Melkersson-Rosenthal Syndrome in Brazilian Patient
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Although presenting universal distribution, the majority of the cases of Melkersson-Rosenthal syndrome have been reported in the Europe. In Brazil, due to be little reported MRS is considered a rare disease. Usually, presents itself with recurrent edema of the face and lips, facial paralysis, and congenital lesions at the tongue (plicata or fissured tongue); however, in some cases, it may present itself incomplete only with one or two of the classic triad associate with other symptoms. We report a rare case of the complete form of MRS in male patient, 36-years-old, who presented himself with sudden attack of facial paralysis, loss of taste and plicata lingua associated with geographic tongue. Three days latter developed edema of the lips, tongue (macroglossia) and face. In addition, reported stressing factor, sporadic headache and anterior treatment to osteomyelitis. So, this case gives support to the theory for us defended that MRS is caused by a genetic alteration that manifest itself under influence of the stress turning the immune response hyper-reactive to different antigens (infectious and/or allergens).
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Introduction

The classic triad of signals characterized by lips and face edema, facial paralysis and plicata (scrotal tongue) are known as Melkersson-Rosenthal syndrome (MRS). Although the first description of these signals has yet occurred in 1894 (Hubschmann) only in 1928 was reported the relationship between the peripheral facial paralysis and recurrent or persistent edema of the lips (Melkersson). Three years later (1931), was reported the association of the fissured, plicata or scrotal with these two signals. (Rosenthal). However, only after 1938, when was reported the first case in the American literature, this syndrome started to be specifically diagnosed (Conway). Since then, many other cases have been published. 

   The classic triad is not frequently observed in its complete form (Hornstein et al., 1987; Worsaae et al., 1982; Zimmer et al., 1995). More frequently has been observed the association of facial paralysis and fissured tongue (33%) and recurrent edema of the lips and plicate tongue (52%) (Hornstein and Stosiek, Schönberger, Stosiek, 1987). The frequent complain of headache among patients with MRS suggests that this complain must be considered as one of the principal manifestations of the syndrome  (Hoopes, 1969). It is particularly important when the classic triad is not complete. In these cases, only one or two of the principal signals may be present connected to secondary manifestations. These cases have been referred as the incomplete or oligosymptomatic forms of the Melkersson-Rosenthal syndrome (Kraus and Brusting, 1959). 

   In some cases only one of the classical signals may present itself connected to neurological and oculars manifestations, or congenital defects (Pindborg and Gorlin, 1964). In recent years have also been reported cases of the monosymptomatic form, whose principal manifestation is the Miescher granulomatous cheilitis (Eisenbud et al., 1971, Hernandez et al., 1988, Zecha et al., 1976). In spite of actually there are endeavors for not to utilize eponym, it is also knowledge as Melkersson syndrome (Minelli et al., 1991); however, the accurate denomination must be Hubschmann-Melkersson-Rosentthal syndrome.

ETIOLOGY
Melkersson-Rosenthal syndrome is a rare disease of obscure etiology and pathogenesis unknown. Many theories (allergic reaction to an unknown allergen, angioneurotic vasomotor disturb caused by a allergic response or infectious or a variant of sarcoidosis, infection and heritage) have also been advocate in the attempt of explicating the principal clinic manifestations (Hernandez et al 1988, Storrs, 1974, Vistnes, Kernahan, 1971). 

Disturb vasomotor angioneurotic

This theory has as base the fact that many of the characteristics observed in the MRS might be caused by disturb vasomotor in the response to an unspecific stimuli such as infectious agents or allergens. These stimuli active the immune response altering the vasa-vasorum and causing edema in the region of the head and neck as well as innervated by facial nerve (Vistnes, Kernahan, 1971). The frequent report of neurological symptom as headache, neuralgia of the trigeminus, taste and hearing decreased suggest that the etiology of this syndrome might be connected to disturb in the autonomous nervous system (Storrs, 1974). Other possibility is the various factors connected to stress, which acting in persons presenting these disturbs, might start the manifestations identified in SMR.

