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IL-8 gene polymorphism in acute biliary and non biliary 
pancreatitis: probable cause of high level parameters?
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Backgrounds/Aims: Inflammatory mediators of the innate immune response play fundamental roles in the pathogenesis 
of acute pancreatitis. The correlation between interleukin-8 (IL-8) gene polymorphism with types of acute pancreatitis 
and severity of pancreatitis, was evaluated in this study. Methods: According to the diagnostic criteria, 176 patients 
with acute pancreatitis were grouped into biliary (n=83) and nonbiliary pancreatitis (n=93). Healthy blood donors 
(n=100) served as controls. Serum alanine transaminase, aspartate transaminase, total and direct bilirubin, amylase, 
lypase, white blood cell count and c-reactive protein levels were evaluated to correlate with IL-8 rs4073 (-251T/A) 
polymorphism, which was analyzed using a real-time polymerase chain reaction method with melting point analysis. 
Results: The IL-8 AA genotype was detected with a significantly higher frequency among the patients with acute biliary 
pancreatitis having higher alanine transaminase levels than the median range. Homozygote alleles were significantly 
higher among patients with acute biliary pancreatitis having amylase levels higher than the median range. Conclusions: 
Determination of the frequency of IL-8 polymorphism in acute pancreatitis is informative and provides further evidence 
concerning the role of IL-8 in laboratory tests. (Ann Hepatobiliary Pancreat Surg 2017;21:30-38)
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INTRODUCTION

Although acute pancreatitis (AP) is an acute in-

flammation of the pancreas and affects the peripancreatic 

tissue and surrounding organs, the global frequency of in-

cidence is 12-73/100000.1 In developed countries, the 

most common causes of AP are obstruction of gallstone 

in common biliary duct (38%) and alcohol intake 

(36%).2,3 Other etiologic factors can be classified as pan-

creatic divisum, hypercalcemia, post-ERCP (endoscopic 

retrograde cholangiopancreatography), idiocentric drug re-

actions, hypertriglyceridemia, trauma, infections, heredi-

tary, abdominal trauma, ischemia, autoimmunity, and 

idiopathy.4 In the current study, we have classified AP as 

acute biliary pancreatitis (ABP) and acute nonbiliary pan-

creatitis (ANBP), based on their etiologies.

Sudden onset of epigastric pain, increase of serum amy-

lase and lipase values more than three times, and the ultra-

sonography (USG), computed tomography (CT) and mag-

netic resonance imaging (MRI) findings of at least two 

pancreatic indications mentioned previously, are required 

for the diagnosis of AP.5,6 According to the revised 

Atalanta classification wherein the edematous and necrot-

izing forms are clinically separated, the disease is grouped 

as mild, moderate or severe. While the incidence of severe 

pancreatitis is 20%, the mortality rate of patients is only 

5%. The mortality rate increases with infected necrotic 

conditions. While organ damage and local complications 

are rarely seen in mild pancreatitis patients, they are more 

frequently encountered in moderate pancreatitis.6,7 In AP 

pathophysiology, the most widely observed indication is a 

local/systemic inflammatory response due to premature 

trypsin activity leading to autodigestion in the pancreatic 

tissue.8 No complete consensus has been reached in the 
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pathophysiology and proinflammatory factors examined.9,10 

The chemokine IL-8 was evaluated in the development 

and severity of the inflammatory response. Chemokines 

are divided into four subfamilies, depending on the pres-

ence of four cysteine residues in conserved locations of 

the primary structure, and whether the two amino terminal 

cysteine residues are adjacent or separated by one other 

amino acid. Four subfamilies are CXC, CC, C and CX3C. 

