What is Pulmonary Fibrosis? 

Pulmonary Fibrosis involves scarring of the lung. Gradually, the air sacs of the lungs become replaced by fibrotic tissue. When the scar forms, the tissue becomes thicker causing an irreversible loss of the tissue’s ability to transfer oxygen into the bloodstream.
What are the symptoms?
• Shortness of breath, particularly with exertion
• Chronic dry, hacking cough
• Fatigue and weakness
• Discomfort in the chest
• Loss of appetite
• Rapid weight loss
What is the prevalence of Pulmonary Fibrosis?
There are five million people worldwide that are affected by this disease. In the United States there are over 200,000 patients with Pulmonary Fibrosis. As a consequence of misdiagnosis the actual numbers may be significantly higher. Of these more than 40,000 expire annually. This is the same as die from Breast Cancer. Typically, patients are in their forties and fifties when diagnosed. However, diagnoses have ranged from age seven to the eighties. Current research indicates that many infants are afflicted by Pediatric Interstitial Lung Disease. At this time there is limited data on prevalence for this group.
What are the causes? 
Traditional theories have postulated that it might be an autoimmune disorder, or the after effects of an infection, viral in nature. There is a growing body of evidence which points to a genetic predisposition. A mutation in the SP-C protein has been found to exist in families with a history of Pulmonary Fibrosis. The most current thinking is that the fibrotic process is a reaction to microscopic injury to the lung. While the exact cause remains unknown, associations have been made with the following:
• Inhaled environmental and occupational pollutants
• Diseases such as Scleroderma, Rheumatoid Arthritis, Lupus and Sarcoidosis
• Certain medications
• Therapeutic radiation

Interstitial Lung Disease (ILD) is a general term that includes a variety of chronic lung disorders. When a person has ILD, the lung is affected in three ways.
1. The lung tissue is damaged in some known or unknown way. 
2. The walls of the air sacs in the lung become inflamed.
3. Scarring (or fibrosis) begins in the interstitium (or tissue between the air sacs), and the lung becomes stiff. When scarring of the lung tissue takes place, the condition is called pulmonary fibrosis.

People with different types of ILD may have the same kind of symptoms but their symptoms may vary in severity. Their chest X-rays may look alike. Further testing is usually recommended to identify the specific type of ILD a person has. The terms interstitial lung disease, pulmonary fibrosis and interstitial pulmonary fibrosis are often used to describe the same condition. 
The course of these diseases is unpredictable, but can be deadly. If they progress, the lung tissue thickens and becomes stiff. The work of breathing then becomes more difficult and demanding. Some of the diseases improve with medication if treated when inflammation occurs. Some people may need oxygen therapy as part of their treatment.

The diseases may run a gradual course or a rapid course. The condition may remain the same for long periods of time or it may change quickly. It's important to stay in touch with your doctor and report any changes in symptoms. You and your doctor can work together to manage ILD.

Fibrosis, or scarring of the lung tissue, results in permanent loss of that tissue's ability to transport oxygen. The level of disability a person experiences is directly related to the amount of tissue scarring.

Several causes of pulmonary fibrosis are known. They include: 

· Occupational and environmental exposures. Many jobs exposing workers to asbestos, silica or metal dusts can cause pulmonary fibrosis. Some organic substances, such as moldy hay, cause an allergic reaction in the lung. This reaction is called Farmer's Lung and can cause pulmonary fibrosis. Other fumes found on farms are directly toxic to the lungs. 

· Sarcoidosis. A disease characterized by the formation of granulomas (areas of inflammatory cells), which can attack any area of the body but most frequently affects the lungs. 

· Drugs may have the undesirable side effect of causing pulmonary fibrosis. 

· Radiation, as a result of treatment for breast cancer, for example. 

· Connective tissue or collagen diseases such as rheumatoid arthritis and systemic sclerosis. 

· Genetic/familial cause is possible, but less common than the others. 

· Idiopathic Pulmonary Fibrosis (IPF). This is when all known causes of interstitial lung disease have been ruled out. There are several theories as to what may cause IPF; including viral illness and allergic or environmental exposure (including tobacco smoke). These theories are still being researched. Bacteria and other microorganisms are not thought to be the cause of IPF.

Signs, symptoms & indicators of Pulmonary Fibrosis / Interstitial Lung Disease: 
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	Symptoms - Respiratory


  Easily being short of/always being short of breath or normal breathlessness


  Sudden shortness of breath or air hunger


  Recent/chronic nonproductive cough

Counter-indicators:


  Absence of air hunger

	


How is it treated?
There are currently no effective treatments or a cure for Pulmonary Fibrosis. The pharmacological agents designed to treat lung scarring are still in the experimental phase while the treatments intended to suppress inflammation have only limited success in reducing the fibrotic progress.
Because the origin and development of the disease is not completely understood, misdiagnosis is common. Varying terminology and lack of standard diagnostic criteria have complicated the gathering of accurate statistics about people with pulmonary fibrosis. Supplemental oxygen improves the quality of life and exercise capacity. Single lung transplant may be considered for some patients. Pulmonary Fibrosis is a very complex disease and the prediction of longevity of patients after diagnosis vary greatly.