Response to infection

The occurrence conjunct of MRS, paralysis facial, and infectious disease (syphilis, oral bacterial disease and viral infection) suggests a response to infectious agents such as herpes virus, streptococcus or toxoplasm gondii (Minelli et al, 1991). Some of these infectious agents (herpeszoster virus) may also cause facial paralysis facial, similar to observed in the SMR such as in the James Ramsay Hunt syndrome, whose manifestation besides of the paralysis similar the Bell's paralysis, also presents vesicles in the extern ear and oral mucosa, aural ache, as well as other occasional disturbs (Nally et al, 1970; Humphrey and McClelland, 1944). Similarly to Bell's paralysis, the stress may be a contributing factor for the establishment of MRS because causes general immunosupression promoting the infection or the reactivation of some infectious agent. The sarcoid (sarcomatous) aspect, observed in the Miescher cheilitis granulomatosa and also identified in the MRS, suggest that this syndrome could be one variant of the Besnier-Boeck-Schauman (sarcoidosis) (Eisenbud et al 1971; Pinsanty, Sharaw 1969). However, this microscopic aspect nor always is observed in the SMR. Besides, has not been reported in patients with MRS any other manifestation of sarcoidosis in the skin, bone or at other organ. The Kvein´s test, when realized, has been reported negative in these patients (Ronnblom et al, 1986).

Allergy to unknown stimuli

The observation that some patients presented hyperplasia gingival and facial edema as response to additives present in aliment, as well as the fact that these clinic manifestations suffered spontaneous remission, when the additives were retired of the diet, suggests some alteration in the immune system (Pachor et al, 1989; Hernandez, 1988). The immunity of the kind cellular (type IV) might explicate the formation of the granulomas observed in some patients, while the kind anaphylactic (type I) might explicate the edema. The observation that were identified immune complexes and C-reactive proteins in three patients presenting facial palsy and two patients with persistent edema labial also suggest immune mechanism (Morales et al., 1995), although not related to the additives alimentary. The identification of a great number of citotoxic T lymphocytes presenting antigenic receptors to streptococcus and staphylococcus might imply in a hypersensibility cellular reaction to infectious agents (Minelli et al, 1991). However, as was not identified a specific antigen, and the absence of other laboratorial results, such as eosinophilia, as well as the not resolution of the facial edema with anti-histaminic (Azaz, Nitzan, 1984; Vistnes, Kernahan, 1971; Worsaae et al, 1982; Alexander, James, 1972), indicates that this theory need of a greater scientific probation. However, as there is a greater frequency association of geographic lingua and atopy; the geographic tongue - when present in MRS - may be also a strong indicative of allergy (Ulman, 1981; Marks and Czarny, 1984). Recently, was reported the possibility of MRS to be caused by an alteration in autossomic dominant gene with expression variable localized in 9p11 - de novo t (9; 21) (p11; p11) (Smeets, Fryns, Van den Berge, 1994).        

Familial tendency

The identification of fissured (scrotal) tongue, in some cases, connected to geographic lingua and edema angioneurotic among members of one same family suggest heritage in one pattern autossomal dominant with variable penetrance (Alexander, James, 1972). A polygenic mode of inheritance with some genes in common to both conditions has been also suggested to explicate its association with the scrotal and geographic tongue (Eidelman, Chosak, Cohen 1976). However, there is also the possibility of this tendency to be explicated by immune mechanism and/or due to the transmission of an infectious agent.  

CLINICAL MANIFESTATIONS
Sex

MRS presents itself in both the sexes with similar frequency. In spite of occurring in any age presents itself with a greater frequency at the second decade of life (Zimmer et al, 1992, Horstein, Stosiek, Schömberger, Stosiek, 1987). 

Facial edema

The principal characteristic is the facial edema with sudden manifestation and of soft consistency, not compressed and asymptomatic. Attack in crescent order of frequency the inferior lip, cheek, gum and palate; looking itself, in some cases, to the angioneurotic edema. After each recurrence, which occur in a variable time form 6 months to 10 years, acquires firm consistency, turning itself more visible and persistent, or then, acquires the ulcerated or fissured aspects. The exposition at to cool and the stress has been reported as predisposing factors (Zimmer et al, 1992, Worsaae and Pindborg, 1980). Eventually, the edema of the lips may be the unique manifestation, whose cases have been reported as the fail form of the MRS (Eisenbud et al, 1971, Hernandez et al, 1988). 

