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Q1  What will happen in the brain after AP aggregation? Summarize in 3,4 sentences. 2 4 7x
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fAZ51 1) The glia-mediated inflammation and the accumulation and spread of tau tangles in

brain regions that serve cognition.

BB\,

fifEZ51 2) AP oligomerization appears to initiate AD neuropathology, leading to altered tau in

neurites and cell bodies as well as microgliosis and blood monocyte infiltration into the brain.
Q2  Why did the many AD-modifying agents fail in initial trials?
The failure to reach primary and secondary outcomes in numerous trials of potentially AD-

modifying agents may be explained in one or more ways: & I I ° ¥ DA DERIFHIE X T

HBH LT, XEEGOITHMETE 5,



fiAZ51) The failure of the agent to achieve robust and selective target engagement in the brain;

initiating treatment at a clinical stage that is too advanced to be effective; underpowered trials;

adverse side effects on cognition; and faulty trial execution.

Q3  What do you think why the FDA granted “accelerated-approval” of aducanumab with

controversy? U TONEZFLICEL DAFEEZ LT VWA, AHGDOEZEZHVTVW5D
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fAZ51) The controversy over aducanumab should be considered in the context of other recent

AD immunotherapy trials. These four antibodies against A unambiguously clear amyloid
deposits from brain regions that are important for cognition, and this effect is accompanied by a
variable 20 to 40% slowing of cognitive decline in 18-month trials. Collectively, these data
represent the closest the AD field has come to a disease-modifying approach. So far, cognitive
benefits are modest, and the challenge of assessing their clinical meaningfulness for patients and
caregivers remains. But this challenge has been experienced in other chronic diseases, e.g., the
controversy over the initial limited benefits of the antiretroviral drug zidovudine for HIV and

AIDS when it was first approved.

fi#gZ51 4) For many chronic diseases, the initial therapeutic compounds have limited efficacy

and are often steadily replaced by more effective drugs. The emerging immunotherapeutics slow
the AD biological process but confer modest clinical benefit. The approval of aducanumab may
provide a proof of concept that can be rapidly improved upon. It may also enable combination
treatments, as is typical in chronic diseases. In therapeutics, as in life, one must walk before one

can run.

Q4  Fill (A) and (B) with the adjective that you think appropriate.

The longer and earlier.
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