Recommendations for Pulmonary Fibrosis / Interstitial Lung Disease: 
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	Botanical


  Turmeric Extract, Curcumin 

[image: image9.png]




 INCLUDEPICTURE "http://www.digitalnaturopath.com/images/Why.gif" \* MERGEFORMATINET [image: image10.png]


 
Curcumin was shown to have important therapeutic implications in facilitating the early suppression of paraquat toxicity and subsequent lung injury. Paraquat is a weedkiller that produces delayed toxic effects on the lungs when ingested. [Life Sciences, 2000, Vol 66 (2), pp. 21-8] Curcumin, when absorbed into the body has anti-inflammatory actions.

	


Fibrinolysis

Once haemostasis is restored and the tissue is repaired, the clot or thrombus must be removed from the injured tissue. This is achieved by fibrinolytic pathway. The end product of this pathway is the enzyme plasmin, a potent proteolytic enzyme with a broad spectrum of activity. Plasmin is formed by activation of the proenzyme, plasminogen by either plasma or tissue activators. Tissue plasminogen activators are found in most tissues, except the liver and the placenta, where they are synthesized by endothelial cells and are found concentrated in the walls of blood vessels. The two best characterized are vascular activator (commonly known as tissue plasminogen activator -- tPA) and urokinase. There is great interest in using tPA as a therapeutic agent for dissolving blood clots: the gene for tPA has now been cloned and the expressed gene product is avaible for clinical trials. Plasminogen activator is also a product of macrophages. The level of tissue activator in the plasma is normally low, but can be increased by exercise and stress. 

Two forms of plasminogen are present in the plasma; one has a glutamic acid at the N-terminal of the polypeptide chain, and is called native or glu-plasminogen, and the other a lysine. The latter form arise as a result of partial degradation of the parent molecule by autocleavage. 

Triggering of fibrinolysis occur when the plasminogen activator, plasminogen, and fibrin are all in close proximity. Both plasminogen and its activator bind avidly to fibrin as the clot forms. This close association prevents inhibition of plasmin activity by inhibitor, and allows proteolysis of the fibrin to proceed after the production of lys-plasminogen. Plasmin inhibitors ( antiplasmins) which can control plasmin activity include: [image: image11.png]|
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-antiplasmin, C1 inhibitor, antithrombin III. 

Plasmin attacks fibrin at a number of different sites, at least 50, reducing its size such that it no longer has haemostatic activity. Many fragments are formed during this process, and some retain the capacity to polymerize, thus some of the early degradation products can compete with fibrinogen for thrombin and act as inhibitors of clot formation. This may prevent the clot being removed before the tissue is repaired. 

Fibrinolysis,
the dissolution of fibrin and thrombus. Clot lysis is a complex process involving proteolytic enzymes, activators and inhibitors of plasmin and other proteases. The major activators which convert the precursor plasminogen to active plasmin are: activated Hageman factor fragments, urokinase type plasminogen activators and tissue plasminogen activator (t-PA). Upon activation, plasmin dissolves fibrin thrombi. In normal homeostasis, fibrinolysis is activated shortly after thrombus formation to restore vessel patency and blood flow. Several congenital and acquired abnormalities of the fibrinolytic system may increase the risk of thrombosis. A decrease in the concentration of plasminogen and abnormal plasminogen molecules can cause repetitive thrombosis. Infrequently, dysfibrogenaemias can cause thrombosis. Reduced fibrinolytic activity has been associated with both arterial and venous thromboses. Lipoprotein abnormalities are also linked to disorders of fibrinolysis. Thrombolytic therapy is used for the treatment of acute vascular occlusion, especially coronary arterial occlusion. There are two types of plasminogen activators used for this purpose: endogenous agents derived from human source such as tissue plasminogen activator (t-PA) and urokinase-type plasminogen activator (u-PA), and exogenous agents, such as streptokinase. 
What is Sepsis?  Coagulopathy
The activation of the coagulation cascades appears to be an essential component in the development of multi-organ failure. It is important that you are aware of this, as current therapies for sepsis specifically target these cascades for modulation (15). If you are bored senseless by discussions of clotting cascades, then skip this section.
We know that in sepsis (figure 5), an overwhelming inflammatory response causes extensive collateral damage to the host’s microcirculation. Damage to the endothelium exposes a procoagulant factor known as “tissue factor”. This exists in the subendothelial space, and it has a role in reparation after tissue damage in all human beings. However, in sepsis, the exposure occurs on a mammoth scale. Tissue factor binds to activated factor VII. The resulting complex activates in turn factors IX and X. Factor X converts prothrombin into thrombin, which cleaves fibrinogen into fibrin, a blood clot. At the same time, the fibrinolytic system is inhibited. Cytokines and thrombin stimulate the release of  plasminogen-activator inhibitor-1 (PAI-1), from platelets and the endothelium. In the human body, when a clot forms, it is ultimately broken down plasmin, which is activated by tissue plasminogen activator (TPA) [from plasminogen]. PAI-1 inhibits TPA.
Thrombin, itself, is an activator of inflammation and inhibitor of fibrinolysis. The latter is achieved by the activation of TAFI (thrombin-activatable fibrinolysis inhibitor). 
Thrombomodulin, another modulator of fibrinolyis, is impaired by inflammation and endothelial injury. The function of this compound is to activate protein C. Activated protein C modifies the inflammatory and coagulant response at several different levels; a deficiency occurs due to inhibition of thrombomodulin in sepsis
Systemic Amyloid