To date, IL-8 mainly belongs to the CXC subgroup.11 

However, many researches have shown differing results 

due to heterogeneity. Studies have determined that IL-8 

expression increases in ABP patients, having 100% sensi-

tivity, 81% specificity, and 88% diagnostic accuracy in 

acute pancreatitis, within the first 24 hours.12,13

Acute pancreatitis was diagnosed on the basis of clin-

ical findings, laboratory and imaging findings. Although 

there is no gold standard diagnostic method, amylase and 

lipase released from the pancreatic acinar cells are the ba-

sic laboratory tests in AP diagnosis. However, C-reactive 

protein (CRP), which is an acute phase reactant released 

from hepatocytes, is one of the important indicators of 

inflammation. CRP increase in the early stages of pancre-

atic necrosis is significant in terms of being an indicator 

of disease severity. Other parameters such as serum ala-

nine transaminase (ALT) and aspartate transaminase 

(AST) are also high; increase of bilirubin levels and rise 

in leukocyte levels were also investigated as clinical labo-

ratory parameters for AP.2,11,14-16

Among the imaging modalities, the CT findings con-

tributed majorly in determining the stage and severity of 

the disease. Pancreatitis heterogeneity, peripancreatic tis-

sue and changes in the perirenal fascia thickness indicate 

that the affected organs and liquid assets, pancreatic ne-

crosis findings and presence of pseudocysts, help in clin-

ically assessing the severity of the disease.3,6

In this study, we investigated gallstone originated ABP 

and ANBP patients, and whether there was a predis-

position to AP associated with IL-8 gene polymorphism, 

when compared to healthy population. In addition, we ex-

amined whether both groups of patients had different ge-

netic polymorphisms according to the severity of the 

disease. We investigated laboratory parameters, which 

may be important in the diagnosis of the disease stage, 

according to the levels of normal serum values, and ana-

lyzed the significance in terms of the polymorphism num-

ber IL-8 rs4073 (-251T/A).

MATERIALS AND METHODS

Between January 2010 to September 2014, patients di-

agnosed with ABP and ANBP, were hospitalized at the 

Istanbul Medeniyet University of general surgery and gas-

troenterology clinic. Their consent was received for par-

ticipation in genetic research; 83 patients with ABP were 

grouped as ABP group, and 93 patients with ANBP pa-

tients were grouped as ANBP group. Healthy adults with 

no history of gallstone and pancreatitis, were included into 

the study as the control group (CG – 100 subjects), and 

their informed consent for genetic contribution was sim-

ilarly taken. All 3 groups were investigated and compared 

in terms of IL-8 genetic polymorphism.

Patients having abdominal pain, levels of amylase and 

lipase three times more than normal, and with gallstones 

identified on USG, were considered in the ABP group. 

Patients with a clinical history and laboratory findings of 

AP, but not showing gallstone in USG, were considered 

in the ANBP group. In addition to genetic polymorphism, 

laboratory tests such as white blood cell (WBC) count, 

CRP, ALT, AST, total bilirubin and direct bilirubin serum 

levels, as well as CT findings of the pancreas, were 

evaluated. Both patient groups were classified as mild, 

moderate and severe in order to evaluate genetic poly-

morphisms, by using revised classification of Atlanta.3 

Blood samples taken from all patients were studied and 

compared between the groups, in terms of IL-8 genetic 

polymorphism. Also, implementation of ERCP, and re-

current pancreatitis development although chol-

ecystectomy was conducted; two or more areas with fluid 

collection in CT, pseudocyst presence, the number of at-

tacks were investigated in terms of polymorphisms, and 

the significance of difference was analyzed between the 

two groups. IL-8 polymorphism was investigated accord-

ing to the etiologic factors detected in ANBP patients.

DNA isolation and genetic polymorphism 

investigation

Peripheral blood samples from patients and control 

groups were taken into EDTA tubes and stored at –20oC. 

DNA isolation from these samples was performed using 

the Bio Basic BS684-250 (Ontario Canada) coded commer-
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Table 1. Comparison of polymorphism number IL-8 rs4073 (-251T/A) between acute biliary pancreatitis (ABP) and control groups

ABP group Control group Total
p-value

n (%) n (%) n (%)

IL-8
 
 
Total
IL-8
 
Total

AA
AT
TT
 
Significant
Insignificant
 

11 (13.3)
42 (50.6)
30 (36.1)
83 (100)
41 (49.4)
42 (50.6)
83 (100)

10 (10)
59 (59)
31 (31)

