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PLA2R antibody positive membranous

glomerulonephropathy associated with

psoriasis vulgaris

Sir,

Psoriasis is a multisystem, immune-mediated disorder
characterized by inflammatory skin and joint manifestations.'
Comorbidities associated with psoriasis include metabolic
syndrome, diabetes  mellitus, cardiovascular  and
cerebrovascular disease. This association is attributed
primarily to the chronic inflammatory and oxidative
stress contributed by pro inflammatory cytokines such as
tumor necrosis factor-alpha.? Chronic T cell activation,
increased cytokines and immune complex deposition
have been reported to cause glomerular injury resulting
in focal segmental glomerulosclerosis, IgA nephropathy
and membranous glomerular nephropathy.’ Primary
membranous glomerulopathy may be associated with
circulating autoantibodies against a podocyte transmembrane
receptor (PLA2R) which can be isolated from the immune
complexes deposited at the glomeruli. Association of
membranous glomerular nephropathy, anti-PLA2R antibodies
and psoriasis has been described rarely in the literature.* We
came across two cases of psoriasis vulgaris with associated
nephropathy who were found to have concurrent anti-PLA2R
antibodies demonstrated on immunohistochemistry on renal
biopsy. Management of their renal disease also resulted in
remission of psoriasis.

Our first case, a 39-year-old man, known case of psoriasis
vulgaris since last 3 years, presented with recent exacerbation
of his skin disease with a PASI score of 18 [Figure 1] and
hypertension with blood pressure of 140/100 mm Hg, without
any other comorbidity or relevant drug history for psoriasis.
Investigations revealed a normal hemogram, elevated serum
cholesterol (309 mg/dl), triglycerides (209 mg/dl), normal
blood urea and serum creatinine, protein of 4+ on routine urine
microscopy with granular casts and 24 h urinary protein of
5175 mg in an output of 2500 ml. Ultrasound scan revealed
normal renal morphology. Renal biopsy revealed [Figure 2]
normally sized glomeruli and nonproliferative, stiff capillary
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loops. Periodic acid—Schiff-methenamine staining showed a
thickened basement membrane along with spikes, but devoid of
double contour appearance. Interstitial and vascular components
were normal. Immunofluorescence revealed diffuse and globally
distributed finely granular deposits with IgG (3+) and C3 (2+)
along the capillary loops. Immunohistochemistry with PLA2R
staining showed deposits along the same pattern. Based on
the biochemistry, histopathology and immunohistochemistry,
a diagnosis of PLA2R positive membranous glomerular
nephropathy was made. Other investigations for secondary
membranous glomerular nephropathy revealed normal
complement levels (C3 and C4), negative rheumatoid factor,
antinuclear factor, antidouble-stranded DNA antibody,
hepatitis B antigen and hepatitis C antibody. He was managed
with prednisolone 30 mg daily, tacrolimus 2 mg twice daily,
amlodipine 10 mg twice daily and indapamide 1.5 mg once daily
with monitoring for blood tacrolimus levels. His skin lesions
regressed, with PASI decreasing to § at the end of 3 weeks and
remitting in 3 months. However, there was incomplete response
of his renal disease to treatment with proteinuria persisting. The
patient has been followed up for 9 months thereafter without
reappearance of skin lesions.

The second case, a 43-year-old normotensive man
under evaluation for painless, pitting, pedal edema
of both legs of 2 weeks duration, was found to have
proteinuria of 7 g with urine output of 3500 ml in 24 h.
His hemogram was normal, with raised serum cholesterol
(362 mg/dl) and triglycerides (218 mg/dl). Renal biopsy
and immunofluorescence findings revealed similar
findings as case 1, with PLA2R staining positivity on
immunohistochemistry. While undergoing evaluation for
his renal disease, he developed multiple papulosquamous
lesions, with the skin biopsy reported as consistent with
psoriasis vulgaris, and on examination, he had a PASI of 10.
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He denied any past history of similar complaints, intake of
medications or associated comorbidity apart from his present
renal status. He was placed on emollients and topical steroids
for psoriasis and on modified Ponticelli regime of alternating
months of prednisolone 60 mg and oral cyclophosphamide
50 mg for his renal disease, following which the skin lesions
regressed after 8 weeks.®> However, his renal disease showed
only partial remission and he is being followed up. He
was also screened similar to the earlier case for secondary
membranous glomerulopathy with negative results.

