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Year introduced: /diagnosis was NEOPLASM DIAGNOSIS 1964-1965

[C] Early Detection of Cancer

2. Methods to identify and characterize cancer in the early stages of disease and predict tumor behavior.
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3. Institutions specializing in the care of cancer patients.
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[C] American Cancer Society
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Abstract
tultiple endocrine neoplasia types 2A and 2B (MEN2A and MENZE) and familial medullary thyraid carcinoma are dominantly inherited cancer syndromes. All three syndromes
are associated with mutations in RET, which encodes a receptar-like tyrosine kinase. The altered RET alleles were shown to be transforming genes inMIH 3T3 cells az a
consequence of constitutive activation ofthe RET kinase. The MEN2A mutation resulted in RET dimerization at steady state, whereas the MENZ2B mutation altered RET catalytic
properies hoth quantitatively and qualitatively, Oncogenic conversion of RET inthese neaplastic syndromes establishes germline transmission of dominant transforming
genes in human cancer.
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Abstract

CONTEXT: Genome-wide association studies (GWAS) have recently identified CLU, PICALM, and CR1 as novel genes for late-onset Alzheimer disease (AD). OBJECTIVES: To
identify and strengthen additional loci associated with AD and confirm these in an independent sample and to examine the contribution of recently identified genes to AD risk
prediction in a 3-stage analysis of new and previously published GWAS on more than 35,000 persons (8371 AD cases). DESIGN, SETTING, AND PARTICIPANTS: In stage 1,
we identified strong genetic associations (P = 10(-3)) in a sample of 3006 AD cases and 14,642 controls by combining new data from the population-based Cohorts for Heart
and Aging Research in Genomic Epidemiology consortium (1367 AD cases [973 incident]) with previously reported results from the Translational Genomics Research Institute
and the Mayo AD GWAS. We identified 2708 single-nuclectide polymorphisms (SMPs) with P = 10(-3). In stage 2, we pooled results for these SMNPs with the European AD
Initiative (2032 cases and 5328 controls) to identify 38 SMNPs (10 loci) with P = 10(-5). In stage 3, we combined data for these 10 loci with data from the Genetic and
Environmental Riskin AD consortium (3333 cases and 6995 controls) to identify 4 SNPs with P = 1.7x10(-8). These 4 SNPs were replicated in an independent Spanish
sample (1140 AD cases and 1209 controls). Genome-wide association analyses were completed in 2007-2008 and the meta-analyses and replication in 2009. MAIN
OUTCOME MEASURE: Presence of Alzheimer disease. RESULTS: Two loci were identified to have genome-wide significance for the first time: rs744373 near BIN1 (odds ratio
[OR],1.13; 95% confidence interval [CI],1.06-1.21 per copy of the minor allele; P = 1.59x10(-11)) and rs597668 near EXOC3L2/BLOC1S3IMARKA (OR, 1.18; 95% CI, 1.07-1.29; P
= 6.45x10(-9)). Associations ofthese 2 loci plus the previously identified loci CLU and PICALM with AD were confirmed in the Spanish sample (P = .05). However, although
CLU and PICALM were confirmed to be associated with AD in this independent sample, they did not improve the ability of a model that included age, sex, and APOE to predict
incident AD (improvement in area under the receiver operating characteristic curve from 0.847 to 0.849 in the Rotterdam Study and 0.702 to 0.705 in the Cardiovascular Health
Study). COMNCLUSIONS: Two genetic loci for AD were found for the first time to reach genome-wide statistical significance. These findings were replicated in an independent
population. Two recently reported associations were also confirmed. These loci did not improve AD risk prediction. While not clinically useful, they may implicate biological
pathways useful for future research.
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Heurcsurgery. 2005;56(1):190.

Aneurysmal expansion presenting as facial weakness: case report and review of the literature.
Neimat JS?, Hoh BL, McKenna MJ, Rabinov JD, Qgilvy CS.

Author information

Abstract

OBJECTIVE AND IMPORTANMNCE: Facial paralysis and hemifacial spasm are rare presentations of aneurysms in the posterior fossa. We report an
unusual case of rapidly progressive facial palsy caused by the acute expansion of an arteriovenous malformation-associated antercinferior cerebellar
artery aneurysm. The case is notable for the rapid progression of symptoms and their precise correlation with radiographic changes, emphasizing the
potential dynamic nature of aneurysms associated with arteriovenous malformations.

CLINICAL PRESENTATION: A 56-year-old woman with severe headache and nausea was seen in a local emergency room, where she underwent a
neurclogical examination with unremarkable results and a head computed tomographic scan demonstrating acute hemorrhage in the ambient cisterns.
Conventional and computed tomographic angiograms demonstrated an arteriovenous malformation in the right cerebellopontine angle fed by the
anteroinferior cerebellar and superior cerebellar arteries. A micro-aneurysm measuring 3 mm was noted within the internal carotid artery on the meatal
loop of the anteroinferior cerebellar artery. Two weeks later, a rapidly progressive right facial weakness developed in the patient, progressing to
complete facial plegia over 12 hours, and complete sensory neural hearing loss. Repeat angiography demonstrated expansion of the previously
visualized aneurysm to 8 x 4 mm.

INTERVENTION: The patient was taken to surgery for clipping of the aneurysm, which reguired petrous drilling to unroof the canal. She has
experienced substantial recovery of facial nerve function.

CONCLUSION: Although compression of the VIIith-VIlith nerve complex is an unusual presentation for posterior fossa aneurysms, it represents an
important potential complication of vascular pathological features. The rapid aneurysmal expansion, confirmed by imaging and correlating with the
rapid onset of symptoms, gives an impressive demonstration of the anatomic changes that can occur in an aneurysm associated with an arteriovenous
malformation.
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Glioma-derived mutations in IDH1 dominantly inhibit IDH1 catalytic activity and induce HIF-1alpha.
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