Facial paralysis

The facial paralysis is identical the Bell´s palsy; may occur unilaterally, bilaterally or alternately. It is characterized by incapacity of the patient to close the eye, frown the forehead, to move the eyebrow, as well as to express a smile in the affected hemi-face. Simultaneously, may occur loss of the taste and/or aural ache; with diminution of the hearing. In the majority of the cases may occur a spontaneous remission of these signals and symptoms; however, a residual palsy may stay (Zimmer et al., 1992). 

Fissured, plicata scrotal and geographic lingua 

The signal less frequent is the identification of fissured, plicata or scrotal tongue at various grades. The classical signal to its identification is the presence of numerous short, wrinkles, grooves, fends or fissures, in the superficies of the lingua that localize themselves parallel at a central fend (Zimmer et al 1992). It occurs in approximately 30% of the patients and from 5 to 16% in the general population. In SMR, it is present in the moment of the birth, while in the general population is not usually observed before of the 4-years-old, turning itself more evident in the adolescence (Eidelman et al, 1976). 

Secondary manifestations

Various other secondary manifestations have been reported with lower frequency, such as occur in the fail forms of the syndrome in that only one of the classic signals is present connected to aural ache, lose of the taste, reduction in the salivary flux, partial lose of the vision and ache in the mastoideous region, as well as other manifestations less common, such as blepharochalasis, hyperacusis, hypogeusia and malign limphogranulomatosis (Zimmer et al, 1992, Storrs, 1975). 

Oral manifestations

Besides the alterations in lingua (fissured tongue) and lips (edema), the sudden attack of the cheek, palate and less frequently of the gum has been also reported. Clinically, the gingival signals observed are edematous swelling, red color and irregular surface. In some cases can be observed a lobuled surface and bleeding during the toothbrushing, with accentuate predilection by anterior region of the mouth. However, as these signals are not specific of MRS, and may be also observed in the unspecific chronic gingivitis, and in various other pathologies gum, such as hydantoin hyperplasias, gingival fibromatose, leukemia, and Crohn's disease (Warsaae and Pindborg, 1980).                          

CLINIC DIFFERENTIAL DIAGNOSIS

Differential diagnosis must include, among others, Moebius syndrome, which is characterized by biplegia and paralysis of the abducent nerve, causing at the patient a fix look (Hoopes, 1969, Alexander and James, 1972); Miescher syndrome that present itself with diffuse edema of the lips specially in the inferior (Eisenbud et al, 1971); Asher syndrome, whose characteristics is the increase atoxic of the thyroid (Zecha et al, 1976); congenitus malformations, such as lymphangioma and hemangioma (Alexander and James, 1972); angioneurotic edema (Storrs, 1975); Bell's paralysis, which manifest itself suddenly, predominantly in the feminine sex, presenting uncontrolled hypertension, infection (herpes virus, varicella-zoster or monucleose), or reporting trauma. This facial paralysis attacks the unilateral muscles of the face, and presents familial tendency (Nally et al, 1970; Ellis, Carter, Leehey, Conry, 1999); Andersson-Fabry disease (AFD), whose clinics manifestations include the alterations in the vessels (angiokeratomas), cutaneous telangectasias and accentuate ache (Young et al., 1978); Other diseases such as mucocele, sarcoidosis, trauma, erypselas and bite of insect were also included in the differential diagnosis of MRS by Zimmer et al., 1992. Of these, the principal differential diagnosis must be with angioneurotic edema and Bell´s palsy. In MRS, the concentration of C4 in the serum is normal, while in the angioneurotic edema is decreased, in the interval of the attacks, and almost absent during the attacks (Buckley and Mathews, 1982). The presence of neurological and ophthalmologic alterations, as well as the posterior edema excludes the diagnosis of Bell's paralysis. The hemangiomas and limphangiomas may be differentiated of the recurrent labial edema identified in the MRS for being present at the birth, and to present clinic course constant. In MRS, the edema is recurrent suffering spontaneous remission. The sarcoidosis presents Kvein´s test positive, while in MRS is negative. The absence of atoxic increases of the thyroid and double lip, as well as the presence of neurological, ophthalmologic and plicate lingua, when present, remove the diagnosis of Ascher syndrome. Despite of MRS and AFD present some similar signals and symptoms, these diseases may be differentiated by the following characteristic: in the MRS the lesions are granulomatosas, while in the AFD are angiomatous; the eyes in the AFD show cornea dystrophy with angiopathy in the retina and conjunctiva. In MRS, the circumorbital edema is resultant of conjunctivitis and ulceration; the ache is one symptom characteristic in the AFD; however, in the MRS is absent, or when present, is reported in the trigeminus region; the edema in this syndrome is usually facial, while in the AFD occurs predominantly in the anticnemion and hands, and eventually in the face (Young et al., 1978).              

