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The long-term goal of pancreas
transplantation (PTx) is to achie-
ve aemic control, but also

the prevention, improvement or
stabilization of secondary com-
plications. The DCCT showed that
intensive insulin therapy, when
compared with “conventional
therapy” dramatically reduced the
incidence and progression of the
microvascular complications of
diabetes, nephropathy, neuropathy,
and retinopathy.
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entili Colleghi,

anche quest’anno si terra al San Raffaele 'abituale Meeting sui trapianti.

Il focus di questa edizione sara sulle piu recenti novitd e sulle prospettive
future nei settori del trapianto di rene, pancreatico e di cellule insulari.

I centni piu rappresentativi in Italia e nel mondo ci aggiomeranno sulle novita
salienti in questo ambito.

Anche quest’anno é previsto un premio finanziato da OSRTRAPIANTI.org
(www.osrtrapianti.org), che andra alla comunicazione scientifica pid
interessante ed innovativa nel campo del trapianto di rene, di pancreas e di
insule pancreatiche.

Sollecitiamo tutti i partecipanti a sottomettere un abstract da inviare alla
segreteria organizzativa. L'abstract migliore sara presentato dagli autori durante
il congresso e premiato con 500 Euro.

Il paper, insieme all'iscrizione, dovra pervenire entro il 19 aprile 2019.

La partecipazione al meeting é gratuita; saremo lieti di ospitarLa ai lavori
congressuali e al lunch.

Antonio Secchi Carlo Socci

CON IL PATROCINIO DI

SOCIETA ITALIANA %ﬁﬁ'

DI DIABETOLOGIA ‘\L S I-T-O-
SOCIETA ITALIANA DEI TRAPANTI
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Mesangial expansion and glomeru-
lar t membrane thick g
are the most commonly observed
DKD lesions, although loss of po-
docytes is also a critical step in the
development of DKD. Furthermo-
re, podocytes cannot be replaced,
i.e. their loss and injury represent
an irreversible step in disease pro-
gression. Nodular glomerulosclero-
sis with classic Kimmelstein-Wil-
son nodules, a later finding in the
natural history of DKD, is a highly
specific, although less sensitive fea-
ture of DKD. The pathologic classi-
fication divides DKD into four hie-
rarchical glomerular lesions with a
separate evaluation for degrees of
interstitial and vascular involve-
ment. The epidemiology of DKD
has not changed over time, with
prevalence rates being stable from
1988. Approximately 30% of pa-
tients with type 1 diabetes mellitus
and approximately 40% of patients
with type 2 diabetes mellitus de-
velop DKD. By 30 years’ duration
of type 1 diabetes, the cumulative
incidence of ESRD ranges from 2%
to 35%. However, these numbers
have largely decreased in recent ye-
ars, the incidence of ESRD ranging
from 2% to 15% in individuals with
type 1 diabetes for 30 years.

The landmark The Diabetes
Control and Complications Trial
(DCCT) in patients with type 1 dia-
betes demonstrated that for every
10% reduction in HbAlc (e.g., 8 to
7.2) the risk of microalbuminuria
(or worse) was reduced by 25%,
and the risk of macroalbuminuria
or worse by 44%. Furthermore,
strict glycemic control obtained
with intensive diabetes therapy was
shown to slow the decline in GFR
over time, indicating a pivotal role
for adequate glycemic control. As
glomerular structure is comple-
tely subverted in the later stages
of DKD, with loss of podocytes
and lobular transformation of the
glomerular basement membrane,
interventions aimed at preventing
the development and progression
of DKD should be implemented at
the earliest stages of disease. The
American Diabetes Association
recommends regular monitoring of
albuminuria and eGFR and optimi-
zation of glucose and blood pressu-
re control to reduce the risk or slow
the progression of DKD.

A number of studies have assessed
the effect of PTx alone (PTA) on
native kidney function and/or histo-
logy. These studies differ in terms
of design (uncontrolled or control-
led), follow-up duration (from 1
to 12 years), sample size, type of
surgery (enteric or bladder drainage
for exocrine secretion), outcome
measures (glomerular filtration rate
measured or estimated with diffe-
rent formulas), immunosuppressi-
ve regimens. Most studies showed
a decline in glomerular filtration
rate after PTA. At one year after
PTA, renal function (as estimated
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by glomerular filtration rate) was
either reported to remain stable or
deteriorate significantly. Even when
no statistically significant differen-
ce in renal function parameters was
observed, a clinically meaningful
proportion of patients (25%) de-
veloped substantial deterioration
in renal function, with one patient
requiring dialysis. Conversely, a
significant reduction of average uri-
nary excretion rate and regression
of proteinuria in several patients 1
year after transplantation was re-
ported by Coppelli and colleagues.
Studies with longer follow-up con-
sistently showed a decline in GFR.
A recent, retrospective controlled
study that included 79 recipients of
a PTA and 84 non-transplanted type
1 diabetic subjects who were candi-
dates for PTA, all with an estimated
GFR < 60 ml/min/1.73m?, reported
that mean estimated GFR was si-
gnificantly lower in the PTA group
during follow-up, and a significant-
ly higher percentage of patients in
the PTA group developed ESRD,
suggesting that there is a conside-
rable risk for deterioration in PTA
recipients compared with non-tran-
splanted controls.

Several studies sought to identify
factors that affect renal function
after PTA. Among these, high le-
vels of calcineurin inhibitors (CNI)
after PTA and pre-transplant renal
function (GFR <90 or <60 ml/
min/1.73m? or creatinine levels
>1.5 mg/dL) appear to be the most
important predictors of renal fun-
ction after PTA. High body mass
index (BMI), diabetes duration
at transplant, female gender and
younger age have also been asso-
ciated with worse renal outcomes
after PTA. The type of exocrine
drainage does not appear to affect
renal outcomes in PTA recipients.
Very few studies investigated
whether PTA induces histologi-
cal changes in the glomerulus. In
their seminal study, Fioretto and
colleagues demonstrated that thick-
ness of the glomerular and tubular
basement membranes was signi-
ficantly decreased as compared to
the same measurements at baseline
and 5 years. In some patients, the
mesangial volumes had returned to
normal, and nodular glomerular le-
sions had disappeared. The albumin
excretion rate did not change signi-
ficantly during the study, but corre-
lated with the change in mesangial
fractional volume during the 10
years of follow-up. Mean creatini-
ne clearance declined over the first
5 years after PTA, but stabilized
thereafter. It has also been shown
that 10 years of euglycemia after
PTA may reverse the expansion of
glomerular interstitial extracellu-
lar matrix, and lead to reabsorp-
tion of atrophic tubules, while the
proportion of sclerotic glomeruli
appears to remain stable over time.
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