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            Abstract

            
               
Porphyria cutanea tarda and its relationship with HIV and Hepatitis C are highlighted in the case reports. Porphyria cutanea
                  tarda arises from a deficiency in the uroporphyrinogen decarboxylase enzyme, where there is an anomaly in the buildup of specific
                  porphyrins, notably in blood vessels, liver, and skin. It can be either hereditary or acquired. In this context, we have discussed
                  two individual patients with HIV and Hepatitis C who were diagnosed with porphyria cutanea tarda through skin biopsy.
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               Introduction

            Porphyria cutanea tarda (PCT) a prevalent form of porphyria, typically emerges as an acquired liver disease influenced by
               exogenous factors, commonly excess alcohol intake, iron overload, chronic hepatitis C, estrogen therapy, and cigarette smoking.1 The enzymatic activity of uroporphyrinogen decarboxylase (UROD) is crucial for porphyrin metabolism, specifically converting uroporphyrinogen to protoporphyrin.2 Insufficient functional UROD leads to abnormal accumulation of specific porphyrins in the body, especially in blood vessels,
               liver, and skin. Inborn errors in the metabolism of porphyrins are rare across the world, unlike PCT.
            

         

         
               Case Report 

            
                  Case 1

               A 45-year-old HIV-positive patient, diagnosed ten years ago and on ART treatment for ten years presented to the skin outpatient
                  with recurrent bullae over the bilateral dorsum of hands and feet for 6 months. They ruptured on scratching and healed with
                  depigmentation and atrophy. He also had ulcerated plaques with crusting over the dorsum of hands, feet, and face with photosensitivity.
                  
               

               On examination patient had multiple depigmented patches with crusting, and multiple dense bullae with few atrophic scars present
                  over the dorsum of both hands, palms, soles, and feet with sparing of mucosal areas. (Figure  1) Liver function tests were within normal range.  Serology for HCV was non-reactive. The previous CD4 count was 189 cells/mm3. The urine fluorescence test with Wood’s lamp showed reddish-pink fluorescence confirming the presence of uroporphyrin. (Figure  2)
               

               
                     
                     Figure 1

                     Hypopigmented lesions on the dorsal aspect of thehand
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                     Figure 2

                     Urine fluorescence test with Wood’s lamp in the patient sample on the left and control sample on the right
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                  Case 2

               A 42 years male with, a known case of decompensated chronic liver disease presented to dermatology OPD with complaints of
                  pruritic skin lesions over bilateral palms, feet, and legs for 4 days, and with bilateral pedal edema.
               

               On examination, dark brown ill-defined plaques and papules were noted over bilateral palms, abdomen, and legs along with ill-defined
                  bullae over bilateral legs. (Figure  3, Figure  4)
               

               
                     
                     Figure 3

                     Papules in lower extremities
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                     Figure 4

                     Hypopigmented lesions over bilateral palms
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               Biochemical investigations showed Total Bilirubin – 13.2 mg/dl, Conjugated Bilirubin – 11.5 mg/dl, Unconjugated bilirubin
                  – 1.7 mg/dl, SGOT – 55.0 U/L, SGPT – 33.0 U/L, ALP – 192.0 U/L. Urea – 64.0 mg/dl. Serology was positive for HCV.
               

               In both cases, skin biopsy of the bullous lesion showed on histopathological examination a subepidermal blister with dermal
                  papillae extending irregularly from the floor into the bullae cavity. This phenomenon is festooning. (Figure  5)
               

               
                     
                     Figure 5

                     Case 1
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               The epidermis forming the roof of the blister contained eosinophilic bodies that were elongated and segmented called caterpillar
                  bodies. (Figure  6) All these features were suggestive of porphyria cutanea tarda.
               

               
                     
                     Figure 6

                     Caterpillar body in the epidermis
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               Discussion

            PCT typically presents as a chronic, gradually progressive cutaneous disorder, with vesicles, milia, and bullae on the backs
               of the hands and forearms.1  Clinical features rarely develop unless there is at least a 75% decrease in the activity of hepatic uroporphyrinogen decarboxylase.
               PCT is a heterogeneous disease and has been classified into three subtypes. Type I, accounting for 75-80%, is acquired PCT,
               in which deficiency of UROD is limited to hepatocytes. Leading environmental factors are alcohol usage and the presence of
               hepatitis C or HIV. 3

            The diagnosis of PCT preceded the detection of HIV infection in 40% of cases. 4

            Although PCT in HIV‑infected persons develops and may be diagnosed a decade earlier as compared to non‑HIV‑infected persons,
               it may also be diagnosed concurrently or later, suggesting that HIV per se and not reduced immune status precipitates porphyria.
               5 
            

            The prevalence of hepatitis C virus infection was retrospectively studied in 87 patients during a period of 11 years. Among
               patients with the sporadic form of PCT, the prevalence of hepatitis C virus infection was 36.4%. As hepatitis C virus infection
               may today be successfully treated and as the infection may be clinically silent and thus unknown to the patient, it is important
               to screen all patients with PCT for hepatitis C virus infection. 6

            HCV association with extrahepatic manifestations can occur in one-third of patients with chronic infection and is generally
               seen in the late stages of the disease. Cryoglobulinemia, polyarteritis nodosa, leukocytoclastic vasculitis, urticaria, and
               PCT are the classic skin manifestations of chronic HCV. 7

            PCT is often overlooked because of its rarity, overlapping clinical signs, and lack of awareness.

            Typical skin lesions seen in chronic liver disease and HIV are due to iron overload. Skin parts that are exposed to the sun,
               such as the hands and face, are most commonly affected and these patients usually have extreme photosensitivity. Easily bruised
               and blistered skin is common. Liver involvement can present with iron overload in the liver (hepatic siderosis), fat overload
               in the liver (steatosis), and liver inflammation (portal triaditis and periportal fibrosis). The diagnosis of PCT depends
               on the definition of characteristic symptoms, a detailed history, clinical evaluation, and some special tests (blood test,
               urine test, stool test, and skin biopsy). 
            

            In Case 1 porphyrins present in urine were detected by placing samples under UV light. Urine acquired a distinctive fluorescent
               pink color, due to a chemical reaction called oxidation, as porphyrins were present.
            

            Patients with PCT may have urine that appears pink, red, or brown, especially after exposure of the urine to air and light
               because of marked excretions of porphyrins in the urine. Because the free porphyrins do not contain iron, urine tests for
               heme, hemoglobin, or myoglobin are all negative. Thus, despite the pink-red color of urine, routine urinalysis and blood counts
               are normal in most patients. 3

            In our cases apart from clinical and biochemical findings, skin biopsy showed subepidermal bullae with festooning and caterpillar
               bodies in the epidermis forming the roof of the blister, which helped in excluding other dermatological entities.
            

            The specificity of caterpillar bodies is as high as 98% for the diagnosis of PCT and is defined as segmented eosinophilic
               bodies within the blister roof, joined linearly and parallel to the surface of the blister roof. Clusters of CB-like segments
               are also relatively specific for the diagnosis of PCT (specificity, 77%) but are also seen in a variety of subepidermal vesiculobullous
               disorders. 7 
            

         

         
               Conclusion

            Porphyria cutanea tarda, a rare entity must be considered in a differential diagnosis of skin involvement of patients with
               typical liver disease to decrease morbidity, and health costs and ensure early treatment.8 The correct definition of skin lesions in the presence of liver damage facilitates the diagnosis. 
            

            Dermal changes associated with underlying disease states may aid in making a diagnosis in the present days where the clinician
               is satisfied in identifying these clinical signs and being supported by laboratory investigations.
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