Definition

Secondary systemic amyloid is a disorder in which insoluble protein fibers become deposited in tissues and organs impairing their function. It is found in association with chronic infection or chronic inflammatory disease. 

Systemic Sclerosis

Systemic Sclerosis is a diffuse connective tissue disease characterized by changes in the skin, blood vessels, skeletal muscles, and internal organs

Causes of Systemic Sclerosis
The cause of Systemic Sclerosis is unknown. The disease may produce local or systemic symptoms. The course and severity of the disease varies widely in those affected.

Excess collagen deposits in the skin and other organs produce the symptoms. Damage to small blood vessels within the skin and affected organs also occurs. In the skin, ulceration, calcification, and changes in pigmentation may occur.

Systemic features may include fibrosis and degeneration of the heart, lungs, kidneys and gastrointestinal tract.

The disease usually affects people 30 to 50 years old. Women are affected more often than men. Risk factors are occupational exposure to silica dust and polyvinyl chloride. 

Information about Systemic Sclerosis
Connective tissue is found throughout the body. It is a fibrous tissue produced by special cells called fibroblasts. Many cells of the immune system exist within the connective tissue. Connective tissue supports all of the structures of the body, including the skin, the organs, and all of the body's blood vessels and nerves. Collagen is a type of protein fiber present in connective tissue.

In Systemic Sclerosis, collagen is over produced and is defective. Collagen then accumulates throughout the body, causing the hardening (sclerosis), scarring (fibrosis), and the damage characteristic of Systemic Sclerosis. Because collagen is found so widely throughout the body, the effects of Systemic Sclerosis are almost always widespread.

Systemic Sclerosis occurs in all races of people all over the world. Patients are most often diagnosed between the ages of 30-50 years old. Women are three to four times more likely to suffer from the disorder. Young Afro-American women and Choctaw Native Americans have particularly high rates of the disease. Although some cases of Systemic Sclerosis clearly run in families, most cases of Systemic Sclerosis occur without any known family tendency for the disease.

Causes & symptoms

· blanching, blueness, or redness of fingers and toes in response to heat and cold (Raynaud's phenomenon) 

· pain, stiffness, and swelling of fingers and joints 

· skin thickening and shiny hands and forearm 

· skin is hard 

· tight and mask-like facial skin 

· ulcerations on fingertips or toes 

· esophageal reflux or heartburn 

· difficulty swallowing 

· bloating after meals 

· weight loss 

· diarrhea 

· constipation 

· shortness of breath 

Additional symptoms that may be associated with this disease: 

· wrist pain 

· wheezing 

· skin, abnormally dark or light 

· joint pain 

· hair loss 

· eye burning, itching and discharge 

The cause of Systemic Sclerosis remains puzzling. Although the accumulation of collagen appears to be a hallmark of the disease, doctors do not know why this happens. Some theories suggest that damage to blood vessels may occur prior to fibrosis. When blood vessels are damaged, the tissues of the body receive an inadequate amount of oxygen (a condition called ischemia). Some researchers believe that tissue ischemia and damage then causes the immune system to over react, creating an autoimmune disorder. The immune system is designed to produce cells that fight foreign invaders like bacteria, viruses, and fungi. In this theory of Systemic Sclerosis, the immune system gears up to fight an invader, but no invader is actually present. Cells of the immune system, called antibodies, recognize the body's own tissues as foreign. The immune system cells turn against the already damaged blood vessels and then the vessels' supporting tissues. These immune cells are designed to deliver potent chemicals in order to kill foreign invaders. Some of these cells dump these chemicals on the body's own tissues instead, causing inflammation, swelling, damage, and scarring.

Most cases of Systemic Sclerosis occur with no recognizable initiating event. Some cases, however, have been traced to poisonous (toxic) exposures. For example, coal miners and gold miners (both of whom have a lot of exposure to silica dust) have higher than normal rates of Systemic Sclerosis. Other types of chemicals that have been associated with Systemic Sclerosis include polyvinyl chloride, benzine, toluene, and epoxy resins. In 1981, 20,000 people in Spain were stricken with a syndrome similar to Systemic Sclerosis when a toxic substance accidentally contaminated cooking oil. Some claims of a Systemic Sclerosis-like illness have been made by women with silicone breast implants.

