
Letters to the editor

To the Editor,

I read with great interest the article entitled “The
impact of hepatitis C virus infection on long-term
outcome in renal transplant patients” by Ruhi Ç,
et al. (1) that highlights the impact of hepatitis C
virus (HCV) infection on long-term outcome in re-
nal transplant (RT) recipients. To address this
aim, the investigators conducted a retrospective
study among 1811 patients who received RT bet-
ween 1999 and 2009 in Akdeniz University Organ

Transplantation Center. One hundred patients
(5.5%), all of whom acquired the infection during
the pre-RT period, were found to be HCV-seroposi-
tive. For a median follow-up of 35.7 months, graft
survival was lower in anti-HCV-positive patients,
but patient survival was similar between the anti-
HCV-positive and -negative groups. As the aut-
hors pointed out, the apparently higher rate of
graft loss in the anti-HCV-positive patients could
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tastatic disease include LE and abdominoperineal
resection (APR) with or without inguinal and pel-
vic lymphadenectomy followed by adjuvant radiot-
herapy or chemotherapy.  Wide LE followed by ad-
juvant radiation produces equivalent five-year
survival to that of APR (2,6,7). However, improved

local control for large lesions and long-term survi-
val for lesions smaller than 2 mm are seen after
APR (7). No systemic chemotherapy regimen for
metastatic ARM is the standard of care. In conclu-
sion, primary ARM is a rare, aggressive malig-
nancy with a poor prognosis.  
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be due to the higher number of cadaveric trans-
plants in this group. Transaminase elevation was
observed in 27% of patients with HCV infection,
but none of them developed liver failure or cirrho-
sis.

Chronic HCV infection is emerging as the most
important cause of liver disease in patients with
end-stage renal disease (ESRD). Given that the
use of ribavirin is currently contraindicated in this
population (ribavirin is excreted through the kid-
ney and not cleared by dialysis), and clearance of
interferon is lower in patients on dialysis compa-
red with those who have normal renal function, an
optimal therapy for hepatitis C before RT remains
a challenge. 

Controversy exists as to the impact of HCV infec-
tion on patient or graft survival and the progressi-
on of liver disease in RT recipients. Several studi-
es have shown that the presence of HCV infection
before RT does not appear to have any unfavorab-
le effect on patient or graft survival for 5–8 years
(2,3); however, other investigators have reported
conflicting results (4,5). 

For the first time, we have shown that the clinical
and histopathological course of HCV infection in
RT patients appears to be related to the acquisiti-
on time of the infection (6). In our study, a total of
197 patients who had undergone RT between 1992
and 1998 at the Ege University Organ Transplan-
tation and Research Center were divided into
three groups, including the pre-RT HCV group
(n=47 patients), post-RT HCV group (n=27 pati-
ents), and control group (both anti-HCV and HCV
RNA were negative during the pre- and post-RT
period, n=123 patients). Details of the methodo-
logy of the study can be found in the relevant refe-
rence (6). After a mean follow-up of 7.1 ± 4.0 years,
ascites and encephalopathy were seen only in the
post-RT HCV group. Among the patients in whom
liver biopsy was performed, histological grade and

stage were significantly higher in patients with
post-RT HCV infection (37% of those had advan-
ced stage [stage 3-4]) compared to those with pre-
RT HCV infection (96% of those had mild to mode-
rate stage [stage 0-1-2]). Cirrhosis occurred in 25%
of patients in the post-RT HCV group, whereas no
patients with pre-RT HCV infection had cirrhosis
at the time of their liver biopsy (p=0.005). Three
patients in the post-RT HCV group died due to li-
ver failure. Five- and 10-year death-censored
graft-survival rates were lower in the pre- and
post-HCV groups than the control group, but non-
significant for pre-RT HCV vs. post-RT HCV gro-
ups. Five- and 10-year patient survival rates bet-
ween the three groups were similar. 

Our study has clearly indicated that liver damage
can occur at an accelerated rate, leading to cirrho-
sis, in patients who acquired HCV infection in the
peri- or postoperative period, unlike the indolent
course of infection seen in pre-RT anti-HCV-posi-
tive patients. The exact mechanism of this effect is
not known. It has been reported that risk of chro-
nic liver disease and liver failure-associated mor-
tality were increased in recipients transplanted
from anti-HCV-positive donors. De novo HCV in-
fection characterized by severe hepatitis and high
mortality rate was also described in heart trans-
plant patients (7,8). Overall, these data indicate
that HCV infection, transmitted at the time of
transplantation, can lead to more severe liver di-
sease in renal and in non-renal transplant pati-
ents, though the effect on patient survival is not
clear.

In closing, the American Gastroenterological Asso-
ciation (AGA) has recommended that if an HCV-
positive patient with ESRD is a candidate for RT,
the degree of hepatic fibrosis should be evaluated
because advanced fibrosis and cirrhosis in these
individuals are associated with an increased risk
of graft and patient loss (9). 
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Tissue inhibitor of metalloproteinases-1, 
hyaluronan and chronic hepatitis

Metalloproteinazlar-1 doku inhibitörü, hyaluronan ve kronik hepatit

To the Editor,

We read with great interest a recent report on “se-
rum connective tissue markers as predictors of ad-
vanced fibrosis in patients with chronic hepatitis
B and D” (1). According to this work, tissue inhibi-
tor of metalloproteinases-1 and hyaluronan were
powerful predictors, and Seven et al. (1) proposed
that “advanced liver fibrosis in chronic hepatitis B
and D may be predicted” based on these two bio-
markers. Apart from simple problems regarding
the small number of subjects and lack of data on
quality control of the test, there are some issues to

be discussed. There are some previous reports on
the diagnostic properties of tissue inhibitor of me-
talloproteinases-1 and hyaluronan. It should be
noted that high negative predictive value but low
positive predictive value can be seen (2). Thus,
these markers should be useful for “ruling out” but
not “definitively diagnosing” severe fibrosis. In ad-
dition, some other possible confounding diseases
such as rheumatoid arthritis and gastric cancer
can significantly affect the diagnostic properties of
the markers (3,4).
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