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            Abstract

            
               
Calcinosis cutis is a rare disorder with abnormal deposition of insoluble amorphous calcium salts under the epidermis in various
                  parts of the body. This syndrome is divided into four types. Here we described two cases of calcinosis cutis at rare sites
                  which were misdiagnosed clinically. In the first case, a 12 years old male child presented with a grey-white nodule in the
                  left upper eyelid, and in the second case, 27 years old man presented with solitary growth on his left scrotum. In both cases,
                  the Provisional diagnosis was misleading. On histopathological examination, a confirmatory diagnosis of Calcinosis cutis was
                  made.
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               Introduction

            Calcinosis cutis is a rare disorder first described by Virchow in 1855 characterized by abnormal deposition of insoluble amorphous
               calcium salts under the epidermis in various parts of the body.1 This syndrome is described into four types: dystrophic calcification, metastatic calcification, idiopathic calcification,
               and iatrogenic calcification.2 The dystrophic type presents in damaged and devitalized tissue. Patients usually had Hyperthyroidism along with calcium and
               phosphate metabolism disturbance.2 Here we described two cases of calcinosis cutis at rare sites.
            

         

         
               Case 1

            A 12-year-old male child presented in the eye department of our hospital with a chief complaint of a grayish mass on the lateral
               aspect of the left upper eyelid for one year. He gave a history of trauma one and a half years back with a pencil tip while
               playing. It was neglected & no major treatment was taken at that time. 
            

            On physical examination, no other masses were found in any other part of his body. On ocular examination, visual acuity was
               normal in both eyes. In the left eye, a grayish pigmentation was noted just below the eyebrow of around 6 mm which is not
               associated with any signs of redness. On palpation, a firm consistency was felt. The mass was non-tender and non-pulsatile.
               The rest of the examination of the eye was within normal limits. Based on history and Physical examination, a provisional
               diagnosis of the post-traumatic retained foreign body left upper eyelid was made. Serum calcium-phosphorus and other routine
               laboratory investigations were within normal limits. 
            

            Excision of the nodule was done under local anesthesia. The nodule was removed in-to. It was 8 mm in size (Figure  1). The mass was sent for histopathological examination. Histopathological findings showed the stratified squamous epithelium
               with underlying dermis showed a large area of calcification. The area was surrounded by fibrous tissue and a few chronic inflammatory
               cells. All these features were suggestive of calcinosis cutis (Figure  2). On follow up no recurrence was noted and the child has normal visual acuity.
            

         

         
               Case 2

            A 27-year-old man presented in surgical OPD with a complaint of solitary growth of 3X3X1 cm on his left scrotum for 3-4 years,
               with the complaint of irritation and heaviness. History of manipulation of the swelling was also present. There was no history
               of itching, burning sensation, ulceration, or discharge. The swelling did not interfere with urination or sexual activities.
               The growth started as a small lesion on the right side of the scrotum but was increasing in size. There is neither history
               of any systemic illness nor any family history.
            

            On physical examination, a solitary lesion of about 3 × 3 × 1 cm involving the scrotum was noticed. The skin surrounding the
               nodules, testis, and penis was normal on palpation. The swelling was painless and firm inconsistently. On laboratory examinations,
               the following were found to be within normal limits: serum calcium, phosphorus, parathyroid hormone, and vitamin D hormone
               levels; uric acid; alkaline phosphatase; and lipid profile. Based on clinical features and physical examination, a diagnosis
               of sebaceous cyst of the scrotum was made. The swelling was excised under local anesthesia. His postoperative period was unremarkable
               and no evidence of recurrence during a six-month follow-up period. The cut section of nodular swelling showed solid white
               to bluish homogenous areas. Histopathological examination shows skin tissue lined by keratinized stratified squamous epithelium.
               The underlying dermis had granules and globules of basophilic calcified material along with foreign body giant cell reaction
               to calcium showing numerous histiocytes and multinucleated giant cell areas of fibrosis and calcification (Figure  3 a,b)
            

            
                  
                  Figure 1

                  Nodule removed in-toto (8 mm in size)
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                  Figure 2

                  Granules and globules of basophilic calcified material
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                  Figure 3

                  Skin tissue lined by keratinized stratified squamous epithelium; a: The underlying dermis had granules and globules of basophilic calcified material (a,b) along with foreign body giant cell reaction to calcium showing numerous histiocytes and multinucleated giant cell, areas
                     of fibrosis, and calcification All these features are suggestive of calcinosis cutis
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               Discussion

            As per our knowledge, this case report is one of the few case reports of Calcinosis cutis published in the literature. Samara
               et al,3 reported a case of idiopathic calcinosis cutis in the upper eyelid. Malik et al4 reported a case with idiopathic bilateral subepidermal calcific nodules in both eyelids. In idiopathic form, it may mimic
               molluscum5 or solitary verrucae nodule.6 Idiopathic calcinosis cutis of the tarsus of the upper eyelid in a patient with Rheumatoid arthritis with normal serum calcium
               levels has been reported.7 It has been seen to have an association with disorders like dermatomyositis, systemic lupus erythematosus, or systemic sclerosis.8 Eyelid, palpebral and bulbar calcifications also have been noted in patients with inflammation, systemic hyperparathyroidism,
               and hyperphosphatemia.9, 10 In our case serum calcium and phosphate levels were within normal limits and no other cause could be found except a clearly
               defined history of trauma at that exact point. Investigations should be done to exclude any underlying pathology, especially
               in idiopathic cases. No standard treatment has been recommended for the removal or reduction of the lesion of calcinosis cutis.8, 11 Colchicine, warfarin, bisphosphonates, probenecid, and diltiazem have been used with varying degrees of success.11 Surgical excision is the treatment of choice.7 
            

            Though there have been reports on idiopathic calcinosis cutis of the scrotum. ICCS is a benign, mostly asymptomatic, condition,
               however, it appears early, patients generally present during the second to third decade of life. Delayed presentation is due
               to the absence of any symptoms for long period. The disease presents as slow-growing yellowish nodules in the scrotum, single
               to multiple in numbers, with varying sizes. Lewinski et al. were the first to describe that Calcinosis Cutis may be associated
               with itching or may rupture with the discharge of chalky material.12 The first review was provided by Shapiro et al.13 Lewinski12 is also credited with the introduction of the term idiopathic calcinosis of the scrotum. The clinical features of a few case
               series with five or more cases reported until now are compared in Table  1.
            