About 95% of all patients with Systemic Sclerosis have a condition called Raynaud's phenomenon as their first symptom. In Raynaud's disease, the blood vessels of the fingers and/or toes (the digits) react abnormally to cold. The vessels clamp down, preventing blood flow to the end of the digit and, eventually, to the entire digit. The affected digit turns white, then blue, then red when it begins to get blood. Numbness, tingling, and pain are associated with this entire process. Over time, oxygen deprivation to these tissues may result in open, irritated pits (ulcers) in the surface of the skin. These ulcers can lead to tissue death (gangrene) and loss of the digit. These extreme symptoms of Raynaud's disease rarely occur, except when Raynaud's is associated with other conditions like Systemic Sclerosis. When Raynaud's disease leads to Systemic Sclerosis, the next symptoms are usually seen within two years of the first sign of Raynaud's.

Involvement of the skin leads to swelling underneath the skin of the hands, feet, legs, arms, and face. This is followed by thickening and tightening of the skin, which becomes taut and shiny. When this tightening is severe, it may cause deformity. For example, skin tightening on the hands may cause the fingers to become permanently curled (flexed), with no ability to straighten them. Structures within the skin are damaged (including those producing hair, oil, and sweat), and skin becomes dry and scaly. Ulcers may form, with the danger of infection. Calcium deposits often appear under the skin (calcinosis).

As the skin grows tight on the face, the mouth and nose become smaller. The small mouth may interfere with eating and caring for the teeth. Blood vessels under the skin may become enlarged and obvious through the skin, appearing as purplish marks (telangiectasis).

Muscle weakness, joint pain and stiffness, and carpal tunnel syndrome are common. Carpal tunnel syndrome involves scarring in the wrist, which puts pressure on the median nerve running through that area. This causes numbness, tingling, and weakness of some of the fingers.

The tube leading from the mouth to the stomach (the esophagus) becomes stiff and scarred. Patients may experience difficulty swallowing food. The acidic contents of the stomach may be allowed to flow backwards into the esophagus (esophageal reflux), causing severe symptoms of heartburn. Inflammation of the esophagus may occur (esophagitis).

The intestine becomes sluggish in processing food, causing bloating and pain. Foods are improperly processed, resulting in diarrhea, weight loss, and anemia. Telangiectasis developing in the stomach or intestine may cause rupture and bleeding.

The lungs are affected in about 66% of all patients with Systemic Sclerosis. Complications include shortness of breath, coughing, difficulty breathing due to tightening of the tissue around the chest, inflammation of the air sacs of the lung (alveolitis), increased chance of pneumonia, and an increased risk of cancer. All of these have made lung disease the most likely cause of death in Systemic Sclerosis.

The lining around the heart (pericardium) may become inflamed (pericarditis). The heart may have an increasing amount of difficulty pumping blood effectively (heart failure). Irregular heart rhythms and enlargement of the heart also occur in Systemic Sclerosis.

Kidney disease is a common complication. Damage to blood vessels of the kidneys is often responsible for a huge spike in blood pressure, called malignant hypertension. The blood pressure may be so high that the patient suffers from swelling of the brain, with an extreme headache, damage to the retinas of the eyes, seizures, and failure of the heart to pump blood into the body's circulatory system. The kidneys may also stop filtering blood appropriately, leading to kidney failure. Treatments for high blood pressure and these kidney complications have greatly improved. Prior to these treatments, kidney problems were the most common cause of death for patients with Systemic Sclerosis.

Other problems associated with Systemic Sclerosis include painful dryness of the eyes and mouth, a low functioning thyroid gland (hypothyroidism), difficulty of male patients to achieve/sustain an erection of the penis, and enlargement and destruction of the liver.

On the Chemistry of Intracellular Glutathione
Studies have shown that feeding glutathione or its precursor, cysteine, do not boost cellular glutathione levels.  This is because of the instability of cysteine in the blood (it readily oxidizes to cystine) and because glutathione apparently cannot be transported intact across the cell membrane.  The whey protein isolate contains the dipeptide gamma-glutamylcysteine—which is absorbed intact into the cell.  The key limitation to the production of glutathione within the cell is the reaction that combines cysteine with glutamic acid to make gamma-glutamylcysteine.  Since the special whey protein isolate directly provides the cell with a high level of gamma-glutamylcysteine, this rate limiting step is bypassed.  The gamma-glutamylcysteine then reacts with glycine to produce glutathione.
What Are Systemic Enzymes and What Do They Do?
By: William Wong N.D., Ph.D

	The word systemic means body wide. Systemic enzymes are those that operate, not just for digestion, but throughout your body in every system and organ. But let's take first things first, what is an enzyme?

