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Abstract

Interstitial fibrosis/tubular atrophy (IF/TA) is, like its predecessor of Chronic Allograft Nephropathy (CAN), a purely
descriptive designation depicting the morphological appearances of Chronic Sclerosing lesions observed on renal
allograft biopsies in a variety of clinical settings. The term was introduced by the Banff classification in its 2005 meeting
as areplacement for the then popular and often misunderstood category 5 of the Banff classification, i.e., the CAN. The
aim was to encourage the transplant pathologists to look for and identify the specific causes of late allograft dysfunction
on renal allograft biopsies and not just simply dump all the chronic transplant lesions into the paper wastebasket
category of CAN. This editorial explores the rationale behind this change and whether the objectives stipulated have
been achieved in real practice. We are of the view that the time has arrived to revisit this change of category and its
impact on clinical practice in a systematic manner perhaps by one of the Banff working groups.
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Interstitial Fibrosis/Tubular Atrophy (IF/TA) is, like its predecessor
of Chronic Allograft Nephropathy (CAN), a purely descriptive
designation depicting the micro-scopical appearances of chronic
fibrosing lesions observed on renal allograft biopsies typically in the
setting of chronic allograft dysfunction [1,2]. However, subclinical
forms of IF/TA are also commonly observed on the protocol biopsies
in well-functioning renal allografts [3-5]. The term was introduced by
the Banff classification in its 2005 meeting as a replacement for the
then popular category 5 of the Banff classification, i.e., the CAN [1,6].
The aim was to encourage the transplant pathologists to look for and
identify the specific causes of late allograft dysfunction on renal allograft
biopsies and not just simply dump all the chronic transplant lesions
into the paper wastebasket category of CAN, so as to guide optimal
patient management. Although it was recognized from the early days
of Banff classification that CAN is a multi factorial process, caused by
both immune and non-immune factors, and this led to the creation of
“a” and “b” subtypes of CAN in the classification [7]. But apparently,
little attempt was made in real practice by the reporting pathologists in
sub-classifying CAN and assigning the proper etiological designation to
individual cases. Moreover, the widespread use of the term of CAN led
to misconception in the minds of many that it is a specific disease entity
[1,2,6]. This prompted the Banff group to modify the nomenclature
of this category and this lesion dominated the agenda of Banff 2005
meeting. The term of CAN was eliminated and the specific causes of
renal allograft dysfunction were moved to other relevant categories of
the classification. The category 5 now included only those cases of IF/
TA, for which no specific cause could be found, even after exhaustive
search [2,6]. But, whether this change in the terminologies has resulted
in better graft outcomes is still a big question. In other words, has
this change in the classification translated into clinical practice? The
pragmatic answer is ‘No’. There is as yet no study of note reported
from anywhere in the world addressing the impact of this change
in the classification scheme on the graft outcomes. Or perhaps the
question is premature. But eight years have elapsed since this change
was effected. So, it is time for undertaking such a study comparing
the graft outcomes using the earlier CAN classification and the new
IFTA modification of the Banff classification. In this regard, the Banff
Working Group (BWG) on fibrosis scoring can take an initiative [8].
Besides addressing the issues of reproducibility of the fibrosis scoring,
the group can undertake the role of etiological exploration of renal

allograft biopsies showing chronic histological lesions. To be honest,
this is not an easy task for the reporting pathologist in routine practice,
given the sampling variation, interobserver discordance and the lack of
clear-cut specificity for the majority of the histological lesions. There i,
therefore, a strong need for corroborating the morphological study of
renal allograft biopsies with the newer technological approaches such as
molecular genetic, omics and donor specific antibody studies to better
define the “specific disease phenotypes” of chronic allograft injury [9-
11]. This, then, perhaps can translate into better and personalized
management of kidney transplant recipients and better long-term graft
outcomes. This integration is all the more important and relevant in the
context of IF/TA than in the setting of acute graft dysfunction [12-15].

In summary, the future of the renal transplant pathology lies in
the integration of newer technological studies with the morphological
and clinical studies to guide individualized management decisions with
ultimate better long-term graft outcomes.
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