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Background: C-reactive protein (CRP) has been used as an indicator of postoperative complications in
abdominal surgery. Its short half-life makes it a reliable marker of the systemic inflammatory response
secondary to a surgical procedure or to the appearance of complications, rapidly returning to normal
values with the recovery of the patient.
Aim: To demonstrate the value of sequential serum determinations of postoperative C-reactive protein
(CRP) and white blood cell counts (WBC) in the identification of increased risk of anastomotic leakage
after colorectal surgery.
Methods: We reviewed the daily postoperative serum CRP and white blood cell counts in 173 patients
who underwent surgery for colorectal disease with anastomosis, between January 2008 and October
2009. Patients with anastomotic leakage (Group A, n = 24) were compared to patients without leakage
(Group B, n = 149). Patients with ongoing infections before surgery or with acquired postoperative
infections other than leakage were excluded. Mean pre- and postoperative values of CRP and WBC were
compared.
Results: The diagnosis of anastomotic leakage was made between the 4th and 11th postoperative day
(POD; mean 7th POD). The daily average values of serum CRP were significantly higher in group A
starting at the 2nd POD and remained significantly elevated until the diagnosis of leakage (p = 0.003).
The cut-off value of 140 mg/L on the 3rd POD maximized the sensitivity (78%) and specificity (86%) of
serum CRP in assessing the risk of leakage. Comparison of postoperative serum WBC values did not show
any significant differences between the two groups until the 6th POD.
Conclusion: According to these results, an early and persistent elevation of CRP after colorectal surgery
with anastomosis, is a marker of anastomotic leakage. A cut-off value > 140 mg/L on POD3 maximizes
sensitivity and specificity.

© 2011 Surgical Associates Ltd. Published by Elsevier Ltd. All rights reserved.

1. Introduction

There are multiple risk factors associated with anastomotic
leakage, yet it is difficult to predict this complication in individual

Anastomotic leakage is a serious complication after colorectal
surgery, associated with increased postoperative morbidity and
mortality, longer length of hospital stay and higher costs related to
caregiving.!™ This complication is also an independent factor of
poor prognosis in patients undergoing curative resection for colo-
rectal cancer, contributing to local recurrence and decreased
survival in these patients.>~8
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patients.”

Despite the increased understanding about risk factors for
anastomotic leakage and improvement in surgical technique,
anastomotic leakage remains an important complication and
occurs without obvious cause in some patients with no known risk
factors.”

The diagnosis of anastomotic leakage should be as early as
possible in order to reduce its associated morbidity and mortality.'°
C-reactive protein (CRP), an acute phase protein synthesized by the
liver, has been used as an indicator of postoperative complications
in abdominal surgery.>!"=!3 Due to its short half-life (19 h), CRP is
a reliable marker of systemic inflammatory response secondary to
the surgical procedure or even a marker of complications, tending
to normalize rapidly with the patient’s recovery.>!4 Recently, this
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Table 1
Characteristics of patients submitted to colorectal resection with primary anasto-
mosis: Group A — with leakage; n = 24; Group B — without leakage; n = 149.

Group A Group B P

Mean age (years) 69.5 65.5 0.77

Gender 0.82
Male 13 (54.2%) 75 (50.3%)

Female 11 (45.8%) 74 (49.7%)

Disease 0.65
Cancer 17 (70.8%) 112 (75.2%)
Inflammatory bowel disease 2(8.3%) 6 (4.0%)

Diverticular disease 0 (0.0%) 4(2.7%)
Other pathologies 5 (20.9%) 27 (18.1%)

Surgical planning 0.36
Elective 22 (91.7%) 142 (95.3%)

Emergency 2(8.3%) 7 (4.7%)

Surgical approach 0.08
Laparotomy 23 (95.8%) 119 (79.9%)
Laparoscopy 1(4.2%) 30 (20.1%)

Type of resection 0.25
Right colon 6 (25.0%) 62 (41.6%)

Left colon 12 (50.0%) 56 (37.6%)
Rectum 4(16.7%) 31 (20.8%)
Total colectomy 2(8.3%) 0 (0.0%)
Average hospital stay (days) 29.5 11.7 <0.001
Postoperative mortality (%) 12.5 2.7 0.02
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Fig. 1. Evolution of serum CRP in the pre- and postoperative period in patients with
and without anastomotic leakage (p = 0.003).

protein has been identified as an early predictor of abdominal
septic complications after esophageal, pancreatic and rectal
resection,>131>16

This study aimed to evaluate the utility of sequential post-
operative serum determinations of CRP and white blood cell counts
(WBC) in the identification of the increased likelihood of anasto-
motic leakage after colorectal surgery.