An enzyme is a biocatalyst - something that makes something else work or work faster. Chemical reactions are generally slow things, enzymes speed them up. Without enzymes, the chemical reactions that make up our life would be too slow for life as we know it. (As slow as sap running down a tree in winter). For life to manifest, as we know it, enzymes are essential to speed up the reactions. We have roughly 3000 enzymes in our bodies and over 7000 enzymic reactions. Most of these enzymes are derived or created from what we think of as the protein digesting enzymes. But while digestion is an important part of what enzymes do, it's almost the absolute last function. First and foremost, these body-wide protein-eating enzymes have the following actions:

Anti Fibrosis. (Fights the Fight Against Pulmonary Fibrosis & Kidney Fibrosis)
Enzymes eat scar tissue and fibrosis. (7). Fibrosis is scar tissue and most doctors learn in anatomy that it is fibrosis that eventually kills us all. Let me explain. As we age, which starts at 27, we have a diminishing of the body's output of enzymes. This is because we make a finite amount of enzymes in a lifetime and we use up a good deal of them by the time we reach our 40's (Cystic Fibrosis patients who have virtually no enzyme production to speak of, even as children usually don't make it past their 20's before they die of the restriction and shrinkage in the lungs from the formation of fibrosis or scar tissue).

So our body begins to dole out our enzymes with an eyedropper instead of with a tablespoon. Result: the repair mechanism of the body goes off balance and has nothing to reduce the over abundance of fibrin it deposits in nearly everything from simple cuts, to the inside of our internal organs and blood vessels. It is then when most women begin to develop things like fibrocystic breast disease, uterine fibroids, and endometriosis. We all grow arterial sclerotic (meaning scar tissue) plaque, and have fibrin begin to spider web its way inside of our internal organs, reducing their size and function over time. This is why as we age our wounds heal with thicker, less pliable, weaker and very visible scars.

If we replace the lost enzymes, we can control and reduce the amount of scar tissue and fibrosis our bodies have. As physicians in the US are now discovering, even old scar tissue can be "eaten away" from surgical wounds, pulmonary fibrosis, and kidney fibrosis even colloid years after their formation. Medical doctors in Europe and Asia have known this and used orally administered enzymes for such for over 40 years!

Natural Anti-Inflammatory.
Enzymes are the first line of defense against inflammation. (1,2,3). Inflammation is a reaction by the immune system to an irritation. Let's say you have an injured right knee. The immune system, sensing the irritation in the knee, creates a protein chain called a Circulating Immune Complex (CIC for short), tagged specifically for that right knee. (A scientist who found the tagging mechanism won the Nobel Prize in biology in 1999). This CIC floats down to the right knee and causes pain, redness and swelling - the classic earmarks for inflammation. This, at first, is a beneficial reaction; it warns us that a part of ourselves is hurt and needs attention. But, inflammation is self-perpetuating, it creates an irritation that in response, the body makes CIC's for!


Aspirin, Ibuprofen, Celebrex, Viox and the rest of the Non Steroidal Anti Inflammatory Drugs all work by keeping the body from making all the CIC's. This ignores the fact that some CIC's are vital to life, like those that maintain the lining of the intestine and those that keep the kidneys functioning! Not to mention the fact that they, along with acetaminophen, are highly toxic to the liver. Every year 20,000 Americans die from these over the counter drugs and another 100,000 will wind up in the hospital with liver damage, kidney damage or bleeding intestines from the side effects of these drugs. (4,5).

Systemic enzymes, on the other hand, are perfectly safe and free of dangerous side effects. They have no LD-50, or toxic dose. (6). Best of all, systemic enzymes can tell the difference between the good CIC's and the bad ones. This is due to the fact that hydrolytic enzymes are lock and key mechanisms and their "teeth" will only fit over the bad CIC's. So instead of preventing the creation of all CIC's, systemic enzymes just "eat" the bad ones and in so doing, lower inflammation everywhere. With that, pain is also lowered.

Blood Cleansing.
The blood is not only the river of life; it is also the river through which the cells and organs dispose of their waste. Enzymes improve circulation by eating the excess fibrin that causes blood to sometimes get as thick as catsup or yogurt, creating the perfect environment for the formation of clots. All of this material is supposed to be cleaned off by the liver on "first pass" or the first time it goes through. Given the sluggish and near toxic or toxic states of everyone's liver these days, that seldom happens. So the waste remains in the blood, waiting for the liver to have enough free working space and enough enzymes to clean it. This can take days or in some people, weeks! (8).

When systemic enzymes are taken, they stand ready in the blood and take the strain off of the liver by:

· Cleaning excess fibrin from the blood and reducing the stickiness of blood cells. These two actions minimize the leading causes of stroke and heart attack: blood clots (8). 

· Breaking dead material down small enough that it can immediately pass into the bowel. (8). 

· Cleansing the FC receptors on the white blood cells, improving their function and availability to fight off infection. (9). 

