Brief Description of Papers

1. Paclitaxel plus Bevacizumab versus Paclitaxel Alone for Metastatic Breast Cancer (Miller et al, NEJM, 357:2666-76, 2007).  This trial evaluated the value of adding Bevicizumab (Avastin) to Paclitaxel in women with metastatic breast cancer.  The drug demonstrated an improvement in progression free survival (PFS) but not in overall survival or by a measure of quality of life.  It was associated with more toxicities.  One issue is how to balance the benefits on PFS with the other outcomes.

+ new paper on Avastin and BC 
2. Treatment of Hypertension in Patients 80 Years of Age or Older (Beckett et al, NEJM, 358:1887-98, 2008).  This is an example of a trial which was stopped during an interim analysis based on a recommendation by its Data and Safety Monitoring Board (DSMB), even though the formal statistical criteria for stopping the trial were not reached.

3. Telmisartan, Ramipril, or Both in Patients at High Risk for Vascular Events (The ONTARGET Investigators, NEJM, 358:1547-59, 2008).  This trial evaluated each of 2 drugs (Telmisartan and Ramipril) as well as their combination, with primary endpoint being the composite event of cardiovascular death, MI, stroke, or hospitalization for heart failure.  It’s an example of use of a composite endpoint, and also of a trial that has both ‘noninferiority’ and a ‘superiority’ components.
4. Effect of Herpes Simplex Suppression on Incidence of HIV among Women in Tanzania (Watson-Jones, et al, NEJM, 358:1560-71, 2008).  This was a trial for women who were already infected with HSV-2.  It aimed to prevent HIV infection in these women by suppressing their HSV-2 using acyclovir.  It failed to show a significant benefit.  One question is whether the negative results might have been due to lack of adherence to the acyclovir.  Another is whether the study had enough power to detect a modest benefit.

5. Vasopressin versus Norepinephrine Infusion in Patients with Septic Shock (Russell et al, NEJM, 358: 877-87, 2008).  This trial found no overall difference in the primary endpoint (28 day mortality), but notes a possible difference in a subgroup.  One issue is the strength of evidence for the reported subgroup difference.
6. Risk of cesarean delivery and neuraxial analgesia (Wong et al, NEJM, 352: 655-665, 2005).  This trial was designed to assess a pre-existing belief, not well supported by good studies, that epidural analgesia initiated early in labor increased the risk of cesarean delivery.  Thus, rather than testing a new treatment, this trial evaluates 2 approaches to analgesia that are in use.

7. Calcium plus Vitamin D and fracture risk (Jackson et al, NEJM,  354:669-683, 2006). This paper reports some of the results of a large randomized trial that was motivated by epidemiological and other evidence suggesting that calcium and vitamin D intake might slow bone loss and thus reduce the risk of fracture.  The results of the trial, overall, failed to show much benefit from calcium + vitamin D supplementation.  Some key issues include whether the trial had the appropriate design to detect a benefit and whether lack of adherence might have lowered power sufficiently to fail to detect a benefit.

8. Surgical versus Nonsurgical Therapy for Lumbar Spinal Stenosis (Weinstein et al, NEJM, 358:794-810, 2008).  This study compares a surgical versus nonsurgical intervention to reduce pain and improve physical function in patients with spinal stenosis.  One issue is the challenge in measuring pain and physical function as outcome variables.  Another is how to interpret studies when a sizable number of patients randomized to one arm (in this case, nonsurgical treatment) opt for the other at some point during follow-up.  
9. Thrombus Aspiration during Primary Percutaneous Coronary Intervention (Svilaas et al, NEJM, 358: 557-67, 2008).  This paper examines 2 techniques used when performing Percutaneous Coronary Intervention (PCI) in patients with MI. One issue is whether the apparent superiority of one approach (thrombus aspiration) was consistent among different types of patients.
10. Telbivudine versus Lamivudine in Patients with Chronic Hepatitis B (Lai et al, NEJM, 357: 2576-88, 2007).  This paper compared 2 drugs for reducing viral replication rates in patients with chronic HBV, designed to see if telbivudine was noninferior to the more standard treatment using lamivudine.  The new treatment appeared to actually do better for some efficacy outcomes.  One issue is the interpretation of a noninferiority trial under these circumstances.
11.  Randomized, Double-Blind Study of Denosumab Versus Zoledronic Acid in the Treatment of Bone Metastases in Patients With Advanced Cancer (Excluding Breast and Prostate Cancer) or Multiple Myeloma (J Clin Oncol 29:1125-1132, 2011 & editorial p. 1095)
 This randomized study compared denosumab, a fully human monoclonal antibody against receptor activator of nuclear factor _ B (RANK) ligand, with zoledronic acid in delaying or preventing skeletal-related events (SREs) in patients with solid tumors.
One issue is the use and interpretation of a noninferiority and superiority endpoint.
