elevated levels therapeutic agent for injuries resulting in pain and hematoma.?!
powder melting at 190°C. ‘&W,, By Amyloid is an endogenous fibrous protein that may be induced by TNF-a. It also upregulates the pro-inflammatory of both serum and urine IL-6, a cytokine that induces A very marked anti-oedematous effect of the formulation (3
Rutin increases the strength of the walls of the blood capillaries and regulates their permeability so ’ ° cytokines TNF-o. and IL-1B. It can accumulate in fissues and may play arole in a number of neurodegenerative diseases. over expression of TGF-B, the main frigger for the tablets, t.i.d.) was noted in postoperative period after surgical
as to normalize pathologically increased vessel permeability. It is not a dietary essential but is known ° ° ° C-Reactive Protein (CRP) is a protein that becomes elevated with inflammation. It is induced by the pro-inlammatory elevated protein synthesis and an inhibition of profein repair of fractured long bones with metal plates, pins, rods, wires
to have beneficial effects on capillary disorders. It also has antioxidant activity, as well as anti- cytokines TNF-o. and IL-6. Elevated levels are associated with increased risk of diabetes and heart disease. degradation associated with diabetic nephropathy. or screws.” The formulation significantly improves the outcomes

. . . . . . . . Animal studies also evidenced a decrease in TGF-B with
Damaged proteins and cellular debris including proteins destroyed by glycosylation, oxidation and cellular debris decreased renal degradation 21652
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'. :.". :‘ '. :.‘ from apoptosis make up a class of profeins and glycoproteins that can confribute fo inflammation by up-regulating
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of traumatological surgery, by reducing post-fraumatic and

inflammatory, antihistaminic and antiviral properties.“4’ . ) = M .
postoperative swelling.?? The formulation is an effective and safer

TrypSin - § Hepatology alternative to NSAIDs in the postoperative rehabilitation phase after
Enzyme Commission number: 3.4.21 4 cytokine production. \n an open, randomized clinical plof fricl, hepaiis S vabiets 1.k, andl postsurgical dosing af 2 Tabots 1t s able 10
Profein Date Bank Code: 1581 Total Burden of Inflammatory Mediators y ~, o o e s Sty 1o ribavirn uickly restors e impaired function of affected upper and lower
Chemical Abstracts Service number: 9002-07-7 Collectively, the various mediators of inflammation drive a number of processes, such that they ¢ Sasl v 00 ! and a-interferon. 453 ' extremities.?2 Postoperative edema was significantly decreased in
Description: Trypsin is an animal serine endoproteinase which breaks peptide bonds inside protein can easily exceed the needs of the body to protect itself from pathogens, and contribute to the o . patients undergoing septoplasty.” The formulation may decrease the
molecules. It is obtained from the pancreas of pigs by repeated refining and subsequent activation destruction of healthy fissue if their levels and actions are not modulated. Immunomodulation — ::’g‘;gzlt‘)’lg}'bfi‘r:gf?g::‘é‘ésm?;ed“Sfcs)mroued hase Il stud loss of bone mineral density.!®

of the proenzyme frypsinogen. the modifying, controlling and tempering of the immune system - is very dependent upon the children aged one month to 12 years with I?epsis were v Urology

Trypsin is a protease that predominantly cleaves peptide chains at the carboxyl side of the amino binding to, and removal of the excessive cytokines, immunoglobulins, fibrin, amyloid and CRP treated with 1 tablet of the formulation per 10kg of body In patients with relapsing urinary tract infections responding poorly to
acids lysine or arginine, except when either is followed by proline.* and other inlammatory mediators that are created as a response to inflammation. weight as an adjuvant to antibiotic therapy. Compared to antibiotic therapy, the formulation significantly decreased healing

fime compared fo a placebo and showed a reduction of ESR and
leukocytes that correlated with the decrease of inlammation.'®!
In a randomized, placebo controlled, clinical, double-blind,

anfibiotic alone, the group showed a faster reduction in
fever, improvement of Glasgow coma scale and ability
to resume oral feeding, with no deaths in the enzyme
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The high potency standardized bromelain, rutin and trypsin formulation is protected from stomach Blndlng qnd Clearq nce Of Inﬂammqhon Medlqtors
acid by a special enteric coating. This allows high levels of these activated proteolytic enzymes to