And here we come to the only warning we have to give concerning the use of Vitalzym or any other systemic enzyme - don't use the product if you are a hemophiliac or are on prescription blood thinners like Coumadin, heparin and plavix. The enzymes cause the drugs to work better, so there is the possibility of thinning the blood too much.

Immune System Modulating
Enzymes are adaptogenic, seeking to restore a steady state to the body. (9). When the immune system is running low, we become susceptible to infectious disease. When it's cranked up too high, then the system creates antibodies that attack it's own tissues, as are seen in the autoimmune diseases of MS, Rheumatoid Arthritis, and Lupus. Here the Vitalzym will tone down immune function and eat away at the antibodies the immune system is making to attack its bodies own tissue.

When the immune system is run down too low, the enzymes increase immune response, producing more Natural Killer cells, and improving the efficiency of the white blood cells, all leading to improved immunity.

Virus Fighting.
Viruses harm us by replicating in our bodies. To do this, a virus must bond itself to the DNA in our cells through the medium of its exterior protein cell call. Anything that disrupts that cell wall inhibits the ability of viral replication by rendering individual viruses inert. (10, 11). Systemic enzymes can tell the difference between the proteins that are supposed to be in your body and those that are foreign or not supposed to be there (again the enzyme lock and key mechanism). Vitalzym has the strongest protein eating effect of any enzyme do to its Serrapeptase content and can be of help in combating viruses.

What is Fibrosis? 

The U.S. government estimates that 45 percent of the deaths in the United States are attributed to fibroproliferative disorders. Patients that may benefit from effective anti-fibrotic therapy number in the millions. Although fibrosis is widely prevalent, debilitating and often life threatening, there is no effective treatment currently available.

The human body responds to trauma and injury by scarring. Fibrosis, a type of disorder characterized by excessive scarring, occurs when the normal wound healing response goes awry. During fibrosis, the wound healing response continues causing an excessive production and deposition of collagen.

Fibrosis results from diverse causes including trauma, surgery, infection, environmental pollutants, alcohol and other types of toxins. 

There are numerous examples of fibrosis, including the formation of scar tissue following a heart attack, which impairs the ability of the heart to pump. Diabetes frequently causes damage and scarring in the kidneys which leads to a progressive loss of kidney function. Even after surgery, scar tissue can form between internal organs causing contracture, pain, and in some cases, infertility. 

Although fibrotic disorders can be acute or chronic, the disorders share a common characteristic of excessive collagen accumulation and an associated loss of function when normal tissue is replaced with scar tissue. 

Acute form: Acute fibrosis (usually with a sudden and severe onset and of short duration) occurs as a common response to various forms of trauma including accidental injuries, infections, surgery, burns, radiation and chemotherapy treatments. All tissues damaged by trauma are prone to scar and become fibrotic, particularly if the damage is repeated.

Chronic form: Viral infection, diabetes, hypertension and other chronic conditions induce a progressive fibrosis which causes a continuous loss of tissue function. Most commonly affected are the liver, kidney and lung. Deep organ fibrosis is often extremely serious because the progressive loss of organ function leads to morbidity, hospitalization, dialysis, disability and even death.

	Fibrosis Associated with Trauma:
- Accidents (particularly injuries to spine and central nervous system)
- Burns and other Hypertrophic Scars
- Cardiac Scarring Following Heart Attack
- Chemotherapeutic Drug Induced Fibrosis
- Radiation Induced Fibrosis
- Lung Fibrosis (Acute Respiratory Distress Syndrome)
- Surgical Scarring


  

	Major Organ Fibrosis:
- Kidney Disease (Diabetes, Hypertension)
- Liver Fibrosis (Viral Hepatitis, Alcohol)
- Pulmonary Fibrosis
- Cardiac Fibrosis
- Macular Degeneration, Retinal and Vitreal Retinopathy


 

	Fibroproliferative Disorders:
- Systemic and Local Scleroderma
- Keloids and Hypertrophic Scars
- Atherosclerosis / Restenosis


Less Well-Recognized Manifestations of Systemic Sclerosis (Scleroderma)

Skin induration and fibrosis affecting numerous internal organs such as the lungs, heart, kidneys, and the gastrointestinal tract are well-known clinical manifestations of systemic sclerosis (scleroderma). 

Well-recognized also are the manifestations of the CREST syndrome which include calcinosis (calcium deposits in the skin and surrounding joints), Raynaud's phenomenon, esophageal dysfunction causing reflux and difficulty swallowing, skin induration, and telangiectasis (dilated vessels in the skin and occasionally in the lining of the mouth and gastrointestinal tract). 

However, there are several other clinical manifestations of the disease that are not as well recognized and often are not ascribed to be caused by systemic sclerosis. Although some of these manifestations are much less frequent than those mentioned above, they often cause substantial symptoms and, occasionally, anxiety in affected patients. 