2. Methods

173 consecutive patients who underwent surgery for colorectal disease with
primary anastomosis between January 2008 and October 2009, were assigned to

one of two groups according to the presence or absence of anastomotic leakage:
with anastomotic leakage (Group A, n = 24), without anastomotic leakage (Group B,
n = 149). Exclusion criteria for this study were age younger than 18 years, presence
of a defunctioning stoma, ongoing infection before surgery or an acquired infection
in the postoperative period other than leakage. Only patients with more than three
postoperative determinations of CRP and serum WBC were included in this study.
The two groups were compared according to the following characteristics: gender
and average age of patients, underlying pathology, planning of intervention (elective
vs. urgent), surgical approach (laparotomy vs. laparoscopy), type of resection, mean
hospital stay, postoperative mortality, and mean values of serum CRP and WBC in
the pre-and postoperative period. Serum CRP <3 mg/L and serum WBC <11 x 10°/L
were considered normal values.

Anastomotic leakage was diagnosed on the clinical signs of peritonitis and/or
clinical evidence of free faecal fluid within the abdomen or emerging from the drain
site. On clinical suspicion and whenever deemed necessary, the diagnosis was
confirmed by abdominal and pelvic CT scan, using intravenous and anorectal
contrast.

Differences between groups were evaluated based on the chi-square test for the
dichotomic variables and on the Mann—Whitney test for the continuous variables. p
Values < 0.05 were considered significant. The ROC (receiver operator character-
istic) curves of CRP were used to determine the best cut-off values for anastomotic
leakage. The ROC curves are a plot of the sensitivity (true positives) of the test
against 1-specificity (false positives), for each threshold of the test (each CRP level).
Each point on the ROC curve represents a particular pair of sensitivity and (1-)
specificity for each determined threshold.

3. Results

There was no significant difference between the two groups
regarding gender (p = 0.82) and mean age (p = 0.77) of patients,
underlying disease (p = 0.65), planning of intervention (elective vs.
urgent, p = 0.36), surgical approach (laparotomy vs. laparoscopy,
p = 0.08) and type of resection (p = 0.25). Mean hospital stay was
significantly higher in group A (29.5 vs. 11.7 days, p < 0.001).
Postoperative mortality was significantly higher in group A (12.5%
vs. 2.7%, p = 0.02) (Table 1).

The diagnosis of anastomotic leakage was performed between
the 4th and 11th POD (mean 7 days). The therapeutic options in
patients with anastomotic leakage were: defunctioning stoma
(n = 17), drainage of abdominal and/or pelvic abscess (n = 4) and
medical treatment with intravenous antibiotics (n = 3).

Mean preoperative values of serum CRP were not significantly
different between patients operated for cancer and for benign
colorectal disease.

There was no statistically significant difference in preoperative
CRP between the two groups. In the postoperative period, however,
it was clearly observed that from POD 2 onwards, the values of
serum CRP were significantly higher in group A (Table 2). In group
B, mean serum CRP reached a peak on POD 2, followed by a rapid
decline thereafter (Fig. 1).

On POD 2, mean serum CRP was 187 mg/L in group A and
132 mg/L in group B (p = 0.001). On POD 3, those values were
201 mg/L in group A and 105 mg/L in group B (p < 0.001) (Table 2).
Based on the evaluation of the ROC curves (Fig. 2), a cut-off value of
140 mg/L on POD 3 maximized the sensitivity (78%) and specificity
(86%) of serum CRP in predicting the risk of leakage (Table 3).

The comparison of postoperative serum WBC values did not
reveal any significant differences between groups until the POD 6
(Table 4, Fig. 3).

Table 2
Mean values of CRP in the pre- and postoperative periods (Group A — with leakage; Group B — without leakage).
CRP (mg/L)
Pre POD1 POD2 POD3 POD4 POD5 POD6 POD7 POD8 POD9
Group A 22 116 187 201 184 162 178 201 209 174
Group B 15 98 132 105 69 40 40 29 49 36
p 0.55 0.13 0.001 <0.001 <0.001 <0.001 <0.001 <0.001 <0.001 <0.001

POD: postoperative day.
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Fig. 2. Receiver operator characteristic (ROC) curve for cut-off analysis of serum CRP
on POD 2 and 3 in patients with anastomotic leakage.