LABORATORIAL EXAMS

The results of laboratorial exams of the patients with MRS (hemoglobin, albumin, acid a-1-glicoproteic, transferring or iron concentration, velocity of erythrocytes sedimentation rate, or any hematological alteration indicative of inflammation) show themselves normal. The level of antigen from streptococcus and staphylococcus in the serum also presented itself normal. The presence of eosinophilia or leukocytosis was not also reported as connected to SMR. The concentrations of calcium, phosphorus, creatinine, alcalina phosphatase, alaninatransferase, immunoglobulins, and the inhibitor protein of C-1 sterase in the blood present themselves with the normal values (Worsaae et al., 1982). The unique alteration reported was the increase of the concentration in the serum of the conversor enzym of the angiotensin. However, this alteration is not specific of the MRS, being identified in the sarcoidosis, bronquite, cystic fibrosis, Gaucher´disease, emphysema and tuberculosis (Orlando and Atkins, 1990).

HISTOPATOLOGIC EXAM

The histological aspects observed in MRS may be classified in two kinds sarcoid and lympho-edematous. The former is characterized by presence of granulomas constituted predominantly by lymphocytes, plasmaticytes, epithelioid cells and giant multinucleate cells of the Langhans type inside of the edematous connective tissue content blood and lymphatic vessels (worsaae and Pindborg, 1980). The kind lymphoedematous is characterized by accentuates edema, whose histological aspect is the accumulation of liquid inside of the connective, causing the distension of the collagen fibers and inflammation (Worsaae et al., 1982). The majority of these cells express CD4 antigen (auxiliary/citotoxic lymphocytes) and CD2 antigen (T citotoxic lymphocytes and NK cells), suggesting the participation of the immune system (Ranmblon et al., 1986).

REPORT OF CASE

A 36-year-old man, Caucasian, computer worker that in his free time worked in a grocer's shop presented sudden facial paralysis, at the right side of the face, which was connected by him to the use of refrigerated air at nigh anterior to the attack.
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rIGH PALSY AND Facial, lip and tongue EDEMA, discrete geographic and plicate tongue
In the following morning, consulted a general medical practitioner who prescribed anti-inflammatory guiding him to a neurologist. Was realized computatorized tomography whose result was considered normal. 
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Tomography apparently normal

