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Scleroderma

Scleroderma is a polysyndromic disease, which is manifested by progres​sive fibrosis of the skin, inner organs, and vascular pathology.

Pathogenesis

a.
Abnormal function of fibroblasts — accelerated collagen biosynthesis,
and formation of abnormal collagenous fibers;

b.
Damage to small vessels — obliteration of small arteries, arterioles and
capillaries, microcirculation disturbance, structural failure and mal-
function of affected tissues;

c.
Autoimmune changes — formation of antibodies to collagen, cellular
nuclei, vascular endothelium, and muscles.

The disease affects women more frequently than men. Provoking factors are the following:

· Hormonal disorders (menopause, labor, ovariectomy), focal infection;
· UV irradiation, overcooling, mechanical injury;
· Vaccines, serum, and certain drugs.
· Classification
I.
Focal scleroderma:

1) Morphea guttata;
2) Circumscribed scleroderma.
II.
Systemic scleroderma.
Clinical picture of cutaneous forms

Cutaneous forms include circumscribed scleroderma (morphea guttata and circumscribed scleroderma).

Morphea guttata. Three forms are distinguished:

1. Morphea;
2. Distributed;
3. Linear (morphea linearis).
Morphea is characterized by formation of one or two purplish well-defined spots of different size, without any subjective symptoms. Grad​ually, for a month, they become indurated (sclerosed) in the center with formation of a plaque. Along the periphery the spot is not thick​ened, but lilac border on the periphery is well marked. The focus may increase in size changing its color to yellowish tint (ivory color). As long as the border persists, the disease is in its progress. In due course (for months and years), the focus is resolved, and an atrophic area is formed. Thus, the disease has three stages of its course-1) spot; 2) plaque; 3) atrophy. The lesions may be located anywhere on the body except for the head.

Linear scleroderma (morphea linearis) commonly occurs in children. As a rule, the process is presented by a single focus, which spreads arcwise from the scalp to he forehead and bridge of the nose resembling the mark left by a sabre (sclerodermia en coup de sabre).

Morphea guttata (white spot disease)

In women it occurs mainly on the skin of the scapular and subscapular re​gions of the back, on the chest and genitals. Males often develop the lesions on the foreskin. The distinctive feature is very short period of spot and plaque development, and rapid development of atrophy in the form of small areas of white color (white spots).

Diagnosis

1.
Objective examination of the patient (dermatologist, therapist, neurolo-

gist, and ophthalmologist);

2.
Laboratory studies (accelerated ESR, increased C-reactive protein and

globulin levels are typical);

3.
X-ray examination of the esophagus (narrowing), thoracic organs (dif-

fuse pneumosclerosis), and kidneys (nephrosclerosis);

4. Echocardiography, ECG (revealing of diffuse myocardial changes);
5. Examination of vascular reflexes on the hands;
6. Revealing of autoantibodies in the blood (antinuclear antibodies,
antirheumatic antibodies, antibodies to cytoplasmic RNA, and anti​bodies to collagen). Treatment

· Auric preparations — D — penicillamine (cuprenil);
· Glucocorticoids;
· Antibiotics (penicillin);
· Enzymatic agents (lidaze, ronidaze);
· Vasodilating agents (teonicol, cavinton, trental);
· Vitamins;
· Physiotherapeutic procedures (ultra-sound, electro- and phonophoresis,
and

· diadynamic (currents) therapy);
· Massage, exercise therapy.
Leprosy

Leprosy is a chronic generalized infectious disease, which involves mainly ectoderm components (the skin, mucous membranes, and the peripheral nervous system), lymphatic nodes, liver, spleen, bones, and endocrine glands. The main nidi of infection are located in the south-east Asia, Africa, Indonesia, in Central and South America. The causative agent is acidproof and alcohol-resistant Mycobacterium leprae, which was described by the Norwegian sci​entist G. Hansen in 1874 and named after him. The only source of infection is a sick person. It is supposed, that a healthy person develops sensitization to Hansen's bacilli due to their multiple penetration into the body as a result of persistent contact with the patient. Contagion occurs by the droplet route, through the upper respiratory tract, or through the skin. A sick person at sub​clinical stage of the disease (in a number of cases, leprosy runs in the form of latent infection without any clinical manifestations) can be a bacillicarrier and a source of infection. Three types of leprosy are distinguished:

