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Efficacy and safety of epoetin alfa in critically ill patients

Corwin HL, Gettinger A, Fabian TC

Anemia., which is common in the critically ill, is often treated with red-cell transfusions, which are associated with poor clinical outcomes. We hypothesized that therapy with recombinant human erythropoietin (epoetin alfa) might reduce the need for red-cell transfusions. 

In this prospective, randomized, placebo-controlled trail, we enrolled 1460 medical, surgical, or trauma patients between 48 and 96 hours after admission to the intensive care unit. Epoetin alfa (40,000 U) or placebo as administered weekly, for a maximum of 3 weeks; patients were followed for 140 days. The primary end point was the percentage of patients who received a red-cell transfusion. Secondary end points were the number of red-cell units transfused, mortality, and the change in hemoglobin concentration from baseline. 
As compared with the use of placebo, epoetin alfa therapy did not result in a decrease in either the number of patients who received a red-cell transfusion (relative risk for the epoetin alfa group vs. the placebo group, 0.95; 95% confidence interval [CI], 0.85-1.06) or the mean (±SD) number of red-cell units transfused (4.5±4.6 units in the epoetin alfa and 4.3±4.8 units in the placebo group, P=0.42). However, the hemoglobin concentration on day 29 increased more in the epoetin alfa group than in the placebo group (1.6±2.0 g per deciliter vs 1.2±1.8 g per deciliter, P<0.001). Mortality tended to be lower at day 29 among patients receiving epoetin alfa (adjusted hazard ratio, 0.79; 95% CI, 0.56 to 1.10); this effect was also seen in pre-specified analyses in those with a diagnosis of trauma (adjusted hazard ratio, 0.37; 95%CI, 0.19-0.72). A similar pattern was seen at day 140 (adjusted hazard ratio, 0.86; 95% CI 0.65 to 1.13), particularly in those with trauma (adjusted hazard ratio, 0.40; 95% CI, 0.23 to 0.69). As compared with placebo, epoetin alfa was associated with a significant increase in the incidence of thrombotic events (hazard ratio, 1.41; 95% CI, 1.06 to 1.86). 
The use of epoetin alfa does not reduce the incidence of red-cell transfusion among critically ill patients, but it may reduce mortality in patients with trauma. Treatment with epoetin alfa is associated with an increase in the incidence of thrombotic events. 
· Adults in ICU for >48 hours, Hgb <12 g/dL  who did not have of thrombosis or hypercoagulability, dialysis, hypertension, burns, GI bleeding, LVAD, ect.

· Received EPO or placebo once weekly for upto 3 weeks (not given if Hgb >12 g/dL)

· Physcian decided when to give transfusions – no preset points

· No difference in % of patients transfused, number of units given

· EPO group had higher Hgb from baseline at day 29, but not significant by day 42

· EPO group had less mortality at day 29, trauma subgroup too, lost significance by day 140

· More thrombotic complications in EPO group

1. True or False: Epoetin alfa administration to critically ill patients reduces the number of red cell transfusion given. 
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Oral rivaroxaban for the treatment of symptomatic pulmonary embolism

EINSTEIN-PE Investigators

A fixed-dose regimen of rivaroxaban, an oral factor Xa inhibitor, has been shown to be as effective as standard anticoagulant therapy for the treatment of deep-vein thrombosis, without the need for laboratory monitoring. This approach may also simplify the treatment of pulmonary embolism. 

In a randomized, open-label, event-driven, noninferiority trial involving 4832 patients who had acute symptomatic pulmonary embolism with or without deep-vein thrombosis, we compared rivaroxaban (15 mg BID for 3 weeks, followed by 20 mg once daily) with standard therapy with enoxaparin followed by an adjusted-dose vitamin K antagonist for 3, 6, or 12 months. The primary efficacy outcome was symptomatic recurrent venous thromboembolism. The principal safety outcome was major or clinically relevant nonmajor bleeding. 

Rivaroxaban was noninferior to standard therapy (noninferiority margin, 2.0; P=0.003) for the primary efficacy outcome, with 50 events in the rivaroxaban group (2.1%) versus 44 events in the standard-therapy group (1.8%) (hazard ratio, 1.12; 95% CI 0.75-1.68). The principal safety outcome occurred in 10.3% of patients in the rivaroxaban group and 11.4% of those in the standard therapy group (hazard ratio, 0.90; 95% CI, 0.76 to 1.07; P=0.23). Major bleeding was observed in 26 patients (1.1%) in the rivaroxaban group and 52 patients (2.2%) in the standard-therapy group (hazard ratio, 0.49; 95% CI, 0.31 to 0.79; P=0.003). Rates of other adverse events were similar in the two groups. 
A fixed-dose regimen of rivaroxaban alone was noninferior to standard therapy for the initial and long-term treatment of pulmonary embolism and had a potentially improved benefit-risk profile. 
· Direct factor Xa inhibitor rivaroxaban does not require as much monitoring as “standard therapy” and a single dosing regimine can be used rather than having to adjust dose to achieve INR of 2-3.

· Fewer adverse effects noted

· Was at least as good as standard therapy
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Caudal mediastinal paraesophageal abscesses in 7 dogs

Brissot HN, Burton CA, Doyle RS et al

Objective: To report clinical, imaging, and surgical findings associated with caudal mediastinal paraesophageal abscesses (CMPA) in dogs and outcome after surgical treatment. 

Study design: Case series

Animals: 7 dogs with CMPA

Methods: Medical records (April 2005-January 2010) were reviewed for dogs with CMPA treated surgically. Retrieved data were signalment, history, clinical findings, diagnostic interventions, surgical findings, surgical findings, surgical procedures performed, and postoperative recovery. Long-term follow-up information was obtained by telephone questionnaire of owners and referring veterinarians. 

Restults: Median sternotomy (5 dogs) or lateral thoracotomy (2 dogs) was used for access to CMPA, which were drained and partially debrided surgically. In 5 dogs, omentalization of the abscess cavity was performed through a diaphragmatic incision. Foreign material was not identified within any abscess. All dogs were discharged from the hospital and had full recovery. 

Conclusions: CMPA should be suspected when there is regurgitation and pyerixa associated with a mass or enlargement in the caudal mediastinum, CMPA appears to have a good prognosis after aggressive surgical therapy. 

· Clinical signs: lethargy, pyreixa, regurgitation, ± abdominal pain
· Caudal mediastinal enlargement on rads
· CT fluid-filled structure in midline extending from heart to diaphragm, closely associated with the esophagus with no clear boundary between fluid strucuture and esophageal wall, periphery of structure had a well-organized wall with marked contrast enhancement
· Endoscopy – no abnormalities seen in esophagus
· Was accessible via either surgical approach, necrotic material/abscess wall that could be removed was. Could not remove all b/c of proximity to esophagus and aorta
· Some had lung involvement or pleural fluid
· All dogs on abx prior to surgery – no growth on culture or seen on histopath except one dog
· Tx with abx for 2-3 weeks post op
· 5/7 dogs omentalized

· No recurrence, and all dogs discharged, but dogs with omentalization had chest tube removed sooner and were discharged sooner. 

· All dogs alive 6 mo post op, longer term follow up 6 of 7 – no recurrence

1. True or False: omentalization was necessary to resolve CMPA

2. True or False: Culture results are helpful in guiding antibiotic therapy

3. True or false: CMPA has a poor prognosis with surgical treatment.