Afterwards, guided him to sections of physiotherapy. In the extra-oral clinic exam was verified that the patient presented paralysis facial in the right side, causing slight ptosis eyelid rendering him of closing the eye, frown the forehead, to move the eyebrow and to open the mouth to talk correctly. Also reported taste decreased. In the intra-oral examination, was verified that the tongue with macroglossia (edema) presented desquamation areas near at the V lingual and border, compatible with geograhic tongue, as well as presented in the central median furrow with short wrinkles, fends or fissures compatible with fissured lingua.
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Edema,  Geographic and plicate tongue (fends and fissures)
   In addition, of relevant, was also reported the occurrence of stressing factor connected to the work, sporadic headache, and anterior treatment for osteomyelitis (1996). No other immediate member of his family reported to present similar signals and symptoms. Declined the occurrence of any other infectious disease (sarcoidosis, tuberculosis, syphilis, influenza, infectious mononucleosis, herpes virus and varicella-zoster virus); or diabetes mellitus. Approximately three days after at the initial exam, the patient developed facial edema, which caused erytematous tumefaction in the regions circumorbital, cheek, chin, lips, and neck at the same side attacked by the palsy facial; suffering remission, approximately, at one week, acquiring consistency firm. At that time, used steroid anti-inflammatory and frequented physiotherapy sections. At this time, the patient presents slight distressing cosmetic effect and residual palsy in the hemi-face reached promoting the incomplete recuperation of the movement facials (cis) and discrete recurrent erythema and edema in the hemi-face on the malar region.  
Discussion

This report is of a rare case of Melkersson-Rosenthal syndrome in a patient of the masculine sex, in who the classic triad presented itself complete. Proving the rarity of this case, studies of a great number of patients mentioned the complete triad in only 8% (6/76) and 18% (6/33) (Hornstein, 1987; Worsaae et al., 1982), respectively. In the case reported, the fact of SMR to manifest itself in male, suggests a nearly equal sex distribution, such as reported by Hornstein, 1987; however, the manifestation in the third decade of life, whereas the most authors reported it starting in the second decade (Zimmer et al., 1995), suggests that a manifestation of MRS at its oligosymptomatic form (headache, plicate and geographic tongue) might previously be present before of this report, since the interval between the initial manifestation (paralysis facial unilateral similar to Bell's paralysis) and facial edema asymmetrical (circumorbital, cheek and lips) was of only few days. Other data that support this hypothesis is the signals and symptoms of the complete form of the syndrome rarely appear simultaneously, and long intervals have been reported between the occurrence of paralysis facial and the first swelling (Klaus and Brusting, 1959; Worsaae and Pindborg, 1980). In the reported case this interval was of only few days. 

   The paralysis facial reported has been verified in 31% of the patients, as consequence of disturbances of the peripheral branches of the facial nerve, while the facial edema similar at the observed in our patient has been reported in 50% of the syndromic patients (Zimmer et al., 1995). The complaint of headache, in the time of the manifestation, in the majority of the patients with SMR, suggest that this neurological symptom must be among the principals manifestations of the syndrome, particularly in the oligosymptomatic cases, in which only one of the classic signals are present (Hoopes, 1969). This patient presented also manifestations oculars, such as slight mild ptosis palpebral, circumorbital edema, and lacrimation, possibly, resultant from increased lacrimal fluid production (Nally et al., 1970; Storrs, 1975). However, was not observed obstruction of the naso-lacrimal duct. The principal manifestations intra-oral identified were the seldom association of the plicate and geographic tongue, edema of tongue and alteration of taste. This association, or only the presence of geographic tongue, which is a indicative of familial tendency and allergy, has been only reported in sporadic cases (Zecha, Van Dijk, Hadders, 1976; Nally et al., 1970), while the alteration of the taste, which suggest involvement of chord tympani, presumably in the region of the middle ear (Storrs, 1975), was identified in only 2% of the patients (Zimmer et al., 1995). The absence of any other signal or symptom intra-oral, suggested also that the gingival involvement is a rare occurrence, such as reported by Hornstein, 1973. 

   The etiology of this syndrome is not still completely elucidated. The fact of the patient to report osteomielytis, headache and stress are compatible with disturb vasomotor angioneurotic, or response to an infectious agent (Nally et al, 1970; Humphrey and McClelland, 1944; Vistnes and Kernahan, 1971; Storrs, 1974). However, as works in grocer's shop, was also exposed to different types of allergens (acre toxic in vegetables), suggesting mechanism allergic. The additives alimentary are other allergens that must also be considered in the present case (Pachor et al, 1989, Hernandez, 1988). Other data that gives support to allergy is patient to present geographic lingua, whose frequency is high in the atopic patients, or presenting extrinsic asthma and/or rhinits (Ulman, 1981; Marks and Czarny, 1984). Besides, the presence of plicate tongue suggests familial tendency, and alteration genetic at autossomic dominant gene with expression variable, possibly, localized in 9p11 (Alexander, James, 1972; Eidelman, Chosak, Cohen 1976; Smeets, Fryns, Van den Berghe, 1994). Therefore, this case supports to the theory, for our defended, which MRS is caused by a genetic alteration capable of manifesting itself under influence of stress, turning the immune response hyper-reactive to different antigens (infectious and/or allergens), detaching themselves the anaphylactic and cellular mechanisms (Schütz, 1995). 

