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And so, done. The former fighter pilot, at odds with his own party, faced a newcomer with no legislative record, the latter riding the crest of disapproval of the incumbent president. And, despite 22 months of campaigning, policy decisions will rest more in the hands of entrenched party interests. As they often say in New York, “So what? Now what?” Many of those in medical academia have been turning blue for years awaiting the revival of the Democrats. This party has historically been the major underwriters for the NIH (National Institutes of Health), itself the principal support for what are essentially federal medical (nominally private) universities. Neither candidate articulated support for research or clinical matters, other than private insurance or more federal control. With the sudden reverses in the economic boom, academia may prove low on the rescue list.
So, post-election, whither (maybe wither?) the clinical neurosciences? Well behind cancer (National Cancer Institute, $2547 million) and Heart (National Heart, Lung, and Blood Instiute, $153 million), the National Institute of Neurological Disorders and Stroke (NINDS, $781 million) uses more than 90% of its funding for extramural research. The future for clinical trials is unclear. They were the payoff for decades of pre-clinical work where, in halcyon days, grant applications could end with “… the results may someday have implications in human disease”. Multifactorial effects on outcomes are ramping up the sample size for trials, especially in stroke. Some 1700+ randomisations and 1.1 years sufficed to demonstrate clear benefit for adjusted dose warfarin for primary stroke prevention in the SPAF-III trial. 2206 were randomised in the Warfarin-Aspirin Recurrent Stroke Study, testing warfarin for inferred non-cardioembolic stroke, achieved no benefit. The low cardiac ejection fraction trial (Warfarin vs Aspirin in Reduced Cardiac Ejection Fraction) continues its search for more patients. Aware of risk reductions from antihypertensives, diuretics and statins, the Bohringer-Ingelheim-sponsored PRoFESS needed over 20 000 subjects, yet ended with failure to meet pre-specified non-inferiority in comparing antiplatelet regimes, and blunted hopes that added antihypertensive therapy could provide synergistic effects; could NINDS have supported a study this large? Might we now be approaching an asymptote for medical therapy for ischaemic stroke prevention? After 50 years of work, are we really back to aspirin? Good, practical return on the investment for some, disaster for innovation to others.



  




Statin use is blunting the stroke risk of atheroma (the rosuvastatin trial results being the latest such evidence), and is having an impact on the clinical neurosciences. Falling rates for vascular plaque progression may make the results of the carotid revascularisation endarterectomy and stent trial (CREST) subject to criticism that any benefits might be achieved these days with medical therapy alone. Do we need another medical versus best interventional trial? Vascular neurosurgeons and interventionalists are also being challenged on their time-based (if currently less-honoured) judgment for intervention for intracranial aneurysms and brain arteriovenous malformations (AVMs). The NINDS-funded randomised trial for unruptured brain arteriovenous malformations (ARUBA) has unsettled prior confidence in intervention complication risks (inferred low) and natural history hemorrhage risks (inferred high), even redefining the range of importance of “hemorrhage”. Similar challenges are raised for best management of unruptured aneurysms, with a trial focusing on endovascular therapy already in place (TEAM) and an NIH application also including surgery awaiting its second review. Threats to traditional practice aside, these trials draw on fairly small eligible cohorts, forcing global participation on a scale last seen in the original EC-IC Bypass trial. Might clinical trial designs be straining their limits in these smaller disease cohorts? Some observers seem to think so: a recent unsolicited opinion article authored by some noted politicians from both sides of the aisle (American slang for Republican and Democrat), appearing opposite the editorial page in the Wall Street Journal, favored cost savings in health care by emphasising the results of outcomes research drawn from electronic databases. For them the purpose was to prompt competition among clinicians, but others could see political approval for the considerable cost savings compared with NIH-sponsored careful clinical trials.
Clinical studies on the big-ticket items of Alzheimer’s disease, glioblastomas and amyotrophic lateral sclerosis (ALS) (motor neuron disease), three highly visible neurological diseases, are also bedevilled by lack of major successes. A baker’s dozen of recent compounds are down the drain for Alzheimer's disease. Enzyme Q10 has proved disappointing for ALS. And for glioblastoma, a prominent senator (Edward Kennedy of Massachusetts) underwent a flurry of activity—biopsy in one center (Mass General), the more extensive surgery in another (Duke)—which left many of the laity wondering if there is unanimity of management even among experts. He has slipped from view, although still holds his senate seat, as does his other Democrat senatorial colleague, having survived a brain haemorrhage from an arteriovenous malformation.
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How about those in clinical practice? A few years back an American Academy of Neurology membership committee survey of retired members found some terse and amusing responses (for example, “I can’t take it anymore”), but cumulative numbers became clear: the burden of paperwork led the list. Although disappointed, few regretted their decision to retire. Most retirees had grown their careers as neurology emerged from the backwaters of internal medicine or psychiatry to what is now a mature field. Those starting out expect a bright future, and who can argue against the marvellous opportunity that exists now? The tools of modern neurology offer insights into mechanisms of disease in the living, before subsequent autopsy. Might we see again days where the costs are ignored for the chance for something new? Might there even be a rebirth of Semiology?
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