Table 3
Sensitivity and specificity of serum CRP used as a cut-off in the identification of
anastomotic leakage, calculated on postoperative days 2 and 3 (ROC analysis).

D2 D3
CRP (mg/L) Sensitivity (%) Specificity (%) Sensitivity (%) Specificity (%)
70 100 9 92 9
100 89 23 89 54
120 89 34 89 69
130 78 43 78 77
140 67 51 78 86
160 56 63 56 86

POD: postoperative day.

4. Discussion

The incidence of anastomotic leakage after colorectal surgery
varies between 1% and 40%, depending on the definition of leakage
and on the type of resection performed,™® being higher in
extraperitoneal anastomosis.? This complication is associated with
high mortality (4%—15%),° accounting for more than a third of
hospital deaths after colorectal surgery.?® In our study, the
mortality observed in group A was 12.5% (3/24).

Therefore, the necessity of an early diagnosis of anastomotic
leakage becomes clear. However, this diagnosis is not always easy
in the early postoperative period because of the few clinical
manifestations present at that time, which contributes to increased
morbidity and mortality. The presence of respiratory, neurologic or
abdominal symptoms, such as pain and bloating does not allow an
early diagnosis of leakage, as these symptoms usually occur after
POD 4.7?! However, according to some studies, these may be
regarded as complications that precede by several days the

Table 4

diagnosis of anastomotic leakage.!” The presence of fever and
abdominal hypersensitivity, as well as the time it takes to recover
bowel function, do not specifically identify patients with anasto-
motic leakage.!”?!

According to Alves et al,! the delayed diagnosis (after POD 5) of
anastomotic leakage is associated with a mortality rate of 18%, but
minimal morbidity if diagnosed and treated before POD 5. Early
detection of this complication is essential for timely institution of
treatment, making early distinctive markers useful.

CRP is a protein synthesized almost exclusively by the hepato-
cytes as part of the acute phase response, stimulated by IL-6, a-TNF
and IL-1p originating at the site of inflammation.!® This protein acts
at the endothelial cells and on complement, thereby participating
in the inflammatory cascade. Its short half-life (approximately
19 h), makes CRP a valuable marker for detecting disease activity,
inflammatory response and postoperative recovery or the appear-
ance of postoperative complications.'®

Elevated preoperative CRP was considered an independent
predictor of poor prognosis in patients with hepatocellular,
pancreatic and colon cancer.”® This inflammatory marker was also
used in detecting pancreatic necrosis and in monitoring the
severity of patients with acute pancreatitis.!> Together with clinical
signs and other inflammatory markers, CRP has been evaluated as
an indicator of an unfavorable postoperative course, including
surgical and non-surgical complications.!>?! Recently, this protein
was identified as an early predictor of septic complications after
esophageal, pancreatic and rectal resection.?! Given the potential
complications associated with anastomotic leakage in colorectal
surgery, particular emphasis has also been given to this marker in
this area.

In this series, we observed that from the second postoperative
day onwards, mean serum CRP was significantly higher in the
group who developed leakage, and this marker remained elevated
until the diagnosis of the complication. These results are consistent
with others recently published®!3222 and seem to suggest that the
early and sustained elevation of postoperative serum CRP may be
used as a predictor of anastomotic leakage in patients in whom
other infectious complications (respiratory, urinary tract and
surgical wound infections) could be excluded.

The changes observed in postoperative CRP levels in patients
who developed leakage demonstrate the presence of an
inflammatory process and the activation of hepatic synthesis of
CRP immediately after the surgical procedure (and before the
occurrence of clinical manifestations). As the synthesis of this
inflammatory marker is dependent only on the liver function
and not compromised by any other organ failure, the rate of CRP
production actually reflects the intensity of the inflammatory
process.?

Tissue ischemia at the suture line of a leaking anastomosis
seems to be responsible for the appearance of an intense and early
inflammatory response, with subsequent increased synthesis of
CRP.!® The theory stating that poor tissue perfusion increases the
risk of anastomotic complications could be demonstrated in several
studies.”>~?7 In a few animal and human models, the decrease in

Mean values of white blood cells (WBC) in the pre- and postoperative periods (Group A — with leakage; Group B — without leakage).