1. Lepromatous;
2. Tuberculoid;
3. Undifferentiated.
It is necessary to take into consideration clinical manifestations, lepromin skin test data, cellular structure of lesion foci, mycobacteria population den​sity in the histologic specimens, the number of lymphocytes in the granuloma and their localization, and also location of the latter with respect to the epider​mis, and the state of the cutaneous peripheral nerves when determining the type of leprosy. Incubation period of disease lasts from 3-5 years to 30 and even longer. Its clinical picture is determined by degree of natural resistance of the body, which is determined with the help of lepromin skin test (Mitsuda reaction). The most important sign of leprosy is affection of fibular joint, great auricular, ulnar and facial (particularly its upper branch) nerves (neuritis).

Lepromatous type is characterized by specific granuloma with numerous Hansen's bacilli packed in frothy cytoplasm of large leprous cells like ciga​rettes in the pack. In this type of disease, Mitsuda reaction is always negative. Clinical picture of lepromatous type of disease is manifested by edema of face, hands and feet, and appearance of symmetrical reddish-brown (of rust color) or hypochromic ill-defined spots on the face, trunk, thighs, and upper extrem​ities. Gradually they turn into firm plaques due to progressive infiltration. At that, the skin folds of the face, forehead, bridge of the nose, cheeks and lips be​come deeper and more apparent. In the skin and subcutaneous fat, and more frequently, on dyschromic spots, nodes and nodules (lepromas) with the size up to a hazelnut and over appear. Lepromas and infiltrates can form at any place, but mainly on the face, lobes of the ear, in the area of superciliary arches («lion muzzle». Eyebrows and eyelashes gradually fall out. The skin covering lepromas is of lilac or reddish-brown color, with telangiectatic foci, shines due to increased fat discharge. The nodules and infiltrates may gradually ulcerate. The ulcers do not heal for a long time, and cause excruciating pain only at the beginning of the process. Temperature and tactile sensitivity in the affected sites is gradually lost. The patient develops motive and trophic disorders. Lep​rosy impairs the kidneys (glomerulonephritis, amyloidosis), liver (leprous hepatitis), and bones (lamellar osteoperiostitis).

Tuberculoid type develops in case of higher body resistance. Its characteris​tic feature is typical but not specific tuberculoid granuloma. Hansen's bacilli in small amount are found only during exacerbation of the process. In tuber​culoid type of the disease, skin lepromin test is positive. This variety of leprosy impairs the skin and peripheral nervous system. Not numerous (sometimes isolated) asymmetrical oval, rounded or figure plaque-like eruptions of red or brown color varying in size from that of a coin up to the size of a palm and more appear on the back, face, buttocks, and lower limbs. They represent pa​pulae and tubercles grouped in plaques with well-defined borders. In the area of the plaques and 3 cm beyond their boundaries all types of sensitivity are absent, and sweat secretion ceases. Peripheral nerves become thickened. On palpation they are defined in the form of a cord or braid. Infrequently the up​per branch of the facial nerve is damaged. At the onset of disease patients feel polyneuritic pains and hyperesthesia.

Undifferentiated type of leprosy is characterized by the development of non​specific chronic inflammation. Hansen's bacilli are found in the infiltrate in very limited amount and extremely rare. Lepromin skin test is positive in ap​proximately 50per cent of cases. On the skin of trunk, usually on symmetrical areas, erythematous, hypochromic and erythematous-hypochromic well-de​fined spots, sometimes of acute inflammatory naturedevelop. Fine hair in spot area is lost. Hyperesthesia taking place at the beginning of the process gives place to anesthesia. Temperature, and subsequently both pain and tactile sen​sitivity are lost, sweat secretion at the sites of spot formation is absent, mimic disappears, and the face looks like a mask.