100 (100)
41 (41)
59 (59)

100 (100)

 21 (11.5)
101 (55.2)
 61 (33.3)
183 (100)
 82 (44.8)
101 (55.2)
183 (100)

0.538a

 
 
 

0.297b

 
 

aPearson chi square test (monte carlo). bFisher exact test (exact)

Fig. 1. Agarose gel image of IL-8 homozygote and hetero-
zygote alleles.

cial kit, according to the manufacturer's protocol. For IL-8 

rs4073 (-251T/A) number polymorphism, the following 

primers were used for PCR and DNA fragment amplifica-

tion – F (forward primer): 5'-CAT GAT AGC ATC TGT 

AAT TAA CTG, and R (reverse primer): 5'-CTC ATC 

TTT TCA TTA TGT CAG AG (archivesoforalbiology 5 

8 (2 0 1 3) 2 1 1-2 1 7). Amplified PCR fragments were 

cut by the Mf II (Thermo Scientific) enzyme, and separated 

and analyzed in 2% agarose gel. Bands of 349 bp in homo-

zygous TT individuals, 349+202+147 bp from the hetero-

zygote TA individuals, and bands of 202 and 147 bp from 

homozygous AA individuals were obtained (Fig. 1).

Statistical methods

The SPSS 22.0 (IBM Corporation, Armonk, New York, 

United States) program was used for data analysis. 

Compliance with the normal distribution of data was eval-

uated by the Shapiro-Wilk test, and homogeneity of var-

iance was evaluated by the Lenev test. While comparing 

the two independent groups, Independent-samples t test 

was used with Bootstrap results, Mann-Whitney U test 

was used with a Monte Carlo simulation technique. While 

One-Way ANOVA (Robust Testing: Brown-Forsythe) was 

used for comparing Multiple groups with Bootstrap re-

sults, Kruskal-Wallis H test was used with a Monte Carlo 

simulation technique. For comparison of categorical data, 

the Pearson Chi-square and Fisher exact test were eval-

uated with the Monte Carlo simulation technique. 

Quantitative data were expressed as mean±std. (standard 

deviation) and median Range (maximum-minimum) at 

tables. Categorical data were expressed with n (number) 

and the percentage (%). Data were examined in 95% con-

fidence level, and p-value lesser than 0.05 was assumed 

significant.

RESULTS

Statistically, the IL-8 BPG rs4073 (-251T/A) number 

polymorphism, AA and TT homozygous alleles were sig-

nificantly different between the ABP and ANBP groups, 

but no significant difference was obtained with regards to 

AT heterozygous alleles. AA, TT, and AT genotypes are 

additionally evaluated in terms of polymorphism, that was 

responsible for the susceptibility of the disease.

Group of patients with acute biliary pancreatitis

The ABP and control groups showed no statistically 

significant difference in terms of IL-8 rs4073 (-251T/A) 

polymorphism, AT, TT homozygote genotypes and alleles 

(Table 1). Also, no significant difference was observed 
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Table 2. Gender difference in the ABPG group: IL-8 rs4073 (-251T/A) number polymorphism in terms of revised Atlanta criteria

IL-8 gene polymorphism

p-value

IL-8 gene polymorphism

p-value
AA (n=11) AT (n=42) TT (n=30)

Insignificant 
(n=42)

Significant 
(n=41)

Gender
 
Atlanta criteria
 
 
Amylase
Lipase
Aspartate 

transaminase
Alanine 

transaminase
Total bilirubin
Direct bilirubin
White blood cell 

count
C-reactive protein

7 (63.6)
4 (36.4)
9 (81.8)
1 (9.1)
1 (9.1)

225 (1282-49)
147 (1487-25)
31 (124-12)

 
20 (67-9)

 
1.27 (13.8-0.51)
0.25 (36-0.12)
6.73 (12.4-0.63)

 
 5 (15-0.09)

23 (54.8)
19 (45.2)
39 (92.9)
3 (7.1)
0 (0)

334 (3821-60)
149.5 (3723-8)

34 (373-14)
 

29.5 (506.1-14)
 