The following list shows the most frequent of these less well-recognized manifestations of systemic sclerosis: 

· Thyroid involvement 

· Impotence 

· Testicular fibrosis 

· Bladder involvement 

· Carpal tunnel syndrome 

· Trigeminal nerve palsy 

· Periodontal ligament resorption 

· Vocal cord infiltration 

Endocrine Manifestations

Hypothyroidism
Involvement of the endocrine system by systemic sclerosis is frequently not recognized although it occurs with considerable frequency. 

The most common endocrine manifestations are related to alterations in the thyroid gland which often result in decreased or lost function (hypothyroidism). 

The frequency of thyroid gland involvement has not been accurately determined although prospective studies estimated that it was present in 30% to 35% of patients with systemic sclerosis. 

In our own experience, we have found that hypothyroidism related to systemic sclerosis may be present in approximately 25% of patients. 

The mechanisms responsible for thyroid gland dysfunction appear to be the replacement of the functional components of the thyroid gland by fibrous tissue and the infiltration of the gland by numerous inflammatory cells, particularly lymphocytes. 

Clinically, hypothyroidism manifests as progressive weight gain, decreased tolerance to cold temperatures, sluggishness, slowing of mental functions, and in advanced stages, the development of cutaneous lesions in the lower extremities. 

The inflammatory process affecting the thyroid gland may manifest in the earlier stages as hyperthyroidism or excessive function of the gland because the inflammation causes destruction of the colloid follicles which are specialized structures in the thyroid gland responsible for storage of the thyroid hormone. 

The destruction of large numbers of colloid follicles results in exaggerated release of thyroid hormone which can produce symptoms of excessive thyroid function. 

Subsequently, however, the extensive fibrotic replacement and progressive inflammatory damage to the tissue results in loss of function and decreased production of the thyroid hormone. 

The presence of thyroid dysfunction can be easily tested by performing blood analysis of circulating thyroid hormone and of a hormone that stimulates the thyroid gland called thyroid stimulated hormone (TSH). 

Elevated levels of TSH are correlated directly with the loss of function of the thyroid gland since they represent an attempt of the body to stimulate the gland and correct the low levels of circulating thyroid hormone. 

On a few occasions, the attempts to restore the function of the thyroid gland can lead to the formation of nodules within the thyroid gland which can be diagnosed by clinical examination by a physician or by more specialized tests such as ultrasound examination of the gland. 

Thyroid hormone replacement often produces dramatic and substantial improvement in these manifestations. However, it is essential to demonstrate conclusively that there is indeed a deficient production of thyroid hormone and a decreased circulating level of the hormone before initiation of treatment with thyroid replacement. 

Genitourinary Tract

Although not frequently recognized, Systemic Sclerosis can also affect the genitourinary tract. Among the most common alterations of this system caused by the disease are impotence, bladder fibrosis, and testicular fibrosis.

Impotence
The occurrence of severe impotence, without a decrease in libido, in male patients with systemic sclerosis was first recognized by our group. This symptom has been subsequently described in numerous other patients affected by the disease. 

In many instances, impotence may be the result of the generalized fatigue or the general effect that the disease produces on the body, or may be related to psychological factors such as depression, loss of self-esteem or anxiety.In other instances, it is an organic problem directly caused by the pathologic alterations of the disease. 

The mechanisms responsible for erectile failure in systemic sclerosis have not been entirely clarified. However, it is very likely that this problem is due to either fibrosis of the cavernous bodies, the organs that become engorged with blood during penile erection, or to decreased arterial blood flow secondary to narrowing and thickening of the vascular wall of arteries supplying blood flow to the penis. 

Impotence in systemic sclerosis, when present, can cause substantial emotional distress, frustration, and anxiety; and requires expert evaluation. 

Psychological evaluation and support are often helpful, in addition to other therapeutic measures to successfully overcome the serious difficulties caused by this manifestation of systemic sclerosis. 

Bladder Fibrosis
The exact frequency of occurrence of urinary bladder dysfunction in patients with systemic sclerosis has not been determined. 

However, numerous patients develop symptoms of urgency and frequency which do not appear to be related to other causes except for bladder involvement. In these cases, the bladder wall is infiltrated by fibrotic tissue and the contractile muscles responsible for normal function of the bladder have become ineffective. 

Some studies have demonstrated decreased dispensability of the bladder and reduction of the bladder capacity to hold urine. Pathologic studies at autopsy have shown that the bladder wall is thickened and is infiltrated with abundant amounts of collagen and other components of the connective tissue causing atrophy of the muscles responsible for normal contractile activity of the organ. 

Frequently, bladder involvement becomes apparent by the presence of microscopic hematuria (red blood cells in the urine) which is usually detected in routine urine analysis. A careful evaluation by a specialist is necessary to determine the cause of hematuria and specialized tests may be required to ascertain whether it is due to systemic sclerosis bladder involvement or to other problems such as bladder cancer. 

Testicular Fibrosis
A rare complication of systemic sclerosis also found in males is testicular fibrosis. This alteration manifests by enlargement of the testicles which occasionally may be tender or painful. 