Diagnosis

It is necessary to establish the fact of the patient being in the endemic nidi of infection and reveal the typical clinical manifestations of leprosy. Revealing temperature, pain, and tactile sensitivity is of great importance. To confirm the diagnosis it is recommended to study the smears on the presence of Hansen's bacteria, Ziehl-Neelsen stain. It is also necessary to carry out histological ex​amination of biopsy material of frank lepromas and those areas of the skin, which are suspected.

Treatment

· sulfonic drugs, dapsone (4.4 sulfobisaniline) in particular;
· diuciphonom;
· dimociphonom;
· rifampicin, antipuretic and hyposensitizing agents, and analgetics are
also efficient;

•
corticosteroids.

At first, treatment should be carried out at hospital for lepers, then — at the out-patient department under the physician's supervision. Overall dura​tion of treatment is not less than 5-10 years.

Tuberculosis

The causative agent of tuberculosis is oxygen-resistant mycobacterium tuber​culosis. Tuberculosis of the skin is caused as a rule by human type mycobacte​rium tuberculosis.

Factors contributing to the development of the pathologic process are:

1. Virulence of bacteria;
2. Extent of infection;
3. State of the body immune reactivity;
4. Loss of nonspecific resistance of the body;
5. Malnutrition;
6. Hypovitaminosis;
7. Therapy with corticosteroids and cytostatic drugs. Ways of contamination
a.
Hematogenic;

b.
Lymphogenic;

c.
Exogenic;
Classification

I.
Tuberculosis of the skin developing in previously non-infected persons:

1) Primary affection (primary complex);
2) Miliary tuberculosis;
3) Tuberculosis cutis colliquativa (primary hematogenic scrofuloderma);
4) Primary affection at the site of BCG inoculation.
II.
Tuberculosis of the skin developing in previously infected persons:

1) Local forms mainly:
2) Lupus tuberculosus;
3) Lupus verrucosis;
4) Scrofuloderma (secondary to lymphatic tuberculosis and, in rare oc​currence, in case of tuberculosis of other underlying tissues);
5)
Ulcerative tuberculosis.
III. Disseminated forms mainly:

1) Papulonecrotic tuberculosis;

2) Lichen scrofulosorum;
3) Erythema induratum (Bazin's disease);
4) Lupus miliaris disseminatus. Clinical forms
Primary tuberculosis of the skin (tuberculous chancre, primary tuberculous affection) is infrequent form of the disease, which commonly occurs in previ​ously infected persons. Children are subjected to the disease more common than adults. Besides virulence of mycobacteria and their amount, the presence of trauma is an indispensable condition for development of the disease. In typical cases (on average, in three weeks) at the site of penetration a reddish-brown dense papule appears, which turns into small superficial painless ulcer, which looks like pyococcus but without typical acute inflammatory signs. Its size is from 0.5 to 2 cm in diameter, the color is livid. The floor of ulcer is granular and covered with purulent discharge. The borders are usually soft and irregular, but may be with continuous or marginal induration, which gives the focus a chancre-like character. In 2-4 weeks lymphangitis and lymphadenitis appear, or the so-called primary tuberculous complex. Sometimes lupomas appear, and the process may transform into lupus vulgaris. Lymphatic vessels are painless. At first they are solitary, isolated, and mobile, but later they coa​lesce to one another and to the skin, grow soft, and often resolve with ulcer formation.

Acute miliary disseminated tuberculosis of the skin. Rather uncommon form of the disease arising on the background of disseminated miliary tuberculosis

with severe course due to spread of great number of bacilli trough the body by the blood stream. Skin changes are polymorphous with acute and subacute development, localized symmetrically over the body and extremities. They are small, maculopapular eruptions of brownish-red or cyanotic color, or pustu​lar, vesicular hemorrhagic elements including subcutaneous and gumma-like ones. Some of them are eroded and covered with hemorrhagic crusts.