6.95 (20.5-0.53)
 4 (28-0.01)

2.025 (12.78-0.33)
 

0.655 (12-0.03)

23 (76.7)
7 (23.3)

29 (96.7)
1 (3.3)
0 (0)

289.5 (3821-29)
135 (1400-19)
29.5 (717-14)

 
30.5 (376-8)

 
4.35 (20.5-0.53)
3.5 (42-0.06)

 2.89 (24.92-0.29)
 

1.535 (14-0.05)

0.156
 

0.118
 
 

0.853
0.816
0.781

 
0.028

 
0.285
0.554
0.205

 
0.338

23 (54.8)
19 (45.2)
39 (92.9)
3 (7.1)
0 (0)

334 (3821-60)
149.5 (3723-8)

34 (373-14)
 

29.5 (506.1-14)
 

6.95 (20.5-0.53)
  4 (28--0.01)

2.025 (12.78-0.33)
 

0.655 (12-0.03)

30 (73.2)
11 (26.8)
38 (92.7)
2 (4.9)
1 (2.4)

254 (3821-29)
147 (1487-19)
31 (717-12)

 
24 (376-8)

 
3.51 (20.5-0.51)
0.54 (42-0.06)
 6.2 (24.92-0.29)

 
4 (15-0.05)

0.108
 
1
 
 

0.597
0.568
0.681

 
0.072

 
0.470
0.853
0.284

 
0.239

Fig. 2. IL-8 rs4073 (-251T/A) polymorphism according to ala-
nine transaminase (ALT) level in acute biliary pancreatitis 
patients.

between genders for IL-8 polymorphism (Table 2). 

According to the revised criteria Atlanta, mild, moder-

ate and severe pancreatitis were also not significantly dif-

ferent in terms of IL-8 rs4073 (-251T/A) polymorphism 

(Table 2). Evaluation of serum amylase, lipase, AST, 

ALT, total bilirubin, direct bilirubin, WBC and CRP se-

rum levels revealed that ALT levels of patients with geno-

type AA were higher than in patients with genotype AT 

and TT (p=0.028; Table 2 and Fig. 2).

Statistical analysis revealed no significant difference 

between ABP group and control groups, in the following 

traits evaluated: the patients undergoing the disease first 

and more in terms of polymorphism in acute biliary pan-

creatitis patients (p=0.093); patients who had perirenal 

fascia thickness (p=0.685); fluid accumulation in two or 

more areas (p=0.685); presence of pseudocyst (p=0.352); 

the patients who had not in terms of polymorphism num-

ber IL-8 rs4073 (-251T/A) in CT findings; Further, no sig-

nificant findings were observed in terms of polymorphism 

number of IL-8 rs4073 (-251T/A) in patients post-ERCP 

(p=0.130), and those undergoing recurrent pancreatitis af-

ter cholecystectomy (p=0.856) (Table 3).

Group of patients with acute nonbiliary pancreatitis

Statistical analysis between the ANBP and control 

groups also revealed no statistically significant difference 

in terms of IL-8 rs4073 (-251T/A) polymorphism, AA, 

AT, TT homozygote genotypes and alleles (p=0.837) 

(Table 4). Similarly, insignificant differences were ob-

served between genders (p=0.419), and between mild, 

moderate and severe pancreatitis (p=0.188), in terms of 

IL-8 rs4073 (-251T/A) polymorphism according to the re-

vised criteria Atlanta (Table 5). Evaluation of the labo-

ratory parameters for amylase, lipase, AST, ALT, total bi-

lirubin, direct bilirubin, WBC and CRP serum levels re-

vealed that the increase in amylase levels was higher in 

patients having homozygous alleles (AA and TT) (Table 

5 and Fig. 3).

No significant differences were observed for the fol-
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Table 3. Computed tomography findings in the acute biliary pancreatitis group:comparison of ERCP conducting or chol-
ecystectomy after pancreatitis in IL-8 rs4073 (-251T/A) number polymorphism

IL-8 gene polymorphism

p-value

IL-8 gene polymorphism

p-value
AA (n=11) AT (n=42) TT (n=30)

Insignificant 
(n=42)

Significant 
(n=41)

Number of attacks*
Prerenal fascia thickness
 
Pseudocyst
 
Accumulation of fluid in the 

space of two or more
ERCP conducted?
 