Figure 1: Case 1: Papulosquamous lesions of psoriasis vulgaris
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Figure 2: Photomicrograph of renal biopsy of case 1, showing normal-
sized, nonproliferative glomeruli, with stiff capillary loops and thickened
basement membrane. (a) hematoxylin and eosin, X400, (b) periodic
acid—Schiff-methenamine, 400 and (c) positive PLA2R staining on
immunohistochemistry, X400

Table 1: Psoriasis and kidney disease

Study

Study design

Finding

Conclusion

Psoriasis and risk of incident CKD
and ESRD: A systematic review and
metaanalysis

Ungprasert and Raksasuk; 2018°

No relation between psoriasis and
renal abnormalities: A case-control
study

Tehranchinia; 20187

Kidney involvement in psoriasis:
A case-control study from China
Ren et al.; 20178

Psoriatic arthritis is an indicator of
significant renal damage in patients
with psoriasis: an observational and
epidemiological study

Khan et al.; 2017°

Risk of incident CKD and ESRD in
patients with psoriasis: A nationwide
population-based cohort study

Chi et al.; 2015"

The spectrum of renal abnormalities
in patients with psoriasis
Erkan Dervisoglu et al.; 2011"

n=199,808
Meta-analysis

n=40
Case-control
study

n=97
Case-control
study

n=30
Observational
study

n=4633
Case-control
study

n=45
Case-control
study

The risk of incident CKD and ESRD
was significantly increased among
patients with psoriasis with the pooled
risk ratio of 1.34 and 1.29

P value of difference between psoriatic
patients versus control for abnormal
urinalysis, albuminuria mean 24h
proteinuria was not significant

Significant 24-h microalbuminuria, 24-h
proteinuria, N-acetyl-p-d-glucosaminidase
and retinol binding protein urinary levels
Proteinuria more in the patients with
psoriatic arthritis versus without arthritis

Severe psoriasis, but not mild psoriasis,
was an independent risk factor of
incident CKD and ESRD

Patients with psoriasis versus controls
Had significant pathologic albuminuria

A significantly increased risk of incident CKD and
ESRD among patients with psoriasis compared
with individuals without psoriasis

Patients with psoriasis and controls were
not significantly different with respect to the
prevalence of renal abnormalities

The prevalence of abnormal urinalysis (24 h
urinary protein) was more common in patients
with psoriasis than in controls

Derangement of renal function is more prevalent
in psoriatic patients, especially in those with
concomitant psoriatic arthritis

Severe psoriasis, but not mild psoriasis, a risk
factor of incident renal disease

The presence of abnormal urinalysis was not more
common in patients with psoriasis than in controls
However, the increased prevalence of pathologic
albuminuria and its positive correlation with
psoriasis severity may suggest subclinical
glomerular dysfunction in these patients

CKD: Chronic kidney disease, ESRD: End-stage renal disease




Net Letter

Psoriasis, a common skin disorder, is now increasingly being
recognized as a harbinger of systemic inflammatory responses
with several metabolic and subsequent organ-specific
disorders. Renal involvement in psoriasis has been reported
variably, although not as conclusively as involvement of
other organs. Limited reports link psoriasis with specific
renal disorders [Table 1].%" It has been proposed that
psoriatic nephropathy be considered a separate entity'? with
its association occurring independent of the traditional risk
factors."?

Membranous glomerular nephropathy is a common cause
of nephrotic syndrome in adults. End-stage renal disease in
these may occur in up to 40% within 5-15 years.> M-type
phospholipase A2 receptor (PLA2R), a transmembrane
glycoprotein expressed on glomerular podocytes, may have
antibodies directed against them, thus serving as potential
markers for identifying idiopathic versus secondary
membranous glomerular nephropathy. Ge et al* reviewed
24 patients with membranous glomerular nephropathy who
had no evidence of any other secondary cause except psoriasis.
Clinical remission was much lower in associated psoriasis
cases. Severity of psoriasis was, however, not recorded.