Scrofuloderma develops due to hematogenous dissemination of myco​bacteria from the primary focus under condition of low body resistance. In contrast to secondary scrofuloderma, there is no direct association with lymphatic tuberculosis, however mixed forms can exist too. Clinical picture is characterized by the appearance of small rounded or oval-shaped nodules, predominantly in the subcutaneous fat on the extremities. They are movable, solid, and nontender, but gradually they become enlarged and penetrate into adjacent tissue. As the nodule increases in size, the skin covering it becomes cyanotic-red. The nodules resolve with formation of torpid, low granulated ulcers with irregular borders, often with sinus passages and irregular borders. The discharge is serohemorrhagic, and sometimes friable due to the presence of necrotic mass. The course is chronic. Healing is slow, with formation of ir​regular fimbriate, bridging, and sometimes star-shaped scars.

Lupus tuberculosus — The pathogenic organism enters the body predomi​nantly through the lymph and blood from other sources of tuberculous infec​tion in the body (the lungs, lymphatic vessels, etc.). The primary element is a tubercle (lupoma) of soft consistency revealed by pressure with bulbous-end probe, which easily tears it as if coming down inside («probe sign») resulting in tenderness and bleeding. On diascopy, the color of lupomas changes into yellowish-brown («apple jelly» sign). Peculiarities of lupomas growth and spread, the presence or absence of ulcerations, severity of skin infiltration, and the nature of their superficial areas determine the variety of clinical manifesta​tions, which is considered to be typical for lupus tuberculosus.

Tuberculosis cutis verrucosa arises from superinfection caused by inva​sion of mycobacteria into the skin of previously infected persons from an exogenous source, and, in rare cases, as a result of autoinoculation. It is clinically characterized by the appearance of small painless elements of pink-cyanotic or grayish-red color bounded by a narrow inflammatory border. Elements confluent into foci with rounded or polycyclic contours covered with thin scales. The disease progresses slowly for years. Gradu​ally increasing in size and amount, elements coalesce in solid wart-like, sometimes papillomatous focus of brown-red color with uneven surface, with cracks and furrows, horny layers in the center, smooth peripheral in​filtrative border of pale-cyanotic color, and cyanotic hyperemic boundary at the border with an intact skin. After resolution, a white or irregularly pigmented cicatrix is formed.

Tuberculosis papulonecrotica occurs in young people and adolescents, main​ly in women. Rash appears periodically, and is located symmetrically on the facial skin, auricles, extensor surfaces of the limbs (elbow and knee areas in particular), and on the buttocks. Eruptions look like isolated brown-red or cy​anotic-red painless semi-spherical papules with the sizes of 2-5 mm, of dense consistency, with smooth or slightly peeled surface. In the central part a pseu-dopustule (necrosis), and a small crater-like ulcer covered with closely fitting crust bounded with slightly elevated border is formed. They heal leaving small «stamp-like» scars surrounded by a narrow pigmented border.

Lichen scrofulosorum occurs very seldom. Eruptions in the form of cone​like lichenoid, follicular or perifollicular elements with flat rounded or polygo​nal contours, often with horny top or pierced with a hair are located symmetri​cally, mainly on the lateral surfaces of the body. They are of yellowish-brown or reddish color. More infrequently, erythematous elements and infiltrative foci occur. Healing may result in formation of small superficial cicartices.

Erythema induratum (Bazin's disease) Deeply embedded nodules with the size from 1 to 5 cm of pasty and dense-elastic consistency appear symmetri​cally on the legs, mainly in the area of the gastrocnemius muscles. The nodes are not numerous, slightly tender, rounded or oval-shaped, isolated from each other, with ill-defined borders, particularly when related to diffusely located plaques and flat elements. Palpation reveals thickened lymphangitis diverging from the nodes. At first, the skin above the nodes is not changed, but during the process of growth, it becomes cyanotic and hyperemic. Gradually, the nodes become destructed resulting in pigmentation or slight, but sometimes deep, atrophy. In a number of cases, there is softening and ulceration in the center. The formed ulcers are rather shallow, rounded or oval-shaped. The floor of ul​cers is yellowish-red, covered with sluggish granulations and serohemorrhagic discharge. The borders of ulcers are elevated, sometimes with undermined edges, cyanotic and dense due to non-decayed infiltration. Smooth retracted scars pigmented along the periphery are formed after ulcers healing.

