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Expression of IGF-1 and IGF-1R and Their Relation to
Clinicopathological Factors in Colorectal Cancer
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Abstract. Background: Expression of insulin-like growth
factor-1 (IGF-1) and IGF-1 receptor (IGF-1R) has been
shown to increase in colorectal cancer. We examined the
correlation between expression of IGF-1 and IGF-IR and
clinicopathological factors in colorectal cancer. Patients and
Methods: A prospective study was conducted of 210
colorectal cancer patients that underwent resection from
January 2002 to December 2004. The clinicopathological
data was correlated to expression of IGF-1 and IGF-IR
obtained from immunohistochemical analysis. Statistical
analysis was carried using univariate and multivariate
analysis. Results: IGF1 and IGF-1R staining was positive in
169 (80%) and 139 (66%) cases, respectively. Univariate and
multivariate analyses showed significant correlation between
expression of IGF-1 and tumor size (p=0.0024), and depth
of invasion (p=0.0147). While IGF-IR was significantly
correlated to tumor size and depth of invasion in univariate
only tumor size (p=0.0658) had a strong
association in multivariate analysis. Conclusion: Expression
of IGF-1 and IGF-IR seems to increase with tumor size in
colorectal cancer.

analysis,

Colorectal cancer is a one of the most common types of
cancer. Recent data suggests that an increased risk of
colorectal carcinoma may result from the possible influence
of dietary factors, blood insulin levels and on the
bioavailability of insulin-like growth factor-1 (IGF-1) (1, 2).
IGF-1 is a multifunctional peptide hormone with structures
similar to insulin. It regulates cell growth, proliferation,
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differentiation, apoptosis and inductional activity of cell
motility (3-5). Through its widespread bioactivities, IGF-1
plays an important role in the normal growth and
development of the cell and maintenance of homeostasis.
However, its function in promoting cell growth may have
unfavorable effects in certain circumstances. Early studies of
prostate, breast, colorectal and lung cancer suggested that
high circulating IGF-1 concentrations were associated with
increased risk of cancer (6-9).

IGF-1 exerts biological effects through activation of
insulin-like growth factor type 1 receptor (IGF-1R).
Overexpression of IGF-1R has been shown to play a role in
colorectal, pancreatic, gastric and esophageal cancer (10-12).
The expression of IGF-1 and IGF-1R in association with
clinicopathological factors of colorectal cancer has not been
elucidated till now. In this study we assessed the relationship
between expression of IGF-1, IGF-1R and clinicopathological
factors in colorectal cancer.

Patients and Methods

Patients and tissue samples. A prospective study was conducted of
210 colorectal cancer patients that underwent curative resection in
Kurume University Hospital from January 2002 to December 2004.
Cases with synchronous and multiple cancer were excluded from
the study. Written informed consent was given by all patients and
ethical approval was obtained from the Ethical Review Board,
Kurume University. Tumor tissues were acquired from formalin-
fixed pathological samples taken from the resected colorectal cancer
specimens. Clinicopathological characteristics of patients are given
in Table I.

Immunohistochemical staining method. From the tissue samples, the
section of the tumor with maximal invasion was chosen and cut into
sections of 4 um which were mounted on silanized slides. The
primary immunostaining was performed using IGF-1 antibody (sc-
9013; Santa Cruz Biotechnology Inc., CA, USA) and IGF-1R
antibody (MAB 607077; Antagene, Sunnyvale, CA, USA). Antigen
retrieval was achieved by microwaving at 99°C for 30 min in pH 6.0
citric acid buffer for IGF-1 staining and pH 9.0 Tris buffer for IGF-1R
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Table 1. Patient and tumor characteristics.

Table II. Correlation between expression of IGF-1 and IGF-IR (n, %).

Median follow-up, months (range) 59.5 (12-95)
Male:Female 131:79
Median age, years (range) 67 (29-87)
Location

Right colon 52 (25%)

Left colon 81 (39%)

Rectum 77 (37%)
Median tumor size, mm (range) 45 (10-128)
CEA (mg/dl)

<50 113 (61%)

=50 72 (39%)
Tumor differentiation

Well 139 (66% )

Moderate 57 (27%)

Poor 14 (7%)
Depth of invasion

Tis 13 (6%)

T1 17 (9%)

T2 32 (15%)

T3 82 (39%)

T4 66 (31%)
LN metastasis

Absent 138 (66%)

Present 72 (34%)
Recurrence

Absent 189 (90%)

Present 21 (10%)

staining. Each slide was then incubated for 30 min with the antibody
at room temperature; ENVISION method (Dako Cytomation,
Glostrup, Denmark) was used with 3,3’-diaminobenzidine (DAB).