If undergone cholecystectomy, 

have any other attack?

 
No
There is
No
No
No
There is
No
Yes
No
Yes

1 (1-1)
 9 (81.8)
 2 (18.2)
10 (90.9)
1 (9.1)

 9 (81.8)
 2 (18.2)
11 (100)
0 (0)

10 (90.9)
1 (9.1)

1 (4-1)
39 (92.9)
3 (7.1)

39 (92.9)
3 (7.1)

39 (92.9)
3 (7.1)

41 (97.6)
1 (2.4)

40 (95.2)
2 (4.8)

1 (4-1)
27 (90)
3 (10)

30 (100)
0 (0)

27 (90)
3 (10)

26 (86.7)
 4 (13.3)
27 (90)
3 (10)

0.093
0.685

 
0.352

 
0.685

 
0.130

 
0.856

 

1 (4-1)
39 (92.9)
3 (7.1)

39 (92.9)
3 (7.1)

39 (92.9)
3 (7.1)

41 (97.6)
1 (2.4)

40 (95.2)
2 (4.8)

1 (4-1)
36 (87.8)
 5 (12.2)
40 (97.6)

1 (2.4)
36 (87.8)
 5 (12.2)
37 (90.2)

4 (9.8)
37 (90.2)

4 (9.8)

0.864
0.483

 
0.616

 
0.483

 
0.202

 
0.433

 

OneWay ANOVA (Brown-Forsythe) - (Method:Bootsrap) Kruskal Wallis Test Post Hoc Test (Monte Carlo) Independent T Test 
(Bootstrap) - Mann Whitney U test (Monte Carlo) - Pearson Chi-Square Test (Monte Carlo) - Fisher Exact Test (Monte Carlo). 
*Median range (maximum-minimum) n (%)

Table 4. Comparison between acute non-biliary pancreatitis (ANBP) and control groups in terms of IL-8 rs4073 (-251T/A) number 
polymorphism

ANBP group Control group Total
p-value

n (%) n (%) n (%)

IL-8
 
 
Total
IL-8
 
Total

AA
AT
TT
 
Significant
Insignificant
 

11 (11.8)
51 (54.8)
31 (33.3)
93 (100)
42 (45.2)
51 (54.8)
93 (100)

10 (10)
59 (59)
31 (31)

100 (100)
41 (41)
59 (59)

100 (100)

 21 (10.9)
110 (57)
 62 (32.1)
193 (100)
83 (43)

110 (57)
193 (100)

0.837
 
 
 

0.565
 
 

lowing traits evaluated: patients undergoing the disease 

first and more in terms of polymorphism in acute non-

biliary pancreatitis patients (p=0.901); patients who had 

perirenal fascia thickness in terms of polimorphism num-

ber IL-8 rs4073 (-251T/A) (p=0.170); polymorphism be-

tween the patient groups with alcohol, drugs, autoimmune 

and idiopathic etiologic factors, as observed in our clinic 

(p=0.552) (Table 6).

DISCUSSION

Chemokines play an important role in the onset and de-

velopment of AP. In addition, due to the systemic in-

flammatory response syndrome which develops after onset 

of the disease, complications of other organs results in the 

development of multiple organ dysfunction.11 Being a sig-

nificant activator for neutrophils, the chemokine IL-8 

plays an important role in the cascade of inflammation.17,18

Analyzing creation of the cytoskeleton at the cellular 

level, it is known that similar to other chemokines, IL-8 

affects the intracellular Ca+2 changes, activation of in-

tegrins, and exocytosis of the granule protein. Like many 

other inflammatory diseases (psoriasis, rheumatoid arthri-

tis, lung disease), that the levels of serum IL-8 serum are 

overexpressed in AP.19-21 In addition, IL-8 play a key role 

by activating neutrophilic leukocytes in the development 

of acute respiratory distress syndrome, and this factor 

could be responsible for affecting the process in patients 

with severe pancreatitis.11 IL-8 is especially seen to in-

creases in the early period of AP, and there is a correla-

tion between the serum concentrations and the pathogenic 

effects formed by the disease severity.11,22,23

Clinical studies on the rising serum levels of IL-8 in 

the inflammatory process have also been a lodestar for the 
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Table 5. Analysis of gender, laboratory parameters, and IL-8 rs4073 (-251T/A) number polymorphism in the acute non-biliary 
pancreatitis group, as per the terms of revised Atlanta criteria

