






                                      June 17th, 2011
Moshe Pritsker, Ph.D.
CEO, Editor-in-Chief, Co-founder
Moshe.Pritsker@jove.com

Dear Dr. Pritsker, 
Attached along with please find our manuscript entitled “Monocyte transmigration across the blood-brain barrier” for consideration for publication in Journal of Visualized Experiment.  This study described the technique for monocyte transmigration into CNS. 

 While it is known that HIV-1 infection in the CNS is thought to occur via the “Trojan Horse” mechanism involving HIV-infected monocytes or lymphocytes. The migration of HIV-infected and/or activated cells into the brains is largely regulated by endothelial cell integrity. It has been suggested that during the progression of HIV-associated neuropathogenesis, virus-infected monocytes elicit a barrage of cytokines/chemokines, which, in concert with the HIV protein products, can impair the blood-brain barrier (BBB) integrity, leading to increased transmigration of activated/infected monocytes into the brain. Despite extensive ongoing research in the area of HIV-associated complications of the CNS, the mechanism(s) of HIV-1 entry into the CNS leading to the development of neurological complications remain poorly understood. Using the rodent model wherein the labeled monocytes are injected into the tail vein, we assessed cocaine-mediated in vivo breach of BBB leading to increased influx of monocytes into the CNS. This technique has ramifications in exploring mechanisms of exacerbated monocyte transmigration in the context of HIV-associated neurological disorders (HAND).

All the authors concur with the submission and these findings have neither been reported before nor have been submitted elsewhere for publication, in whole or in part. There is no conflicting financial interest.

Looking forward to hearing from you.

Thank you.

Sincerely,

Shilpa Buch, PhD.
Professor and Vice Chair for Research
Dept of Pharmacology and Experimental Neuroscience
University of Nebraska Medical Center
Omaha, NE 68198-5880
Phone: 402.559.3165
Fax:  402.559.3744
Email:sbuch@unmc.edu