In both our cases, psoriasis was moderately severe
(PASI score 10-18) and responded to immunosuppressive
administered for their renal disease. Both cases were screened
for other secondary causes of membranous glomerular
nephropathy which were absent. Despite aggressive treatment,
their renal disease responded only partially to therapy.
Psoriasis in the guise of only skin involvement may clinically
harbor complex inflammatory, as well as autoimmune process,
resulting in organ damage evident only later during this
disease. Authors postulate that antibodies to PLA2R may be a
part of the generalized inflammatory phenomenon present in
some cases of psoriasis and hence their occurrence may herald
an ominous sign of renal involvement. Dermatologists may
use positive anti-PLA2R antibody positivity to predict the
clinical course, response to treatment and relapse rate in direct
proportion to their titers, not only of membranous glomerular
nephropathy but also the associated psoriasis. This, however,
is yet to be conclusively proven as only rare reports of this
association exist. A routine urine examination for proteins
must be done in all psoriasis cases and PLA2R screening only
in the high-risk cases or when specifically indicated.

Declaration of patient consent

The authors certify that they have obtained all appropriate
patient consent forms. In the form, the patients have given
their consent for their images and other clinical information to
be reported in the journal. The patients understand that name
and initials will not be published and due efforts will be made
to conceal identity, but anonymity cannot be guaranteed.

Financial support and sponsorship
Nil.

Conflicts of interest
There are no conflicts of interest.

Sandeep Arora, Anantharam Jairam’,
S. Radhakrishnan, Niyor Das,
Mahesha Vankalakunti?

Departments of Dermatology and 'Nephrology, Command Hospital
Air Force, *Department of Pathology, Manipal Hospital, Bengaluru,
Karnataka, India

Correspondence: Dr. Sandeep Arora,

Department of Dermatology, Command Hospital Air Force, Bengaluru,
Karnataka, India.

E-mail: aroraderma@gmail.com

References

1. Reich K. The concept of psoriasis as a systemic inflammation:
Implications for disease management. J Eur Acad Dermatol Venereol
2012;26 Suppl 2:3-11.

2. Griffiths CE, Barker JN. Pathogenesis and clinical features of psoriasis.
Lancet 2007;370:263-71.

3. Singh NP, Prakash A, Kubba S, Ganguli A, Singh AK, Sikdar S, et al.
Psoriatic nephropathy — does an entity exist? Ren Fail 2005;27:123-7.

4. Ge YC, Jin B, Zeng CH, Zhang MC, Chen DC, Yin R, ef al. PLA2R
antibodies and PLA2R glomerular deposits in psoriasis patients with
membranous nephropathy. BMC Nephrol 2016;17:185.

5. Ponticelli C, Altieri P, Scolari F, Passerini P, Roccatello D, Cesana B,
et al. A randomized study comparing methylprednisolone plus
chlorambucil versus methylprednisolone plus cyclophosphamide in
idiopathic membranous nephropathy. J Am Soc Nephrol 1998;9:444-50.

6. Ungprasert P, Raksasuk S. Psoriasis and risk of incident chronic
kidney disease and end-stage renal disease: A systematic review and
meta-analysis. Int Urol Nephrol 2018;50:1277-83.

7.  Tehranchinia Z, Ghanei E, Mohammadi N, Partovi-Kia M,
Rahimi H, Mozafari N. No relation between psoriasis and renal
abnormalities: A case-control  study.  ScientificWorldJournal
2018;2018:5301631.

8. Ren F, Zhang M, Hao L, Sang H. Kidney involvement in
psoriasis: A case-control study from China. Int Urol Nephrol
2017;49:1999-2003.

9. KhanA, Haider I, Ayub M, Humayun M. Psoriatic arthritis is an indicator
of significant renal damage in patients with psoriasis: An observational
and epidemiological study. Int J Inflam 2017;2017:5217687.

10. Chi C, Wang J, Chen Y, Wang S, Chen F, Tung T. Risk of incident
chronic kidney disease and end-stage renal disease in patients with
psoriasis: A nationwide population-based cohort study. Value Health
2015;18:A415.

11. Dervisoglu E, Akturk AS, Yildiz K, Kiran R, Yilmaz A. The spectrum
of renal abnormalities in patients with psoriasis. Int Urol Nephrol
2012;44:509-14.

12. Glassock RJ. Diagnosis and natural course of membranous nephropathy.
Semin Nephrol 2003;23:324-32.

13. Wan J, Wang S, Haynes K, Denburg MR, Shin DB, Gelfand JM. Risk
of moderate to advanced kidney disease in patients with psoriasis:
Population based cohort study. BMJ 2013;347:£5961.



