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Mortal 2atitis

Pancreatitis

220,000/y US
- >30% necrosis

Mild = recovers by day 7 - SBP<90, sCr>2.0, Pa02<60
80% 20% i -

- >500ml Gl blood loss
- abscess, or pseudocyst.

Acute necrotizing No necrosis

pancreatitis 75%

25%

_ Infection is most common
30% mortality? cause of death in necrotizing
2—3 weeks after presentation pancreatitis (NP)

1.Bradley et al. Ann Chir 1993;47:537-541 2.Widdison et al. Br J Surg 1993;80:148-154.




abscess

=2 24% at

> 74% at >1 monomicrobial

Approaches to decrease infection in ANP:

- enteral feeding
- CT-guided aspiration
-> antibiotics
- necrosectomy

Banks et al, Am J Gastroenterol. 2006;101(10):2379 Horvath et al. Surg Endosc. 2001;15(10):1221.

Berger et al, Gastroenterology. 1986;91(2):433  Jacobson et al. Clin Gastroenterol Hepatol. 2007;5(8):946.
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Ara

RCT

74 patients with
6 Italian centers.
Imipenem 500mg iv g8

33 patients - intensive medical treatment with no prophylactic antibiotics.
41 patients - intensive medical treatment with prophylactic antibiotics

Pancreatic sepsis detected by (percutaneous CT or ultrasound-guided
needle aspiration and intraoperative samples). The incidence of pancreatic
sepsis was much less in treated patients (12.2 vs. 30.3%, p < 0.01).
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RCT, Randomiz

76 patients with severe

Ciprofloxacin 400mg iv bd, an mg iv bd, 21d treatment

41 patients - supportive treatment and prophylactic antibiotics
-15 patients with clinical deterioration, switch in antibiotics

35 patients — supportive treatment and placebo.
- 20 patients with clinical deterioration, switch in antibiotics

Study medication was given for 3—23 days (med 12 days)
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Mortality -

Underpowered for o
shock, and renal insuffici




Del

RCT, place

100 patients w
Multicenter (US a
Meropenem 1g g8h, re

50 patients - supportive treatment and meropenem
50 — received supportive treatment and placebo.

31 patients treatment group, and 32 in placebo,
received the study drug for less than 14 days.
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Pancreatic )% Placebo

(p=0.40)
Mortality - Mero

Surgical intervention A476).

>50% patients on each arm interrupted antibiotics or received non-
study antibiotics




Table 1. Characteristics of RCTs Included in the Meta- Analysis

Author (Ref.)

Pederzoli (9)
Sainio (22)
Schwarz (23)
Nordback (10)
[senmann (11)
Dellinger (24)
Rokke (25)

I'V = intravenous.

Year
1993
1995
1997

20001
L

Setting Total No. Blinding Risk of Bias Dosage and Duration

High
High
High 1.
High Irmp: neml g V8§ huur Y
Low C L}'nruﬂux.lun 0.4 gbid. 1V & metronidazole 0.5 ghid IV
L Low )
‘uiultu:u:nl T ] I High

Jacobson et al. Clin Gastroenterol Hepatol. 2010;5(8):946.
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Antibiotic therapy fc atic necrosis in acute

Mortality p=0.07
Analysis 1.1. Comparison | Antibiotics versus control, Outcome | Mortality.
Review: Antibiotic therapy for prophiylaxis against infection of panoeatic necrosis in aoute pancreatitis
Comparizor: | Antibiotics versus control

Outcomes | Mortality

Study or subgroup Artibictics Rizk: Ratio i Rizk: Ratio
/M f M-H,Fixed,75% M-H,Fieed 35% C
Pederzcli 1993 ! — & Q&0 [ Q15 251 ]

Sainio 1995 - — 0.4 [ Q02 109 ]

Schwarz | 997 f f 020 [ QOl, 380 ]
Mordbad: 2001 f f 053 [l 250]

|zenmann 2004 f f 064 [ 15, 167 ]

Cellinger 2007 / f 120 [ 40, 362 ]

Rkke 2007 ! ! 1I33[ Q3L 816]
Total (95% CI) . 0.60 [ 0.34, 1.05 ]
Total events: |7 (Antibiotics), 29 (Control)
Heterogeneity: Chi® = 475, df = & (P = 0.58); P =0.0%
Test for overall effect Z = .80 (P = 0072)

ooy 02 5 i

Fawours treatrment Favours control
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Antibiotic therapy atic necrosis in acute