            
                  
                  Table 1

                  Clinical features of idiopathic calcinosis cutis of the scrotum from various case reports
                  

               

               
                     
                        
                           	
                              
                           
                           
                              Authors
                              
                           

                           
                        
                        	
                              
                           
                           
                              Shapiro et al. 13
                              
                           

                           
                        
                        	
                              
                           
                           
                              Akosa et al. 14
                              
                           

                           
                        
                        	
                              
                           
                           
                              Gormallyet al.15
                              
                           

                           
                        
                        	
                              
                           
                           
                              Angola et al. 16 
                              
                           

                           
                        
                     

                     
                           	
                              
                           
                           No. of cases

                           
                        
                        	
                              
                           
                            13

                           
                        
                        	
                              
                           
                            5

                           
                        
                        	
                              
                           
                            11

                           
                        
                        	
                              
                           
                            20

                           
                        
                     

                     
                           	
                              
                           
                           Mean age of presentation

                           
                        
                        	
                              
                           
                            47.3

                           
                        
                        	
                              
                           
                            39.6

                           
                        
                        	
                              
                           
                            27

                           
                        
                        	
                              
                           
                            37

                           
                        
                     

                     
                           	
                              
                           
                           No. of nodules

                           
                        
                        	
                              
                           
                            variable

                           
                        
                        	
                              
                           
                            1 to 36

                           
                        
                        	
                              
                           
                            4-10 (two cases)

                           
                        
                        	
                              
                           
                            variable

                           
                        
                     

                     
                           	
                              
                           
                           Size range of nodules

                           
                        
                        	
                              
                           
                            1 mm to 3 cm

                           
                        
                        	
                              
                           
                            Not stated

                           
                        
                        	
                              
                           
                            Up to 2 cm (2 cases)

                           
                        
                        	
                              
                           
                            0.5 to 3.5 cm

                           
                        
                     

                     
                           	
                              
                           
                           Clinical Symptoms

                           
                        
                        	
                              
                           
                            Itching (5/13) Asymptomatic (2/13) discharge (4/13)

                           
                        
                        	
                              
                           
                            Asymptomatic (4/5) Discharge (1/5)

                           
                        
                        	
                              
                           
                            Itching & discharge (1/2) Asymptomatic (1/2)

                           
                        
                        	
                              
                           
                            Asymptomatic (16/20) discharge (4/20)

                           
                        
                     

                     
                           	
                              
                           
                           Hyperparathyroidism

                           
                        
                        	
                              
                           
                            Present

                           
                        
                        	
                              
                           
                            absent

                           
                        
                        	
                              
                           
                            present

                           
                        
                        	
                              
                           
                            present

                           
                        
                     

                     
                           	
                              
                           
                           Provisional Diagnosis

                           
                        
                        	
                              
                           
                            Sebaceous cyst (8/13) Cyst (1/13) Not mentioned (3/13) 

                           
                        
                        	
                              
                           
                            Sebaceous cyst

                           
                        
                        	
                              
                           
                            Not mentioned

                           
                        
                        	
                              
                           
                            Sebaceous cyst

                           
                        
                     

                     
                           	
                              
                           
                           Calcification in other body areas

                           
                        
                        	
                              
                           
                            absent

                           
                        
                        	
                              
                           
                            absent

                           
                        
                        	
                              
                           
                            absent

                           
                        
                        	
                              
                           
                            absent

                           
                        
                     

                  
               

            

            ICCS is a clinical and histological diagnosis. The confirmation is always done by histopathology. A nodular lesion in the
               scrotum has several differential diagnoses which include steatocystoma multiforme, angiokeratoma, lipomata, fibromata, and
               lymphangioma circumscriptum.15 Calcified sebaceous cyst would make a difficult differential clinically. To label the condition as idiopathic, the presence
               of calcification elsewhere must be ruled out. A thorough biochemical and hormonal profile would help delineate the cause.
               If the condition is truly idiopathic, the laboratory investigations unequivocally fall within normal limits. Not one particular
               diagnostic modality is helpful. Fine-needle aspiration cytology, ultrasonography, and X-ray have been ordered with limited
               usefulness.16 As the condition is benign and mostly asymptomatic, the treatment is for aesthetic purposes, unless the nodules start discharging
               or become itchy. Excision followed by scrotal reconstruction is the treatment of choice. It leaves a good cosmetic result
               with low chances of recurrence. Even the smallest nodule must be removed to prevent a recurrence.
            

         

         
               Conclusion

            This is one of the very few case reports of post-traumatic calcinosis cutis affecting the eyelid which is a rare site for
               involvement. ICCS is a benign condition, which remains mostly asymptomatic. It presents as progressive multiple nodules of
               varying numbers and sizes. At both sites, a histopathological evaluation reveals areas of calcification. The cause is either
               dystrophic calcification of cysts or idiopathic. Excision is the treatment of choice.
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