Lupus miliaris disseminatus faciei- isolated painless semispherical papules of soft consistency, yellowish-red or reddish-brown in color, with pustule-like center, show​ing « apple jelly» sign on diascopy appear exclusively on the face. Presence of elements at different stages of development is typical. Scars may be formed after healing.

Diagnostics of skin tuberculosis

1. Specific clinical signs;
2. Presence of tuberculous foci in the past history or in active state;
3. Positive tuberculin skin tests (Pirquet's reaction, Mantoux's and Moroe's tests);
4. Bacteriological method
5. Histological studies (revealing of necrotic granulation tissue, inflamma-
tory infiltration, microabscesses, the presence of mycobacteria tubercu​losis and giant Pirogov-Langhans cells).

Treatment

Specific antituberculosis drugs divided into three groups (according to their efficiency) are administered:

· lsoniazid and rifampicin (the most effective drugs);
· Streptomycin, ethambutol, prothyonamid, ethyonamid, and kanamycin
(relatively effective drugs);

•
PAS(A), thibone (the drugs of moderate efficacy).

In addition to these preparations, immune correctors, antihistamines, hy-posensibilizers and vitamins are administered. External treatment is carried out with the use of above mentioned antituberculosis agents (topical treat​ment). Surgical treatment is also used.

Cutaneous Forms of Lupus Erythematosus

This term is originally used to unify a number of inflammatory diseases of the connective tissue and vessels with autoimmune pathogenesis — discoid lupus erythematosus, disseminated lupus erythematosus, and systemic lupus ery​thematosus (SLE).

Pathogenesis

The leading role in the pathogenesis of the disease play both formation of autoantibodies, among which antinuclear antibodies are of particular impor​tance, and circulating immune complexes, which, precipitating on the basal membranes, induce their damage with development of inflammation. Impair​ment of cellular immunity is evident in imbalance of T and B-lymphocytes (decrease in amount of T-suppressors and T-killers in combination with hy-perfunction of B-cell population). Patients with lupus erythematosus show presence of LE-factor, anticardiolipin, antibodies to lymphocytes, thrombo​cytes, erythrocytes, and cellular components (DNA, RNA).

Clinical picture

Discoid and disseminated lupus erythematosus belong to the forms of lu​pus erythematosus with predominant skin affection. Mainly face, infrequently scalp, chest and back are affected. The process starts with appearance of one or more spots of pink or bright red color. In discoid form, they gradually enlarge and change into plaques. On their surface, hyperkeratosis starting from the center develops. Gradually, almost all the entire surface of plaque is covered with firm, difficult to remove scales. Only along the periphery slightly elevated red border remains. When the scales are removed, tiny projections are often found (they are called «lady's heel» sign and are described as pathognomonic symptom of dissenimated lupus erythematosus). Removal of scales closely at​tached by keratotic projections to the follicle is painful (Besnier-Meshcher-sky's sign). The most common location of the lesions is the skin of the nose and cheeks (typical outlines of butterfly). In disseminated lupus erythemato​sus, initially appeared spots do not tent to peripheral growth and infiltration. The lesions are also covered with hyperkeratotic white scales. The number of foci is variable. The lesions are irregularly scattered on the facial skin, some​times appearing on the auricles, upper chest and back. In due time, gradual resolution of foci in the direction of the periphery takes place, and the process comes to an end with formation of cicatricial atrophy. In disseminated form atrophy is superficial, and in discoid one it is presented by marked thinning of the skin (resembling cigarette paper) or looks like disfiguring, slightly pig​mented scars. When lesions are located on the scalp, stable alopecia appears at the sites of foci resolution. Thus, there are 3 pathognomonic signs in the clinical picture of lupus erythematosus:

a.
Infiltrative erythema;

b.
Follicular hyperkeratosis;

c.
Cicatricial atrophy.