Evaluation of immunohistochemical staining results. The immuno-
staining was independently examined by two clinical pathologists
who were unaware of the patient outcome. Each sample was
examined in a high power field at 200 times magnification. It was
determined that the samples which had less than 10% staining would
be termed as being negative and those samples with 10% or more
staining as being positive. The staining of IGF-1 was mainly found
in the cell cytoplasm and IGF-1R in the cell membrane. The staining
patterns in IGF-1 and IGF-1R are depicted in Figures 1 and 2.

Data analysis. We compared the clinicopathological factors
regarding the patients with manifestation of IGF-1 and IGF-1R by
immunohistochemical  staining.  Sex, age, preoperative
carcinoembryonic antigen (CEA) level, tumor location, maximum
tumor diameter, depth of invasion, lymph node metastasis, tumor
differentiation, lymphatic and vascular invasion and recurrence of
tumor were examined. The cut-off value for tumor size for
expression of IGF-1 and IGF-1R was determined using receiver
operating characteristic (ROC) curve. Univariate analysis was
carried out using chi-square test, and 7-test. The observations
determined to be statistically significant in the univariate analysis
were subsequently subjected to a multivariate analysis using logistic
regression. A p-value of <0.05 was considered statistically
significant. Statistical analysis was performed using SAS 9.1 JMP
version 8.0 (SAS Institute, Cary, North Carolina, USA).
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IGF-1 p-Value
Negative 41 (20%) Positive 169 (80%)
IGF-IR
Negative 71 (34%) 19 (46%) 52 (31%) 0.0586
Positive 139 (66%) 22 (54%) 117 (69%)

Results

The association of expression of IGF-1 and IGF-1R in
colorectal cancer patients is depicted in Table II. IGF-1
staining was positive in 169 cases (80%) and IGF-1R staining
in 139 (66%) cases. However there was no statistically
significant correlation between IGF-1 and IGF-1R (p=0.0586).

Correlation between IGF-1 expression and the
clinicopathological characteristics of patients with colorectal
cancer are shown in Table III. There was a statistically
significant correlation between IGF-1 and tumor size, tumor
depth and lymphovascular invasion. There was no statistical
significance in the expression of IGF-1 with regard to
gender, age, location, differentiation, lymph node metastasis
or recurrence of tumor. Although statistical significance was
not achieved, the preoperative CEA level was strongly
associated with expression of IGF-1 (p=0.0564).

Taking factors which had a significant difference in the
univariate analysis, multivariate analysis using logistic
regression analysis was used to search for factors independently
associated with IGF-1 expression (Table IV). The tumor size
(p=0.0024) and depth of invasion (p=0.0147) were statistically
significantly associated with the expression of IGF-1.

The association of IGF-1R expression and the
clinicopathological characteristic of patients with colorectal
cancer in univariate analysis is shown in Table V. Only the
tumor size and depth of invasion were statistically significantly
associated with IGF-1R expression. The other factors had no
statistically significant association. Multivariate logistic
regression analysis was applied using tumor size and depth of
invasion to search for factors independently associated with
IGF-1R expression (Table VI). Only tumor size (p=0.0658) had
strong association with the expression of IGF-1R, although this
relationship was not statistically significant.

Discussion

IGF-1 is been thought to promote cell growth in colorectal
cancer and overexpression of IGF-1R has been demonstrated
in colorectal cancer specimens in several studies but there is
no uniform consensus (13-18). Our study showed that IGF-1
staining was more positive (80%) in cases in comparison to
IGF-1R (66%) in colorectal cancer.
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Negative staining

Figure 1. Expression of IGF-1 using immunohistochemical analysis (x200).

Negative staining

Positive staining

Figure 2. Expression of IGF-1R using immunohistochemical analysis (x200).

Several studies showed correlation of IGF-1 with
clinicopathological factors such as tumor growth, and
metastasis in human and animal studies. Wu et al. administered
recombinant human IGF-1 in mice which significantly
increased cecal tumor growth, weight, frequency and number
of hepatic metastases (19). This showed that IGF-1 may also
contribute to invasion and metastasis of colon cancer cells due
to its effects on cell motility and migration. Our study showed
that the tumor size, depth of invasion, and lymphatic and
venous invasion seemed to increase with expression of IGF-1,
which all suggest invasion and increase in tumor stage, but an
increased frequency of metastasis was not seen.

The relationship between IGF-IR expression and
aggressiveness of tumor remains unclear. Hakam et al.
reported strong correlation between IGF-1R positivity in
higher grade and higher stage tumors (p<0.01) (15). On the
other hand, Nakamura et al. reported low IGF-1R expression
correlated with increased risk of liver metastasis in Dukes’ C
colorectal cancer (20). Our study did not show any correlation
with the grade (tumor differentiation) of the tumor or
metastasis with IGF-1R expression. However, in our study,
tumor depth and size had significant correlation in univariate
analysis and tumor size had strong correlation in multivariate
analysis, although it was not statistically significant. Tumor
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Table III. Univariate analysis of correlation between IGF-1 staining and
clinicopathological factors.