WBC (x1079/L)

Pre POD1 POD2 POD3 POD4 POD5 POD6 POD7 POD8 POD9
Group A 7.5 125 10.2 8.9 6.9 73 8.8 109 123 154
Group B 74 10.9 10.6 9.1 83 7.4 7.9 79 8.5 109
p 0.85 0.30 0.62 0.84 0.07 0.81 0.47 0.016 0.021 0.13

POD: postoperative day.
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Fig. 3. Evolution of serum WBC count in the pre- and postoperative period in patients
with and without anastomotic leakage (p = 0.4).

anastomotic tissue oxygen tension that causes changes in the
healing process could be demonstrated.?*™26 The decrease in
anastomotic intramucosal pH level in the first 24 h after surgery is
significantly associated with increased risk of dehiscence?* and
supports the theory that poor tissue perfusion of an anastomosis
starts early and increases the risk of complications.

In patients undergoing anterior rectal resection, Welsh et al.
concluded that serum CRP levels above 140 mg/L on POD 3 had
a sensitivity of 80%, specificity of 81% and positive predictive value
of 85.7% in the prediction of postoperative complications.”® In our
study, using the same cut-off on POD 3, we observed a sensitivity of
78% and a specificity of 86%.

Regarding the course of postoperative serum leukocytes, the
mean values were significantly different between the two groups
only on POD 7. Interestingly, POD 7 was also the median day for the
diagnosis of leakage, so the white blood cell count is not as useful as
the serum CRP which rises much earlier. Our findings are similar to
those reported in several other studies.>'>?!

Recently procalcitonin has been studied as an even earlier
marker of inflammatory changes than CRP, but tends to reflect the
magnitude of the systemic inflammatory response in the first
postoperative 12 h, particularly after extensive surgery, and has to
be interpreted with caution.’®

It is possible that some patients in group B might have had
a subclinical anastomotic leakage. However, these patients usually
do not require therapeutic intervention and our primary goal was
to achieve an early identification of clinically significant compli-
cations, associated with increased morbidity and mortality, and
that might benefit from earlier treatment.

5. Conclusion

According to the results of this study, early and persistent
elevation of serum CRP (in particular a value exceeding 140 mg/L on
POD 3) after colorectal surgery had a significant association with
anastomotic leakage. Daily postoperative CRP measurements may
therefore be useful in identifying those patients requiring careful
clinical reassessment and possibly imaging to confirm or exclude
anastomotic leakage, especially if other sources of infection (such as
the wound, chest or urinary tract) can be exonerated.

Conflict of interest statement
Nothing to declare.

Gil Faria — data analysis

Herculano Moreira — conception and study design, writing
Jodo Pinto de Sousa — writing and review of the article
Pedro Correia da Silva — review of the article

José Costa Maia — review of the article

References

1. Alves A, Panis Y, Trancart D, Regimbeau JM, Pocard M, Valleur P. Factors
associated with clinically significant anastomotic leakage after large bowel
resection: multivariate analysis of 707 patients. World | Surg
2002;26:499—-502.

2. Buchs NC, Gervaz P, Secic M, Bucher P, Mugnier-Konrad M, Morel P. Inci-
dence, consequences, and risk factors for anastomotic dehiscence after
colorectal surgery: a prospective monocentric study. Int | Colorectal Dis
2008;23:265—70.

3. Makela JT, Kiviniemi H, Laitinen S. Risk factors for anastomotic leakage after
left-sided colorectal resection with rectal anastomosis. Dis Colon Rectum
2003;46:653—60.

4. Veyrie N, Ata T, Muscari F, Couchard AC, Msika S, Hay JM, et al. Anastomotic
leakage after elective right versus left colectomy for cancer: prevalence and
independent risk factors. ] Am Coll Surg 2007;205:785—93.

5. Branagan G, Finnis D. Prognosis after anastomotic leakage in colorectal surgery.
Dis Colon Rectum 2005;48:1021—6.

6. Law WL, Choi HK, Lee YM, Ho JW, Seto CL. Anastomotic leakage is associated
with poor long-term outcome in patients after curative colorectal resection for
malignancy. J Gastrointest Surg 2007;11:8—15.

7. McArdle CS, McMillan DC, Hole DJ. Impact of anastomotic leakage on long-term
survival of patients undergoing curative resection for colorectal cancer. Br |
Surg 2005;92:1150—4.

8. Walker KG, Bell SW, Rickard M], Mehanna D, Dent OF, Chapuis PH, et al.
Anastomotic leakage is predictive of diminished survival after
potentially curative resection for colorectal cancer. Ann Surg 2004;240:
255-9.