treated group. The Sfudy SUggeSTS that the formulation multicenter phase [ STUdy, the formulation plUS antibiotics had
be absorbed by the mucosal membrane of the intestine. L . ?os S plo;:;e as orlw adjuvant withto?ﬂbi?jﬁcts.ond ipp§>or’r!¥he . it Gcigrgcﬁen;qe;rmg;\i/éecrj;#igigm than antibiotics plus placebo in patients
Blndlng of Inﬂqmmqtory Medlqtors rearment 1or early improvement of pealiatrc parients witn sepsis. o .
Activated o-2-macroglobulin-protease complexes bind excessive interstitial and intravascular 'T-%’mfh°'°?¥;, s | hatic circulation in the affected . l\:]c';g;’i::r:g:fé;aﬁng with acute thrombophlebitis and postthrombophlebitic
TNees3 i 1Ng62.63 64 é5 i 11 g55-60 : e formulation normalizes lymphatic circulation in the affected area restores
. . CyTok!nes . |mmunoglobL.J||ns' , fibrin®, CRP, OmY|Qld t;e’ro pro‘rggs ., and cell dgbrls and the transporting capacity of lymphatic system.58 Even in the stage Ill and IV syndrome, the formulation demonstrated a decrease of pain, reduction of
a2M Activation proteins damaged by oxidative stress and glycosylation.* These inflammatory mediators are lymphedama the formulation significantly improves nufrient supply fo already edema and throphic ulcers, and improvement of microcirculation
bound near the central core of the activated a2M to regions that were not exposed in the native, sl - induced and sclerotized fissue.s At a dosage of 2 tablets, t.i.d. clinical effect was pronounced with regression
non-activated form of a2M. ’ of chronic venous insufficiency in postphlebitic syndrome.®” The formulation
; ; ; ; ; H H significantly reduces plasma viscosity and erythrocyte aggregation and
alpha-2-macroglobulin (a2M) is a high molecular weight plasma glycoprotein that Clearance of Activated o2M Complexes & |nﬂqmma|-ory Mediators in?:reoses glood ﬁbrin%ly‘ric ocﬂvifyﬁ}‘lo M yte aggreg

comprise as much as 8-10% of tfotal serum protfein. a2M functions as a binding,

The alpha-2-macroglobulin-proteinase complexes are activated for receptor mediated endocytosis and

carrier, and targeting protein. It binds host or foreign peptides and particles, are readily removed by hepatic a-2M-receptors (a-2M-R)%3, as well as other cells expressing a-2M-R, such as

thereby serving as humoral defense barriers against pathogens in both the plasma _ E;’ (e macrophages. The alpha 2-macroglobulin-proteinase complexes promote macrophage locomotion and
and the fissue.* = 9 1Sk & chemotaxis®, such that the activated alpha 2-macroglobulin-proteinase complexes and the inflammatory Th era eUﬁC DOSin
The proteolytic enzymes fryspin and bromelain, once absorbed, will preferentially ‘:’ £ mediators bound to the complex are cleared from the circulation very quickly by macrophages.’ P g
complex to the bait region of alpha-2-macroglobulin (a2M), a high molecular 5 o r;{agg .
weight plasma glycoprotein, to create a-2-macroglobulin-protease complexes.s' 2 3 \/ \D Benefits of Immunomodulation - . . . .
This frapping of 2 protease molecules to the a2m changes the configuration 8’ The binding and removal of cytokines and other mediators of inlammation allows cytokine Optimal Dosqge: The preponderance of c!|n|col studies h_ove shown the formulation to be effective q_’r a dosage of 6 ’rok?le’rs pe'r'doy, taken os.e_|’rher
of a-2-macroglobulin so that the newly activated o.-2-macroglobulin-protease 9 Xy levels to be in their optimal physiologically balanced state.$345¢ This immunomodulation 3 chlgfs twice a ?Szy or2 ’rgble’rs_ three hme.s a dqy. Tlglls dosage has bgen used fo 'Treo’r stfsoor’rhrﬁ;mﬁ(f'”/”, r_heumo’rmd or’rlf;r;hs%'“fé, ’rendomf.lsz"’,
complex now has increased binding capacity for certain cytokines®, as well as 2 = L;aﬁ“‘%‘:‘ decreases the consequences of chronic inflammation such as degenerative conditions and chromcﬂp?go%s;r?hhs 7, relapsing urmorys’r?roc’r infections™®’, recurren’r.resplrac‘:’rory fract infection®, sepsis*, diabefic nephropathy®, mulfiple sclerosis’,
other proteins and glycoproteins. Protease activation of a-2-macroglobulin also Je < i proliferative disorders, which are associated with increased morbidity and mortality.s37° frauma®##%, posiphlebitic syndrome™, as well as pre & post surgically.
facilitates its binding to, and elimination of, proteins damaged by oxidative stress 2 S ”3@ Immunomodulation prevents the destructive consequences of excessive Th1 cytokines during ’ Th1 | ' Th2 Surgical Dosage: One group dosed 3 tablets, five times daily for 2 to 6 days before surgery, followed by 3 tablets twice a day after surgery.?? Another
or heat** and facilitates the degradation and clearance of the amyloid beta (\ = \‘3&: acute inflammation as well as the onset and progression of autoimmune diseases that typically — s group dosed, 3 tablefts t.i.d. for the first 3 days after surgery. Followed by 2 tablets 3 fimes/day.**
peptide (A beta), a major component of senile plaques in Alzheimer’s patients.5 ) & occur with excessive Th1 cyfokines. . . G et ut Pediatric Dosage: In two separate conditions, children aged 1 month to 15 years were given 1 tablet per 10kg/body up to a maximum of six tablets for
Immunomodulation olso‘dec‘re.qses deve‘lopme.n’r oqc{ progression of c:llerg@s cmd‘ atopy ‘ a duration of days to six months.¢384
5@ (asthma, eczema, gllerglc rhinitis & allergic conjunctivitis) that typically manifest with a chronic
o a2M/T/T Complex excess of Th2 cytokines.”
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