Table V. Univariate analysis of correlation between IGF-1R staining
and clinicopathological factors.

IGF-1 staining

IGF-1R expression

Negative Positive Negative Positive
(n=41) (n=169) p-Value (n=71) (n=139) p-Value
Gender Gender

Male 28 (68%) 103 (61%) 0.3837 Male 48 (68%) 83 (60%)

Female 13 (32%) 66 (39%) Female 23 (32%) 56 (40%) 0.240
Age (years) 64.51+£1.92 64.78+0.94 0.8979 Age (years) 66.5+1.45 63.8+1.04 0.1341
CEA CEA

Normal 25 (76%) 88 (58%) 0.0564 Normal 39 (63%) 74 (60%)

Increased 8 (24%) 64 (42%) Increased 23 (37%) 49 (40%) 0.7182
Location Location

Colon 21 (51%) 112 (66%) 0.0728 Colon 46 (65%) 87 (63%)

Rectum 20 (49%) 57 (34%) Rectum 25 (35%) 52 (37) 0.7544
Tumor size (mm) Tumor size (mm)

<35 23 (56%) 34 (20%) <0.0001 <40 33 (46.5%) 41 (29.5%)

>35 18 (44%) 135 (80%) =40 38 (53.5%) 98 (70.5%) 0.0148
LN metastasis LN metastasis

Absent 32 (78%) 106 (63%) 0.0636 Absent 46 (65%) 92 (66%)

Present 9 (22%) 63 (37%) Present 25 (35%) 47 (34%) 0.8400
Recurrence Recurrence

Absent 36 (88%) 153 (91%) 0.6015 Negative 63 (89%) 126 (91%)

Present 5 (12%) 16 (9%) Positive 8 (11%) 13 (9%) 0.6617
Tumor differentiation Tumor differentiation

Well 32 (78%) 107 (63%) 0.0736 Well 50 (70%) 89 (64%)

Other 9 (22%) 62 (37%) Others 21 (30%) 50 (36%) 0.3542
Depth of invasion Depth of invasion

Tis-T1 18 (44%) 12 (7%) <0.0001 Tis-T1 15 (21%) 15 (11%)

T2-4 23 (56%) 157 (93%) T2-T4 56 (79%) 124 (89%) 0.0429
Lymphatic invasion Lymphatic invasion

Absent 30 (73%) 92 (54%) 0.0292 Absent 43 (61%) 79 (57%)

Present 11 (27%) 77 (46%) Present 28 (39%) 60 (43%) 0.6044
Venous invasion Venous invasion

Absent 22 (54%) 38 (22%) <0.0001 Absent 24 (34%) 36 (26%)

Present 19 (46%) 131 (78%) Present 47 (66%) 103 (74%) 0.2304

Table IV. Correlation of expression of IGF-1 and clinicopathological
factors using multivariate logistic regression analysis.

Table VI. Multivariate logistic regression analysis of correlation
between expression of IGF-1R and clinicopathological factors.

Odds 95% CI p-Value Odds 95% CI p-Value
ratio ratio
CEA  Increased vs. normal 1.229 0467-3.402 0.6792 Depth of invasion T2-4 vs. Tis-T1 1.678 0.720-3.894 0.228
Depth of invasion T2-4 vs. Tis-T1 4378 1.349-14.830 0.0147 Tumor size (mm) =40 vs. <40 1.816 0.962-3.421 0.0658
Tumor size 35 mm vs. <35 mm 4.058 1.642-10.156 0.0024
Lymphatic invasion Present vs. absent 1.513  0.595-3.981 0.3876
Venous invasion Present vs. absent 1953 0.670-5421 0.2039

metastasis probably depends on multiple factors, whereas IGF
may only contribute to a part of this complex process.

As IGF-1 is one of the growth factors associated with
colorectal cancer, this might have been the reason for positive
correlation between expression of IGF-1, IGF-1R and tumor
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size. In the circulation, IGF-1 binds mainly to the major IGF-
binding protein, IGFBP-3, which is believed to inhibit the
IGF-1-mediated effects (4). Because the biological effects of
IGF-1 are determined by the balance of IGF-1 and IGFBP-3,
it may be necessary to consider the expression of IGFBP-3
together with IGF. IGFBP-3 was not assessed here, which
might be considered as a drawback of this study.
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The expression of staining of IGF-1 seems to be more
frequent than that of IGF-1R in colorectal cancer specimens.
The clinicopathological factors in colorectal cancer that
have significant association with IGF-1 and IGF-1R
expression are tumor size and depth of invasion, but the
independence of significance of these associations was only
confirmed for IGF-1.
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