
Dear Editor,

The recent article “Unilateral perirenal fibrosis without aorta involement”, by Lang et al1, has
awoken my attention given its substantially reliable, though extremely concise, content. Thorough
imaging findings of right perirenal mass – CT isodensity to muscle, low intensity signal in T1/T2
weighted fat-saturation MRI images, 18F-FDG high uptake in PET – as well as pathology of US-guid-
ed biopsy specimen – spindle cells as vimentin positive fibroblasts and α-smooth muscle actin positive
myofibroblasts together with plenty of inflammatory cells – led to a preoperative evidence for a
right perirenal inflammatory myofibroblastic tumor. The extended radical right nephrectomy-related
pathology showed, instead, a fibro-inflammatory mass – made up of fibrous component (collagen-1
fibers with fibroblasts and myofibroblasts) and a plenty of infiltrating inflammatory lymphocytes,
neutrophils and plasma cells – enveloping the right kidney (with fibrotic infiltration of renal cortex),
adrenal gland and also affecting a part of inferior vena cava wall, what was consistent with the di-
agnosis of the idiopathic retroperitoneal fibrosis (iRPF).

Given such narrow space-confined fibroinflammatory mass, it is likely that, before making the di-
agnosis of iRPF, the Authors might have reliably assessed the exclusion of a possible secondary RPF
(sRPF), due to different aetiologic factors such as traumatic events, repeated vascular wall tiny leak-
due microbleeding-haemorrhage, infections, malignancies, external beam radiation therapy (EBRT),
leaving out obviously, in this occasion, the occurrence of drug-induced sRPFs – as from the use, some
time ago, of lisergic acid derivatives, responsible for serotonin increase-mediated myofibroblast
growth with following collagen matrix overproduction2, to administration, today, of some bio-
agents such as either anti-TNFα monoclonal antibodies or TNFα blockers3 – given that the drug-pro-
moted fibrogenetic process is usually retroperitoneal space-extensive .

As far as a myofibroblastic tumor (in the ancient times, improperly named “inflammatory tumor”),
its identification is achieved by pathological evidence of both marked myofibroblast proliferation –
that lead to the collagen overproduction-related fibrosis – and inflammatory areas, what may make
clearly understandable the preoperative reference to such malignancy, particularly on the basis of high
PET-found 18F-FDG uptake.

Considering that the iRPF may be placed in the field of systemic autoimmune disorders, a linked
laboratory check battery could be carried out, including an assay of autoimmune disease-related anti-
bodies, such as ANA (anti-nuclear antibodies) and ASMA (anti-smooth muscle antibodies) besides
rheumatoid factor and both IgG and IgG4 serum levels. In this regard, the iRPF may be differentiated
from the IgG4-related sclerosing disease (IgG4-RSD) because the pathologic microscopic findings show,
in case of IgG4-RSD, a ratio IgG4 bearing plasma cells/total IgG bearing plasma cells beyond 30-50%4,5.

Regarding the therapeutic measures, it's quite suitable, in such occasion, the surgical care (ex-
tended radical right nephrectomy), given the large fibroinflammatory involvement of kidney cortex
and renal hilum with fibrous stenosis of renal artery, whereas for other forms of RPF, implying a
more broad compression of retroperitoneal structures (particularly ureters with obstructive uropa-
thy) and other systemic manifestations, it's necessary to resort to medical care including corticos-
teroids and/or immunosuppressants (such as azathioprine, mycophenolate mofetil, methotrexate,
etc), at times tamoxifen with consequent TGFβ modulation-mediated fibroblast growth down-regu-
lation, until, today, novel biotherapies among which the anti-TNFα monoclonal antibodies (inflix-
imab, rituximab) and foreseeable use – as it already occurs for other autoimmune diseases – of phos-
phodiesterase-4 blockers to increase antinflammatory cAMP levels. For medical care refractory RPFs,
surgical management mainly consists of open or laparoscopic ureterolysis, with lateral/intra-peri-
toneal ureter transposition or omental/seprafilm® wrapping5-10.

When all is said and done, the Authors1 have carefully performed what's just feasible in the case
occurred to their attention, though taking into consideration other recent literature reports11-13.
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