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Site-specific phosphorylation of tau
inhibits amyloid-f} toxicity in
Alzheimer’s mice
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Site-specific tau phosphorylation disrupts PSD-95/tau/Fyn
interaction and inhibits Ap toxicity.

(A) Coexpression of p38y (WT) or p38y A (CA) with tau showed
phosphorylation at T205, less at S199, and virtually none at S396 or
S404. Detection of GAPDH confirmed equal loading.

(B) Compared with APP23. p38y */* animals, APP23. p38y /= mice
showed a lack of T205 tau phosphorylation. Other sites remained
phosphorylated. Graph shows quantification of tau phosphorylation.
(C) Coexpression of T205E disrupted PSD95/tau/Fyn IP, whereas T205A
tau increased it. S199 mutations had no effect. Graph shows
quantification of tau/Fyn bound to PSD-95. D, Asp.

(D) AAV-mediated expression of WT and T205A, but not T205E or GFP,
restored susceptibility of tau™/~ to 50 mg/kg PTZ-induced seizures,
with reduced latency(linear regression) and higher severity.
(E)Improved memory in APP23 mice upon AAV-mediated p38y CA
expression (APP23. AAVp p38y ¢4 ). MWM test: (Left) Example traces;
(middle) escape latencies; (right) time in target quadrant during probe
trials.

(F) Rescued CFC in APP23. AAV p38y “A compared with APP23.

*CA: a constitutively active p38y variant
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In vivo genome editing via CRISPR/Cas9 mediated homology-independent targeted integration.

Suzuki K', Tsunekawa Y2, Hernandez-Benitez R'3, Wu J'#, Zhu J36, Kim EJ’, Hatanaka F', Yamamoto M', Araoka T'#, Li Z8, Kurita M', Hishida T', Li M*,
Aizawa E', Guo S8, Chen S8, Goebl A, Soligalla RD', Qu J°10 Jiang T&11, Fu X°6, Jafari M8, Esteban CR", Berggren WT'2, Lajara J*, Nufiez-Delicado E*,
Guillen P13, Campistol JM'*, Matsuzaki F2, Liu GH10.15.16.17 ' Magqistretti P%, Zhang K8, Callaway EM’, Zhang K°6.18.19 Belmonte JC'.

* Article: https://www.ncbi.nlm.nih.gov/pubmed/?term=In+vivo+genome+editing+via+CRISPR%2FCas9+mediated+homoloqgy-independent+targeted+integration
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The Allelic Landscape of Human Blood Cell Trait
Variation and Links to Common Complex Disease

William J. Astle,’224:21 Heather Elding,>%3! Tao Jiang,**' Dave Allen,” Dace Ruklisa,’-?* Alice L. Mann,® Daniel Mead,®
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* Article: http://www.cell.com/cell/pdf/S0092-8674(16)31463-5.pdf
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Fully Implanted Brain—Computer Interface
in a Locked-In Patient with ALS

Mariska J. Vansteensel, Ph.D., Elmar G.M. Pels, M.Sc.,

Martin G. Bleichner, Ph.D., Mariana P. Branco, M.Sc., Timothy Denison, Ph.D.,
Zachary V. Freudenburg, Ph.D., Peter Gosselaar, M.D., Sacha Leinders, M.Sc.,
Thomas H. Ottens, M.D., Max A. Van Den Boom, M.Sc., Peter C. Van Rijen, M.D.,
Erik J. Aarnoutse, Ph.D., and Nick F. Ramsey, Ph.D.

* Article: http://www.nejm.org/doi/pdf/10.1056/NEJMoa1608085
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* 7|AF & X: http://scienceon.hani.co.kr/media/449555
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