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Insulin-Like Growth Factor-I, Liver Function, and Hypogonadism in Rats
With Experimentally Induced Cirrhosis

To the Editor:

We acknowledge the editorial by Dr. Mezey1 devoted to our
article in the March 2000 issue of HEPATOLOGY regarding the
beneficial effects of insulin-like growth factor-I (IGF-I) on
testicular atrophy in rats with advanced cirrhosis.2 However
some statements of the editorialist deserve clarification. Dr.
Mezey rules out any influence of an improvement of liver
function on the effects of IGF-I on testicular atrophy. He
mentions that no improvement in liver function tests was
observed in cirrhotic rats after IGF-I administration and that
this lack of beneficial effect on liver function is in disagree-
ment with our previous findings showing a hepatoprotective
effect of IGF-I in cirrhotic rats.3 This statement is surprising
because in the article published in the March issue of
HEPATOLOGY we have included values of liver function tests
before IGF-I treatment (to show that the two groups of treated
and untreated cirrhotic rats were comparable before initiation
of therapy) but no specific values of liver function parameters
after IGF-I treatment were given. In fact, in the report we
mentioned that we observed an inverse correlation between
albumin and the histopathologic score of testicular damage
after IGF-I treatment, indicating that serum albumin in-
creased in those rats showing recovery of normal testicular
structure (which were the ones treated with IGF-I). Data not
given in this report show that these rats show not only an
increase in serum albumin (from 353 6 27 to 440 6 15
mmol/L, P , .05) but also a decrease in bilirubin (from
16.7 6 5.0 to 6.7 6 1.7 mmol/L, P , .05). Therefore, there is
no disagreement between data presented in our report in the
March issue of HEPATOLOGY and our previous reports. Never-
theless, as it is stated in the Discussion of the report, this
improvement of liver function is moderate and cannot be
fully responsible for the dramatic amelioration of testicular
histopathology, an effect that is likely related to the direct
effect of IGF-I on the testis.

The editorial also refers to published data showing that
IGF-I stimulates proliferation of human cultured hepatic
stellate cells and increases a1 (I) collagen message and type I
collagen accumulation, thus suggesting that IGF-I may have
profibrogenic properties.4 These in vitro studies are in appar-
ent contradiction with our previous results showing an
amelioration of the fibrosis score in cirrhotic rats after IGF-I
treatment.3 We have calculated the fibrosis score (maximum:
20 points) after IGF-I therapy in the livers from the rats used
in our report. Again, rats receiving IGF-I showed a fibrosis
score significantly lower (14.6 6 0.3 points) than that
observed in untreated cirrhotic rats (17.0 6 0.5 points, P ,
.05), indicating an in vivo antifibrogenic activity of IGF-I.
This effect may be because of the ability of IGF-I to reduce
oxidative stress in hepatocytes and to protect mitochondrial
function in these cells.3

On the other hand, although in the editorial it is mentioned
that an increase in IGF-I binding protein 3 (IGFBP3) might
occur in cirrhotic patients and this might contribute to a
reduction in the tissue bioavailability of the hormone (by
sequestration of IGF-I in circulation), the common situation
in cirrhosis is that of a marked fall in IGFBP3.5,6 Although an
increase in IGFBP3 was found in rats with early experimental
cirrhosis,7 decompensated cirrhosis is associated with low
IGFBP3 values. However in these cases low IGFBP3 might
not be able to compensate the deleterious effects of IGF-I
deficiency.
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