9. Matthiessen P, Henriksson M, Hallb6ok O, Grunditz E, Norén B, Arbman G.
Increase of serum C-reactive protein is an early indicator of subsequent
symptomatic anastomotic leakage after anterior resection. Colorectal Dis
2008;10:75—80.

10. Doeksen A, Tanis PJ, Vrouenraets BC, Lanschot van ]JB, Tets van WF. Factors
determining delay in relaparotomy for anastomotic leakage after colorectal
resection. World | Gastroenterol 2007;13:3721-5.

11. Mustard RA, Bohnen JM, Haseeb S, Kasina R. C-reactive protein levels predict
postoperative septic complications. Arch Surg 1987;122:69—73.

12. Kragsbjerg P, Holmberg H, Vikerfors T. Serum concentrations of interleukin-6,
tumour necrosis factor-alpha, and C-reactive protein in patients undergoing
major operations. Eur J Surg 1995;161:17—22.

13. Welsch T, Miiller SA, Ulrich A, Kischlat A, Hinz U, Kienle P, et al. C-Reactive
protein as early predictor for infectious postoperative complications in rectal
surgery. Int J Colorectal Dis 2007;22:1499—507.

14. Pepys MB, Hirschfield GM. C-Reactive protein: a critical update. J Clin Invest
2003;111:1805—-12.

15. Welsch T, Frommbhold K, Hinz U, Weigand MA, Kleeff ], Friess H, et al. Persisting
elevation of C-reactive protein after pancreatic resections can indicate devel-
oping inflammatory complications. Surgery 2008;143:20—8.

16. Deitmar S, Anthoni C, Palmes D, Haier |, Senninger N, Bruwer M. Are leucocytes
and CRP early indicators for anastomotic leakage after esophageal resection?
Zentralbl Chir 2009;134:83-9.

17. Bellows CF, Webber LS, Albo D, Awad S, Berger DH. Early predictors of anas-
tomotic leaks after colectomy. Tech Coloproctol 2009;13:41—7.

18. Kingham TP, Pachter HL. Colonic anastomosis leak: risk factors, diagnosis, and
treatment. ] Am Coll Surg 2009;208:269—78.

19. Bokey EL, Chapuis PH, Fung C. Postoperative morbidity and mortality
following resection of the colon and rectum for cancer. Dis Colon Rectum
1995;38:480—7.



20.

21.

22.

23.

ORIGINAL RESEARCH

A.B. Almeida et al. / International Journal of Surgery 10 (2012) 87—91 91

Alves A, Panis Y, Pocard M, Regimbeau JM, Valleur P. Management of anastomotic
leakage after nondiverted large bowel resection. JAm Coll Surg 1999;189:554—9.
Ortega-Deballon P, Radais F, Facy O, d'Athis P, Masson D, Charles PE, et al.
C-reactive protein is an early predictor of septic complications after elective
colorectal surgery. World ] Surg 2010;34:808—14.

Woeste G, Muller C, Bechstein WO, Wullstein C. Increased serum levels of C-
reactive protein precede anastomotic leakage in colorectal surgery. World |
Surg 2010;34:140—6.

Millan M, Garcia-Granero E, Flor B, Garcia-Botello S, Lledo S. Early prediction of
anastomotic leak in colorrectal cancer surgery by intramucosal pH. Dis Colon
Rectum 2006;49:595—601.

24.

25.

26.

27.

Attard JA, Raval M], Martin GR, Kolb ], Afrouzian M, Buie WD, et al. The effects
of systemic hipoxia on colon anastomotic healing: an animal model. Dis Colon
Rectum 2005;48:1460—70.

Shandall A, Lowndes R, Young HL. Colonic anastomotic healing and oxigen
tension. Br J Surg 1985;72:606—9.

Sheridan WG, Lowndes RH, Young HL. Tissue oxygen tension as
a predictor of colonic anastomotic healing. Dis Colon Rectum
1987;30:867—71.

Vignali A, Gianotti L, Braga M, Radaelli G, Malvezzi L, Di Carlo V.
Altered microperfusion at the rectal stump is predictive for rectal
anastomotic leak. Dis Colon Rectum 2000;43:76—82.



	Elevated serum C-reactive protein as a predictive factor for anastomotic leakage in colorectal surgery
	1. Introduction
	2. Methods
	3. Results
	4. Discussion
	5. Conclusion
	Conflict of interest statement
	Sources of funding
	Ethical approval
	Author contribution
	References


