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Early Antibiotic Treatment in Acute Pancreatitis: More News
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Early antibiotic treatment still remains a
therapeutic  challenge in the clinical
management of acute pancreatitis and several
papers have been published in this field [1, 2,
3,4,5,6,7,8,9, 10, 11, 12, 13, 14]. In
particular, the antibiotic of choice in
preventing the infection of pancreatic necrosis
seems to be imipenem [4, 9, 10, 11, 13].
Subsequently, Manes et al. [15] have reported
that meropenem, an antibiotic of the same
family as imipenem having considerable
stability in the presence of renal
dehydropeptidase-I and enhanced activity
against gram-negative bacteria including
Pseudomonas aeruginosa, has an efficacy
similar to imipenem in terms of the incidence
of pancreatic infection and extrapancreatic
infections. We have previously emphasized
that further studies should be carried out to
specifically decide on the optimal doses of
meropenem in patients with acute pancreatitis
and that there is a need for studies which
answer the following questions. What should
the timing of early antibiotic treatment be?.
What are the resistant strains selected by
meropenem?. Which are the nosocomial
infections and fungal superinfections resulting
from this new treatment? [16, 17]. These
questions are still open and the study from
Manes et al. is welcome to attempt to answer
some of the aforementioned questions [18]. In
this study, the authors compared antibiotic
prophylaxis with early antibiotic treatment
started after the demonstration of pancreatic
necrosis. They studied 215 consecutive
patients with acute pancreatitis who were
randomized to either Group A (n=108), who

started antibiotic therapy (meropenem 500 mg
tid) at admission, or Group B (n=107), who
received antibiotics after ~ computed
tomography showed necrosis. C-reactive
protein was determined in all patients within
48 hours from the onset of symptoms and
computed tomography was performed in both
groups after at least 48 h of hospitalization;
the clinical course of disease was also
compared in the two groups. Thirty patients in
Group A and 29 in Group B showed necrosis
on CT; the two groups were similar in
demographics and characteristics of the
disease. Antibiotic treatment was started after
4.6x1.2 days from hospitalization in Group B
and after 1.1+0.6 days in Group A. Pancreatic
infection occurred in four patients in Group A
(13.3%) and in nine in Group B (31%)
without  any statistical significance.
Extrapancreatic infection occurred in about
17% of patients in Group A and in 45% in
Group B (P<0.05). The need for surgery and
length  of hospitalization were  also
significantly and statistically higher in Group
B. Mortality rates were similar in the two
groups (3 of 4 patients with infected necrosis
in Group A and 2 of 9 in Group B). What
does this study add to what is already known
in the early antibiotic treatment of acute
pancreatitis? The first answer is that antibiotic
prophylaxis does not seem to have any greater
beneficial effect than early antibiotic
treatment in preventing the infection of
necrosis. The second answer is that the cost of
antibiotic prophylaxis is unnecessary since it
is not necessary to treat all patients with acute
pancreatitis  (57%  of  patients  were
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unnecessarily treated with antibiotic because
they were affected by  edematous
pancreatitis). The third answer is that C-
reactive protein is a wuseful marker in
identifying necrotizing pancreatitis within 48
h from the onset of symptoms and, ideally,
only these patients should receive antibiotic
treatment. What are the conclusions?
According to the studies published, computed
tomography should be carried out in those
patients in whom C-reactive protein is higher
than 150 mg/dL [19] and antibiotic treatment
should be started only after the demonstration
of the pancreatic necrosis [11].

Keywords Antibiotic Prophylaxis; Clinical
Trials; Controlled Clinical Trial; Pancreatitis,
Acute Necrotizing

Correspondence

Raffaele Pezzilli

Dipartimento di Medicina Interna
Ospedale Sant'Orsola-Malpighi
Via G. Massarenti, 9

40138 Bologna

Italy

Phone: +39-051.636.4148

Fax: +39-051.549.653

E-mail: pezzilli@aosp.bo.it

References

1. Craig RM, Dordal E, Myles L. The use of
ampicillin in acute pancreatitis. Ann Intern Med 1975;
83:831-2. [PMID 1106281]

2. Howes R, Zuidema GD, Cameron JL. Evaluation
of prophylactic antibiotics in acute pancreatitis. J Surg
Res 1975; 18:197-200. [PMID 1094193]

3. Finch WT, Sawyers JL, Schenker S. A prospective
study to determine the efficacy of antibiotics in acute
pancreatitis. Ann Surg 1976; 183:667-71. [PMID
788655]