   The differential diagnosis in this case was difficult while the patient only presented paralysis facial. In its differential diagnosis were considered the neurological diseases such as cerebral vascular accident (CVA) or neoplasm. However, the computatorized tomography with characteristics of normality, excluded them. The Bell's paralysis was also considered; however, as recently the patient there was not received any dentistry treatment, suffered any other traumatic event, or presented infection (herpes simples, varicella-zoster or monucleose), nor presented hypertension, this diagnosis hypothesis was discarded. Besides, the presence of neurological (headache), ophthalmologic (circumorbital edema, slight mild ptose eyelid, lagophtalmia, epiphora), and the posterior edema in the cheek, chin and lips, as well as the computatorized tomography not showing any evidence of compression of the facial nerve, discarded the diagnostic of Bell's paralysis. The facial paralysis anterior at the purpuric edema, which afterward turned itself hard and fibrotic staying with permanent localization (in the right hemiface), discarded the possibility of the angioneurotic edema (Braunsteiner, 1964; Storrs et al., 1975; Buckley and Mathews, 1982), in spite of not to have been requested the evaluation of the activity of the inhibitor protein of the C-1 sterase (Albright and Taylor, 1979; Buckley and Mathews, 1982). AFD diagnosis was discarded since the patient did not present the angiokeratomas cutaneous, pain, or edema in the ankle and hands (Young et al., 1978). Ascher's syndrome was also rejected considering the presence of the facial paralysis and absence of nontoxic enlargement of the thyroid, while the absence of aural ache, vesicular eruption at the external ear and oral mucosa was utilized to reject the Hunt's syndrome (Nally et al., 1970). As there was not any other cutaneous disease the diagnosis of lymphangioma, hemangioma, and sarcoidosis, in spite of not to have been realized the Kvein's test, were also discarded.              

   The treatment in SMR is generally unsatisfactory (Storrs, 1975). The fissured and geographic tongue does not need treatment (Eideman, Chosack, Cohen, 1976). Nevertheless, for the cases in that the tongue presents extensive areas of desquamation the corticosteroid in orobase can be used. As the paralysis facial suffer spontaneous remission no treatment is necessary. In some cases, the decompression of the facial nerve and electric stimulation can be recommended (Alexander and James, 1972). In the present case was indicated physiotherapy; however, is difficult to evaluate its real benefic, considering the spontaneous remission of this condition. Usually, the facial edema has been treated with anti-histaminic and steroid anti-inflammatory similarly to the treatment of the angioneurotic edema. The systemic treatment with corticosteroid, tetracycline, anti-histaminic, and salazosulphapyridine has been reported inefficient (worsaae et al., 1982). Goods and bad results have been reported with the intra-lesional injection of corticosteroid (Eisenbud et al., 1971;Worsaae et al., 1982). Favorable results were reported with antibiotics, tuberculostatic drugs, ultrasonic therapy and with the supplementation alimentary with D-2 vitamin, (Schupper, 1956). Recently, the thalidomide were introduced in the treatment of the MRS, presenting reasonable therapeutic effect in two patients, who received the therapeutic dose of 100 mg daily for 3 and 6 months,  (Safa, Joly, Thomine, Lauret, 1995). However, are necessary a greater number of scientific works in a greater number of patients to prove the real therapeutic effects of this drug such as occur in the morphea. In the case reported, as the prescription of steroid anti-inflammatory was anterior at to facial edema, not interrupting its manifestation, believe that are little efficient.    
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