IL-8 gene polymorphism

p-value

IL-8 gene polymorphism

p-value
AA (n=10) AT (n=46) TT (n=28)

Insignificant 
(n=46)

Significant 
(n=38)

Gender
 
Atlanta criteria
 
 
Amylase
Lipase
Aspartate 

transaminase
Alanine 

transaminase
Total bilirubin
Direct 

bilirubin
White blood 

cell count
C-reactive 

protein

4 (40)
6 (60)

10 (100)
0 (0)
0 (0)

596.5 (2645-95)
130.5 (745-23)
20.5 (334-12)

 
16.5 (73-5)

 
0.745 (3.65-0.43)
0.185 (0.98-0.07)

 
9.3 (15.8-4)

 
6.5 (10-4)

 

27 (58.7)
19 (41.3)
41 (89.1)
5 (10.9)
0 (0)

291 (3821-32)
101 (1570-8)

28 (717-12)
 

22.5 (447-5)
 

 0.9 (4.56-0.29)
0.22 (0.97-0.07)

 
9.05 (19-4.85)

 
8 (28-2)

 

18 (64.3)
10 (35.7)
22 (78.6)
4 (14.3)
2 (7.1)

482 (1487-98)
263.5 (3020-17)

26 (674-12)
 

18 (598-6)
 

1.005 (4.22-0.32)
0.215 (2.1-0.06)

 
8.425 (17.6-4.85)

 
6.5 (42-3)

 

0.419
 

0.188
 
 

0.057
0.283
0.79

 
0.242

 
0.6
0.667

 
0.709

 
0.685

 

27 (58.7)
19 (41.3)
41 (89.1)
5 (10.9)
0 (0)

291 (3821-32)
101 (1570-8)
28 (717-12)

 
22.5 (447-5)

 
 0.9 (4.56-0.29)
0.22 (0.97-0.07)

 
9.05 (19-4.85)

 
8 (28-2)

 

22 (57.9)
16 (42.1)
32 (84.2)
4 (10.5)
2 (5.3)

537.5 (2645-95)
227.5 (3020-17)
 24 (674-12)

 
17.5 (598-5)

 
 0.92 (4.22-0.32)
0.205 (2.1-0.06)

 
8.8 (17.6-4)

 
6.5 (42-3)

 

1
 

0.328
 
 

0.023
0.159
0.561

 
0.104

 
0.817
0.836

 
0.439

 
0.376

 

Fig. 3. IL-8 rs4073 (-251T / A) polymorphism according to 
amylase level in acute non-biliary pancreatitis patients.

genetic surveys, resulting in polymorphism of the chemo-

kine, predisposing an increase towards AP.11 IL-8251 

gene polymorphism was evaluated in this study. The het-

erozygous mutant variants in severe acute pancreatitis 

were frequently higher comparing with the control group 

(p=0.026), and the TT genotype was found higher in mild 

AP patients (p=0.051).11 In another study, the AA, AT and 

TT genotypes and alleles were examined in terms of poly-

morphism number IL-8 rs4073 (-251T/A). Results re-

vealed heterozygous AT genotype in destructive AP 

73.3% (p＜0.05), 42.2% in edematous pancreatitis cases, 

and 46% in control group. No significant relationship was 

observed between AT genotype and destruction in AP (p
＜0.05).24 However, one study reported no significant dif-

ference in terms of polymorphism number IL-8 in the AP 

rs4073 between AP patients and healthy population. The 

same study also showed no significant findings in SAP.11 

In our study, both ABP and ANBP patients were sepa-

rately investigated for homozygous (AA and TT), AA, 

TT, and AT genotypes in terms of polymorphism number 

IL-8 rs4073 (-251T/A); no significant difference was ob-

served when compared to control group. Also, no differ-

ences were observed in terms of polymorphism in disease 

severity between the two groups, according to revised 

Atlanta classification.