4. Pederzoli P, Bassi C, Vesentini S, Campedelli A.
A randomized multicenter clinical trial of antibiotic
prophylaxis of septic complications in acute
necrotizing pancreatitis with imipenem. Surg Gynecol
Obstet 1993; 176:480-3. [PMID 8480272]

5. Luiten EJ, Hop WC, Lange JF, Bruining HA.
Controlled clinical trial of selective decontamination

for the treatment of severe acute pancreatitis. Ann Surg
1995; 222:57-65. [PMID 7618970]

6. Sainio V, Kemppainen E, Puolakkainen P,
Taavitsainen M, Kivisaari L, Valtonen V, et al. Early
antibiotic treatment in acute necrotising pancreatitis.
Lancet 1995; 346:663-7. [PMID 7658819]

7. Delcenserie R, Yzet T, Ducroix JP. Prophylactic
antibiotics in treatment of severe acute alcoholic
pancreatitis. Pancreas 1996; 13:198-201. [PMID
8829189]

8. Schwarz M, Isenmann R, Meyer H, Beger HG.
Antibiotic use in necrotizing pancreatitis. Results of a
controlled study. Dtsch Med Wochenschr 1997;
122:356-61. [PMID 9118789]

9. Bassi C, Falconi M, Talamini G, Uomo G,
Papaccio G, Dervenis C, et al. Controlled clinical trial
of pefloxacin versus imipenem in severe acute
pancreatitis.  Gastroenterology  1998; 115:1513-7.
[PMID 9834279]

10. Takeda K, Matsuno S, Ogawa M, Watanabe S,
Atomi Y. Continuous regional arterial infusion (CRAI)
therapy reduces the mortality rate of acute necrotizing
pancreatitis: results of a cooperative survey in Japan. J
Hepatobiliary Pancreat Surg 2001; 8:216-20. [PMID
11455482]

11. Nordback I, Sand J, Saaristo R, Paajanen H. Early
treatment with antibiotics reduces the need for surgery
in acute necrotizing pancreatitis. A single-center
randomized study. J Gastrointest Surg 2001; 5:113-8.
[PMID 11331472]

12. Sharma VK, Howden CW. Prophylactic antibiotic
administration reduces sepsis and mortality in acute
necrotizing pancreatitis: a meta-analysis. Pancreas
2001; 22:28-31. [PMID 11138967]

13. Maravi-Poma E, Gener J, Alvarez-Lerma F,
Olaechea P, Blanco A, Dominguez-Munoz JE. Early
antibiotic ~ treatment  (prophylaxis) of  septic
complications in severe acute necrotizing pancreatitis:
a prospective, randomized, multicenter study
comparing two regimens with imipenem-cilastatin.
Intensive Care Med 2003; 29:1974-80. [PMID
14551680]

14. Isenmann R, Runzi M, Kron M, Kahl S, Kraus D,
Jung N, et al. Prophylactic antibiotic treatment in
patients with predicted severe acute pancreatitis: a
placebo-controlled, double-blind trial.
Gastroenterology ~ 2004;  126:997-1004.  [PMID
15057739]

15. Manes G, Rabitti PG, Menchise A, Riccio E,
Balzano A, Uomo G. Prophylaxis with meropenem of
septic complications in acute pancreatitis: a

randomized, controlled trial versus imipenem. Pancreas
2003; 27:€79-83. [PMID 14576501]

JOP. Journal of the Pancreas - http://www.joplink.net - Vol. 7, No. 4 - July 2006. [ISSN 1590-8577] 436



JOP. J Pancreas (Online) 2006; 7(4):435-437.

16. Pezzilli R. Which Antibiotic and What Dosage
Must Be Used to Prevent Infection of Necrotic
Pancreatic Tissue? JOP. J Pancreas (Online) 2003,
November. Pancreas news.
[http://www.joplink.net/prev/200311/news.html]

17. Pezzilli R. Antibiotic prophylaxis in acute
necrotizing pancreatitis: yes or no? JOP. J Pancreas
(Online) 2004; 5:161-4. [PMID 15138342]

18. Manes G, Uomo I, Menchise A, Rabitti PG,
Ferrara EC, Uomo G. Timing of antibiotic prophylaxis
in acute pancreatitis: a controlled randomized study
with meropenem. Am J Gastroenterol 2006; 101:1348-
53. [PMID 16771960]

19. Dervenis C. Assessments of severity and
management of acute pancreatitis based on the
Santorini Consensus Conference report. JOP. J
Pancreas (Online) 2000; 1:178-82. [PMID 11856859]

JOP. Journal of the Pancreas - http://www.joplink.net - Vol. 7, No. 4 - July 2006. [ISSN 1590-8577] 437