The course of lupus erythematosus is protracted and tends to exacerba​tions and recurrences at the sites of previous affection.

In systemic lupus erythematosus (SLE), in addition to typical cutaneous lesions, a number of other factors is of importance for diagnostics:

1.
General symptoms — weakness, depression, loss of appetite, sleepless-

ness, muscular and joint pains, and fever;

2.
Damage to inner organs — the kidneys (with typical changes in urine),

heart (endocarditis, pericarditis, myocarditis), lungs (chronic bron​chopneumonia, exudative pleurisy);

3.
Enlargement of lymph nodes, predominantly cervical, submandibular,

and axillary ones;

4.
Changed blood indices — progressive anemia, leukopenia, accelerated

ESR, low whole protein, dysproteinemia (low level of albumins and and high level of globulins);

5.
Detection of cells of lupus erythematosus (LE- cells) in the blood typi-

cal for systemic lupus erythematosus (SLE) ;

6.
Detection of antibodies to native DNA, nucleus (antinuclear factor), nu-

clear components, leukocytes, thrombocytes, and erythrocytes in the patient's blood;

7.
Deposits of IgG and IgM on the basal membrane, detected by direct im-

munofluorescence test. Treatment

· Restriction of insolation;
· Antimalarial preparations;
· Glucocorticoids;
· Anabolic hormones;
· Vitamins В, C;
· Topical treatment — ointments with glucocorticoids, physiotherapy.
Dermatomyositis

Dermatomyositis is a multifactorial disease characterized by various, pre​dominantly erythematous manifestations on the skin and severe impairment of striated muscles.

Classification

Dermatomyositis is divided into two types:

I.
Juvenile type.

II.
Adult type:

1) Paraneoplastic;

2) Idiopathic.
Pathogenesis

a.
Hereditary predilection;

b.
Dystrophy and destruction of muscular tissue, skin affection (of infec-
tion-allergic or toxic allergic nature);

c.
Cell-mediated sensitization to different antigens (bacteria, viruses, on-
coproteins);

d.
Autoimmune changes — in 10per cent of cases patients show presence
of rheumatoid factor, 20per cent — antinuclear antibodies, and 70per
cent — antibodies to muscle proteins.

Clinical manifestations

Among all the cases of dermatomyositis, 95per cent of patients develop le​sions on the skin, and in about one-fourth of cases the disease begins from the skin. Skin changes are not pathognomonic. They are variable, and erythematous in most cases. Persistent lilac-purple erythema up to erythroderma is typically located on the face and eyes («spectacled erythema»), and in the upper part of the chest. The affected areas gradually acquire the color of red wine, slight scaling and telangiectasis become evident. Erythema may persist for months and years. Papular lesions, atrophic foci, marked venous network, mottled kin on the lower extremities, edema of the face and legs, urticaria, subcutaneous hemorrhages, and affection of mucous membranes are also typical. 100per cent of cases are characterized by affection of striated muscles, which arises from the shoulder girdle. The following symptoms appear and progress:

1. difficulty at dressing, doing hair, and washing;
2. difficulty at mounting upstairs, the patient experiences teeter and fre​quent falls;
3. difficult food intake;
4. urinary and fecal incontinence;
5. piteous look (affection of mimic muscles);
6. damage of inner organs with subsequent development of myocarditis,
pneumonia, nephritis, and arthritis is possible.

Diagnostics

· Objective study of the patient (dermatologist, therapist, neurologist);
· Examination to rule out a tumour growth of inner organs (paraneoplastic
dermatomyositis);

•
Laboratory studies — growth of creatine phosphokinase, lactate dehy-

drogenase,

· transaminase, and aldolase activity;
· Electromyography;
· Biopsy of affected muscles (100 per cent reliability);
· Detection of autoantibodies.
Treatment includes:

a.
corticosteroids ( except for triamcinolone) in combination with ana-
bolic steroids, ATP, cocarboxylase, and vitamin E;

b.
anabolic hormones;

c.
antibiotics;

d.
vitamins А, В, C, and E;

e.
massage, physiotherapy.
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