Pancreatic Necrosis p

Analysis 1.2. Comparison | Antibiotics versus control, Qutcome 2 Infected Pancreatic Necrosis.
Reviews Antibiotic therapy for prophylases against infection of panoreatic necrosis in acute pancreatrtis
Comparsore | Antibiotics versus control
Cutcomes 2 Infected Pancreatic Medrosis
Study or subgroup Antibiotics Risk Ratic Risk Ratic

™ f M-H Fandom,?3% Cl M-H,Rzndom, 5% Cl
Pederzol 1993 — 040 [ Q15 108]

Sainio 1993 f — Q75 [0Q37. 151 ]
Schwarz 1997 ! .14 [05% 232]
Mordbadk 2001 ! ! A% 022003, 171 ]
|zenmann 2004 .20 [ 042, 343 ]
Dellingar 2007 ! ! |60 [ Q57,448 ]
Rkke 2007 ] 4l Q&7 [Q15,306]

Total (95% CI) 201 0.85 [ 0.57, 1.26 ]
Total events 40 (Antibiotics), 49 (Control)
Heterogenarty: Tau? = 004 Chif = 494, d7f= 4 (P =033 L=13%
Test for overall effect 7 = Q80 (P = 043)

or o2 os 12 5 10

Favours treatment Favours control
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Antibiotic therapy IC Necrosis in acute

Non-pancreatic Infec

Analysis 1.3. Comparison | Antibiotics versus control, Outcome 3 Non-Pancreatic Infections.
Raview: Antibiotic tharspy for prophylaxs against infection of panoeatic necrosis in acute pancreatitis
Compansore | Antibiotics versus comtrol
Chutcome 3 Mon-Pancreatic Infections

Study or subgroup Artibiotics Risk Ratic Risk Ratic
ruT f M-H Ramdom,95% O M-H Random, 5% C|

Pederzoli 1993 030 [ Q13,068 ]

Mordback 2001 528 [ 063 4438 ]
lzenmann 2004 Qa5 [Q37, 1.15]

Diellingar 2007 13541 076 [ Q43 136 ]

S
——

Rkke 2007 / —— 044011, 183 ]
—8-
—i--—

Total (95% CI) 160

Total events: 38 (Antibiotics), 57 {Control)

0.62 [ 0.36, 1.06 ]

Heterngeneity: Tau® = 0.1& Chi* = 761, df
Test for overall effect £ = 173 (P = 0083)

ol o2 o5 12 10

Fawours treatment Favours control
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Antibiotic therapy atic necrosis in acute

Fungal Infection p=0:€

Analysis 1.5. Comparison | Antibiotics versus control, Outcome 5 Fungal Infection.
Rewiew: Antbiotic therapy for prophylass against infection of panoreatic necrosis in acute pancreatris
Comparison: | Antibiotics versus control
Owtcomes 5 Fungal Infection

Study or subgroup Antibiotics Risk: Ratio Risk Ratio
T f M-HRandom,%5% Cl M-H Random35% Cl

Pederzol 1993 f I 009 [Q0l, 1al ]

Sainion 1995 300 [ 03,7083 ]

Schwarz | 997 ! ! |50 [ Q30,755 ]

Mordbadk 2001

|z=enmann 2004 Q85 [ 006, 1315 ]

Dellingar 2007 / 200009, 2121 ]

Rlke 2007 ! 026 [ Q01,499 ]

Total (95% CI) 203 1.06 [ 0.41, 2.70 ]
Total events: 8 (Antibiotics), 10 (Control)
Heterogeneity: Tau® = (0 Chi® = 5.47, df = & (P = 049, P =0.0%

Test for overall effect Z = Q11 (F=051)

or o os 12 5 10

Favours treatment Favours control
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Benefit in n
benefit and ha

Heterogeneity of the
studies make it difficult com

Beta-lactams have yielded the best result vs. FQ/MET
Most antibiotic courses studied have included 14-23 days

No increase in incidence of fungal infection

Reports of increased incidence of bacterial resistance have not been assoc. with
antibiotic use.
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