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Rheumatoid Arthritis

· A chronic, systemic inflammatory disorder that principally attacks synovial joints. 

· It is symmetrical i.e. it attacks the joints in the right and left hand for instance.
· It is a progressive disorder.

· Occurs most commonly in the small joints (e.g. metacarpophalangeal joint, interphalangeal joint, intertarsal joint), but larger joints like the shoulder and knee can also be involved.
· Rheumatoid arthritis affects any age, but the peak incidence is in the third decade.
· The disease usually starts in the 20s years of age.

· There is a definite female preponderance (M: F = 1:5).

· Although the cause of rheumatoid arthritis is unknown, immunological background and genetic susceptibility play a role in the disease.
· The symptoms of the disease are heterogeneous i.e. the symptoms can vary from one person to another.

· In the vast majority of cases, there is involvement of three things:
1. Cellular elements: leukocytes especially lymphocytes and T helper cells, macrophages.
2. Different types of Cytokines e.g. Tumour necrosis factor and different Interleukins.
3. IgM (Rheumatoid factor): 80% of cases are sero +ve meaning that there is a rheumatoid factor in their serum.
Note
Some cases of rheumatoid arthritis are sero –ve, therefore they might cross react with other similar diseases that affect the skeleton. 
The process of the disease:

There will be a secretion of certain substances in the joint followed by a proliferation of cells especially the synovial lining cells, and these cells have a relation with macrophages, all these cells will secrete certain substances ending with an inflammatory process.

This inflammatory process is not suppurative.

Following this inflammation there will be a production of a granulation tissue which is composed of proliferating fibroblasts, neovascularisation and round inflammatory cells.
The granulation tissue starts to grow and destroy the underlying articular cartilage i.e. the articular cartilage will be eroded and this erosion might reach the underlying bone.

The granulation tissue in this case is named PANNUS.
So the PANNUS causes erosion to the underlying cartilage and the underlying bone, and at the same time it bridges the joint space, and therefore it causes ankylosis (stiffness of the joint).
At the beginning, the PANNUS causes fibrous ankylosis and afterwards it causes bony ankylosis (after calcification of bones).

The surrounding soft tissues of the joint will be swollen, and the joint will be stiff and painful particularly early in the morning, the patient suffers from impaired movement of the joint and deformity.
There will be a radial deformity of the wrist, and ulnar deformity of the fingers.
Rheumatoid arthritis might be associated with skin nodules and vasculitis. Possible ulcerations may appear on the skin overlying the joint evidencing that it is a systemic disease.
Still’s disease of children
A form of arthritis which strikes children, it differs from rheumatoid arthritis in that it affects larger joints (knee and elbow). It is not symmetrical and not associated with skin nodules.
It is associated with an enlargement of the liver and spleen, a condition known as hepatospleenomegaly.

It might also be associated with lymphadenopathy.

Rheumatic factor might sometimes be found.
It is a systemic disease, and it is known as a pauciarticular disease because only a few joints are involved.

Osteoarthritis

Wiki: Osteoarthritis also known as degenerative arthritis is a group of mechanical abnormalities involving degradation of joints.
· It is the most common joint disease.
· It can attack any joint in the body, but there is a tendency to affect the knee, hand and feet in women, while in men it affects the hip joint.
· It is a non-suppurative disease, but rather it is a degenerative one.

· There is no infection, and osteoarthritis is not essentially an inflammation.
· There is no PANNUS unless it is very severe.

· It is a systemic disease.
Background of the disease

In general, chondrocytes maintain the articular cartilage matrix by secreting many substances including proteoglycan and collagenous fibrous tissue.
Proteoglycan is responsible for the flexibility of the articular cartilage, and collagen fibres are responsible for the tensile strength of the cartilage.
Due to the presence of these substances, the cartilage can act as a shock absorber.
 In osteoarthritis, there is an increased amount of water in the articular cartilage at the expense of proteoglycan and collagen fibres, it becomes swollen and very weak, and therefore it undergoes degeneration.
This distortion in the cartilage might be associated with changes in the chondrocytes themselves i.e. they might show over proliferation, increased size and distorted secretions. These changes in the chondrocytes will be followed by changes in the cartilage itself; the cartilage will show fibrillation, then fissuring and the synovial material might dip into these fissures forming cysts within the cartilage, it might also dip deeper reaching the bone.
Fissuring of bone and entry of synovial material into these fissures will cause a cellular and a calcifical reaction of the bone, these changes of bone might be associated with what is known as Osteophytes (i.e. bony projections that form along joint margins composed of irregular bone).
The end result is that there will be spicules of bone within the joint; some of these spicules attain certain shapes of bones and cartilage and they are called loose bodies of the joint.
Loose bodies are fragments of bone or cartilage that freely float in the joint space, these loose bodies are called the mice of the joint, and they cause pain and interfere with the joint function.
Important notes for the final exam
Polyps

Polyps can be found in the upper and lower GI tract, most commonly found in the large intestine.
Polyps are of 3 types:

1. Hyperplastic polyps (80 -85% of polyps).
They are practically benign with some exceptions; serrated polyps - tend to occur in the right side of the colon- might show a potential of malignancy.
2. Adenomatous polyps (neoplastic polyps):
· Tubular adenoma.
· Villous adenoma (sessile; non pedunculated, most dangerous, has the highest potential of malignancy as it is very large; it might reach up to 10 cm, the size of the polyp is one of the most important things that determine the potential of malignancy ).
· Tubulo-villous adenoma

3. Fundic polyps
Carcinoid tumour
 A type of neuroendocrine tumour originating in endocrine cells, it can be found in different parts of the body; in the gall bladder, Liver & bronchi for example, but more specifically it is found in the GI tract.
The appendix is the most common site of Carcinoid tumour, but the behaviour of the tumour in this case is benign; Carcinoid tumour is potentially malignant anywhere except when it is in the appendix or when its size is less than 1 or 2cm.
Carcinoids secrete active substances – since they originate in endocrine cells- and they are named according to the substance they secrete:
· Carcinoids that secrete gastrin ( Gastrinoma

· Carcinoids that secrete insulin ( Insulinoma

Cacinoids mostly secrete serotonin (5-hydroxytryptamine) and serotonin exits in the urine as (5-hydroxytryptophan) metabolite.
Carcinoid syndrome
Array of symptoms that occur after metastasizing of the Carcinoid tumour especially in the liver (where the liver can’t neutralize the Carcinoid substances anymore).
Clinical presentation

· GI tract: cramping pain & diarrhoea.
· Respiratory system: bronchial asthma.
· Skin: hot flushes.

· Right side of the heart: fibrosis.
GI lymphoma 
It shows an accentuated geographical variation.

The incidence in Jordan is high (10%).

Most lymphomas in the GI tract are called MALT lymphoma (mucosa associated lymphoid tissue).
 Most GI lymphomas are of B cell origin, small size, the behaviour is not aggressive.

GIST (gastrointestinal stromal tumours)

They can be found in the whole GI tract.

The behaviour of the tumours could be benign or malignant.
Some of them look like a smooth muscle tumour, a neural tumour, both or neither one of them.

These tumours have a common background and a common marker (CD117). 
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