The most common etiologic causes of AP are alcohol 

and gallstones.8,25 While alcohol-related AP is more com-

mon in males, gallstone related pancreatitis is more fre-

quent in women. The pathophysiology may be explained 

by the damage caused due to the obstruction that occurs 

in the ampulla of Vater attached to the gallstone in AP, 

and released stasis and fluid retention which causes the 

accumulation of enzymes in the pancreatic canal.26 

Whatever the etiology, increase in the amylase and lipase 

levels are important diagnostic criteria for all APs.5,27 

However CRP, whose serum level rises in AP, may be 
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Table 6. Computed tomography findings, the number of attacks and the etiology of IL-8 rs4073 (-251T/A) number polymorphism 
in acute non-biliary pancreatitis group

IL-8 gene polymorphism

p-value

IL-8 gene polymorphism

p-value
AA (n=10) AT (n=46) TT (n=28)

Insignificant 
(n=46)

Significant 
(n=38)

Number of attacks*  1 (2-1) 1 (8-1) 1 (4-1) 0.901 1 (8-1) 1 (4-1) 0.669
Pre-renal fascia 

thickness
Etiologic cause
 
 
 

No
There is
Alcohol
Drug
İdiopathic
Autoimmune

10 (100)
0 (0)
0 (0)
0 (0)

10 (100)
0 (0)

44 (95.7)
2 (4.3)
1 (2.2)
0 (0)

45 (97.8)
0 (0)

24 (85.7)
 4 (14.3)
1 (3.6)
1 (3.6)

25 (89.3)
1 (3.6)

0.17
 

0.552
 
 
 

44 (95.7)
2 (4.3)
1 (2.2)
0 (0)

45 (97.8)
0 (0)

34 (89.5)
 4 (10.5)
1 (2.6)
1 (2.6)

35 (92.1)
1 (2.6)

0.403
 

0.602
 
 
 

OneWay ANOVA (Brown-Forsythe) - (Method:Bootsrap) Kruskal Wallis Test Post Hoc Test (Monte Carlo) Independent T Test 
(Bootstrap) - Mann Whitney U test (Monte Carlo) - Pearson Chi-Square Test (Monte Carlo) - Fisher Exact Test (Monte Carlo). 
*Median range (maximum-minimum) n (%)

one of the nonspecific acute phase reactants which can 

be the marker of severity. The excessive leukocyte activa-

tion which develops with cytokines plays an important 

role in the pathogenesis of pancreatitis with inflammatory 

effect. Abnormal phagocytic leukocyte hyperstimulation 

could be the cause of fatal pancreatitis.8,10,15,28-31

Serum transaminases and bilirubin are used to identify 

biliary etiology from nonbiliary in AP. The increase of 

serum ALT level in the presence of gallstones was shown 

in biliary etiology, and patients with ALT＞150 units/L 

had a positive predictive value for ABP. Serum total bilir-

ubin value ＞3 mg is significant for ABP and important 

for identifier diagnosis.16,32-36 In our study, the evaluation 

of laboratory parameters in patients with ABP and ANBP 

revealed serum ALT median value in ABP patients with 

AA genotype was higher than the AT and TT genotypes. 

No statistical significance was observed between the pa-

tients having high and normal levels of amylase, lipase, 

AST, total and direct bilirubin, leukocytes, and serum 

CRP levels (Table 4). However, in ANBP patients, the 

median value of serum amylase was significantly higher 

in patients having homozygous (AA and TT) alleles than 

in the AT heterozygous genotype patients. In lipase, ALT, 

AST, total and direct bilirubin, WBC and CRP levels, no 

significant polymorphism difference was observed (Table 

5).