Although it does not appear that this process causes infertility (due to alterations in production of normal semen), it is possible that affected younger individuals may have difficulty in their ability to effectively fertilize the ovum. 

This is a rare complication and we have observed only very few patients with this clinical situation. 

Neurologic Involvement

Alterations of the central peripheral nervous system are rare in systemic sclerosis. However, there are two manifestations which appear with more frequency. 

Carpal Tunnel Syndrome
Carpal tunnel syndrome is occasionally one of the earliest manifestations of the disease and usually appears during the edematous phase (swelling and puffiness). It appears to be related to swelling of the connective tissues surrounding the carpal ligaments resulting in compression of the nerves that traverse this tight channel on their way to the hands. 

The symptoms usually improve spontaneously when the disease progresses from the edematous stage to the sclerotic or fibrotic stage and surgery is not necessary. 

Trigeminal Nerve Palsy
A less common involvement of the nervous system affects the fifth cranial nerve or trigeminal nerve which normally provides sensation to the lower part of the face and to the tongue. In these cases, affected patients may develop pain and loss of sensation in the lower part of the face or just on one side and often they also develop lack of sensitivity in the tip of the tongue. 

The mechanisms responsible for trigeminal neuralgia are not known at the present time. However, it is likely that compression of the trigeminal ganglion against the bones of the skull inside the brain may cause this problem. In most cases, the symptoms subside spontaneously and no therapy other than analgesia is required. 

Other Miscellaneous Manifestations

Vocal cord infiltration
Other less frequently recognized manifestations of systemic sclerosis are vocal cord involvement in which the vocal cord tissues are replaced by connective tissue and lose their proper function. In these cases, severe, persistent, and progressive hoarseness develops. 

Hoarseness related to vocal cord fibrosis should be distinguished from that due to reflux of gastric acid contents causing irritation and inflammation on the vocal cords. In these latter cases, the symptoms are intermittent and usually respond well to acid suppressive therapy. 

Periodontal Ligament Resorption
Another manifestation of systemic sclerosis which occasionally produces clinical symptoms is due to the excessive accumulation of collagen in the periodontal ligament, the membrane that holds the root of the teeth attached to the mandibular or maxillar bones. In these cases there might be pain at the root of the affected teeth and, occasionally, loosening of the root with movement of the teeth can occur. 

Conclusion

This brief review provides some information regarding less well-recognized manifestations of systemic sclerosis which, although rare in frequency, can nevertheless result in substantial symptoms for affected patients. 

The knowledge that these manifestations are related to the disease can often provide an explanation for a variety of symptoms which otherwise would remain unexplained. Although there is no specific treatment for the majority of these manifestations, in a few instances they can be improved or ameliorated by medical or pharmacological treatment. 

Furthermore, the understanding that some of these symptoms may be related to the disease is often sufficient to assuage the anxiety that many patients with scleroderma may feel when they develop unexplained symptoms

Connective tissues diseases

There are hundreds of different forms of connective tissue disease, many of which are quite rare. Some of the more common types of connective tissue disease are:
1. Rheumatoid Arthritis
2. Systemic Lupus Erythematosus
3. Scleroderma
4. Myositis
5. Vasculitis
6. Marfan's Syndrome
7. Sickler's Syndrome
http://members.tripod.com/danil_hammoudi/wagner/
Scleroderma
Scleroderma is a connective tissue disease that affects four times more women than men. It can appear at any age but is most common between the ages of 25 and 50. It causes a hardening of the skin and organs which is the result of collagen deposits. The skin on the fingers and around the mouth are most often affected, but the disease can influence any skin on the body, as well as the lungs, heart, kidneys, esophagus, and intestines
s
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Low vitamin B6 plasma levels often occur in patients with inflammatory bowel disease, especially those with active disease.

Low levels of vitamin B6 are an independent risk factor for thrombosis and might cause hyper-homocysteinaemia, another recognised risk factor for thrombosis, said investigators in Milan, Italy.

Sixty one patients with inflammatory bowel disease were evaluated for vitamin B6 plasma levels. Of these, 32 had Crohn's disease and 29 had ulcerative colitis. Three healthy controls were enrolled for each patient, matched for age and sex.

Median vitamin B6 levels were significantly lower in patients than controls.

These low levels affected proportionately nine times as many patients with active inflammatory bowel disease than patients with quiescent disease. 
Patients with active disease had significantly lower median vitamin B6 levels than those with quiescent disease. 

Low vitamin B6 levels were also significantly correlated with serum concentrations of C-reactive protein and alpha(1)-acid-glycoprotein.

Hyper-homocysteinaemia more often affected patients with low vitamin B6 than those with normal levels. 

The investigators found no statistically significant correlation between vitamin B6 and homocysteine plasma levels. 
American Journal of Gastroenterology 2003;98(1):112-117. "Low vitamin B(6) plasma levels, a risk factor for thrombosis, in inflammatory bowel disease: role of inflammation and correlation with acute phase reactants."
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