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range for adults <40 years: 13-45 nmol/l, and for
those >40 years: 9-30 nmol/l.

Statistical analysis

We used the Wilcoxon paired test to compare
patients before and during replacement with rhGH.
The Mann-Whitney U-test was used to compare the
patients with the healthy subjects. To investigate sex-
related differences in coagulation parameters and
IGF-1 levels we used the student�s t-test. The re-
sulting values are shown as mean±SE. The value
considered statistically significant was p £0.05.

RESULTS

Initially, our patients had significantly lower lev-
els of IGF-1 compared with controls (Table 2). An
increase in IGF-1 levels was observed within 3
months of treatment (mean±SE: 8.2±1.5 vs.
24.2±2.9 nmol/l; p <0.01) with no significant addi-
tional increase thereafter (Table 2).

Before treatment, our patients and controls had
normal mean fibrinogen, PT and aPTT values. No
significant differences were found in values of co-
agulation parameters between patients and controls,

Table 2. Coagulation variables and IGF-1 levels of investigated subjects. Mean value (x�), standard error (SE), (Range)

Fibrinogen (g/l) PT (%) aPTT (s) IGF-1 (nmol/L)

Control group 3.3±0.1 (2.9-4.5) 104.3±1.6 (92-113) 32.4±1.4 (27.8-36.1) 21.7±1.8 (14.6-36.7)

Female 3,5±0.2 (3.0-4.5) 105.6±1.3 (95-113) 32.6±1.2 (25-36.1) 22.8±3.7 (16.1-36.7)

Male 3,2±0.5 (2.9- 4.1) 100.8±1.0 (92-111) 31.1±1.1 (27.8-33) 20.2±2.0 (14.6-26.5)

GHD (at baseline) 3.7±0.3 (2.1-6.7) 103.3±2.8 (86-128) 32.8±1.3 (18.4-42.1) 8.2±1.5� (1.9-23.5)

Female 3.8±0.3 (2.5-5.7) 107.5±4.2 (91-128) 32.7±1.3 (25.4-38.5) 10.1±2.3� (2.4-23.5)

Male 3.6±0.6 (2.1-6.7) 97.3±2.6 (86-107) 28.8±4.6 (18.4-42.1) 7.8±1.6 �(1.9-15.9)

GHD (3 months) 3.8±0.2 (2.6-5.7) 108.8±5.4 (78-181) 31.4±1.1 (23-39) 24.2±2.9** (7.9-49.3)

Female 3.9±0.3 (2.6-5.7) 114.4±8.8 (92-181) 30.9±1.4 (23-39) 28.8±4.4** (7.9-46.4)

Male 3.5±0.2 (2.7-4.6) 100.8±1.9 (89-109) 32.3±1.9 (25-38) 24.7±4.6** (10.7-49.3)

GHD (6 months) 3.6±0.2 (2.3-5.0) 117.1±6.1*� (92-166) 31.6±1.5 (22.9-41.4) 25.3±4.1** (2.6-75.0)

Female 3.7±0.3 (2.3-5.0) 120.7±9.0*� (88-166) 31.7±2.0 (22.9-40) 21.6±5.9** (2.6-75.0)

Male 3.6±0.3 (2.4-5.0) 111.9±7.5*� (89-187) 31.3±2.3 (24.1-41.4) 26.4±4.9** (8.8-33.9)

GHD (12 months) 3.7±0.1 (2.6-5.4) 126.3±9.1*� (88-212) 34.9±2.2 (25.4-50.4) 23.3±2.8** (7.0-60.1)

Female 3.7±0.3 (2.6-5.4) 133.4±11.5*� (88-212) 30.3±1.1 (25.4-34.7) 21.9±2.6** (7.0-60.1)

Male 3.8±0.2 (3.2-4.9) 108.6±4.8*� (92-127) 39.7±2.1* (31.1-50.4) 22.9±3.1** (9.9-50.3)

* patients before vs. after therapy p<0.05, ** patients before vs. after therapy p<0.01, �patients vs. controls p<0.05

from the cubital vein before and after 3, 6 and 12
months of rhGH therapy. For the coagulation stud-
ies, venous blood samples were collected in tubes
containing 3.2% buffered sodium citrate (volume of
blood: volume of citrate=9:1) and centrifuged at
3000g for 10 min. After separation of platelet poor
plasma, coagulation tests were immediately per-
formed using the ACL machine (Instrumentation
Laboratory, Milan, Italy). PT and fibrinogen were
determined using thromboplastin from human pla-
centas (Thromborel S, Dade-Behring, Germany),
while aPTT was measured using liquid silica as acti-
vator of intrinsic pathway of coagulation (Liquid sil-
ica, Instrumentation Laboratory, Milan, Italy). Lab-
oratory reference range for fibrinogen concentra-
tion was 2-4 g/L. The values of PT expressed in sec-
onds have been converted to percents of normal by
using a reference curve which was established by
serial dilutions of calibration plasma (Standard hu-
man plasma, Dade-Behring, Germany). Laborato-
ry reference range for PT was 75-140%. The values
of aPTT have been expressed in seconds(s); labora-
tory reference range 25-37s. IGF-1 concentrations
were measured by commercial RIA kit (INEP, Ze-
mun, Yugoslavia) and expressed in nmol/L. Normal