The positive predictive value for ABP when ALT val-

ues are more than three times the normal, and patients 

having increased ALT median values were seen most fre-

quently in AA genotype. This could be an insight as one 

of the factors which increase due to the IL-8 rs4073 

(-251T/A) number polymorphism. Studies conducted with 

larger patient population are required.

In CT findings for pancreatic growth, inflammatory 

changes around the pancreatic fluid collections, density 

changes in pancreatic tissue, and pancreatic gas formation 

within the intestinal tract of fistula are important diag-

nostic criteria for AP. At the same time, it is important 

for the recognition of intra-abdominal complications and 

the severity of the disease.3,6,36 Balthazar classification, 

perirenal space and fascia signs are very important for this 

evaluation. According to CT accumulation of fluid in the 

peripancreatic area and increase in the perirenal fascia 

thickness, which can be evaluated as a transmission from 

mild to moderate form, are important findings.2,37-39 

According to the CT findings in patients with acute biliary 

pancreatitis in terms of IL-8 rs4073 (-251T/A), no sig-

nificant difference was observed between the patient 

groups who had increase in the perirenal fascia thickness 

and two or more areas of fluid accumulation, and those 

who did not have either. In the group of patients with 

acute non-biliary, no statistically significant finding was 

observed in terms of increase in perirenal fascia thickness. 

Correlation of the IL-8 rs4073 (-251T/A) polymorphism 

with CT findings in favor of disease severity was thus not 

observed.

However, recurrent AP pancreatitis may develop, de-

pending on the continuance of the etiological factors. 

ERCP is increasingly seen to have an important place in 

the treatment of ABP patients with the continuation of 
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obstruction. With removal of the obstruction, either spon-

taneously or after ERCP, the rate of complications was 

decreased in less than 48 hours, than in cases with ob-

structions lasting more than 48 hours. ERCP necessity can 

adduce continuing inflammation owing to bile duct ob-

struction, due to impacted stone and this condition can in-

crease the severity of ABP. But despite sphincterotomy 

performed with ERCP for gallstone in the ABP patients, 

and cholecystectomy treatment, recurrent pancreatitis may 

develop due to an unknown etiology.34-36,40 Even though 

laparoscopic cholecystectomy is curative when gallbladder 

stones or sludge are detected, several patients who have 

undergone cholecystectomy present repeated attacks of 

pancreatitis.41 No significant difference in both groups 

was observed with patients having first time AP and hav-

ing multiple APs. Likewise, with patients who undergone 

AP after cholecystectomy in ABP patients were evaluated, 

no statistically significant difference was observed.

Etiology is very important for the evaluation of disease 

severity and determination of the treatment method in pa-

tients with acute non-biliary pancreatitis. Distinguishing 

the alcohol-related pancreatitis from gallstone-related pan-

creatitis is necessary for the determination of the type of 

treatment. Permanent organ damage and morbidity are 

higher in alcohol-related pancreatitis compared to others. 

However, the frequency of autoimmune pancreatitis is less 

than 5%, and it is treatable with corticosteroids, which is 

different from others. In addition, autoimmune pancreatitis 

can be evaluated with response to steroid therapy, a meth-

od very different from the other disease manifestations. 

The idiopathic pancreatitis is the AP reason which may 

have the most serious permanent organ damage and mor-

tality among all other etiology cases.9,42-44 In the present 

study, no statistically significant difference was observed 

between the alcohol, autoimmune, idiopathic and medi-

cation related ANBP patients in the evaluation carried out 

on the purpose of analysing whether the treatment and 

disease severity variables are different by etiology, and 

depended on the genetic polymorphism or not.

In conclusion, in our studies with patients having bili-

ary and nonbiliary etiologies, we did not observe any stat-

istically significant finding that polymorphism number 

IL-8 rs4073 (-251T/A) could form a predisposition to the 

disease or to its severity. However, higher ALT values de-

termined in the genotype of the ABP, the homozygous 

variant (AA and TT) with high levels of amylase in 

ANBP patients, it should be kept in mind that this could 

lead to increased tissue damage in the AP patients in 

terms of IL-8 rs4073 (-251T/A) polymorphism.
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