
 

 

 

 

 

 

Campus Benjamin Franklin | Campus Berlin Buch | Campus Charité Mitte | Campus Virchow-Klinikum 

 

 

 
 

  
Charité  10098 Berlin 

 
 
 
 
To whom it may concern 
 
 
 
 
 

 
 
 
 

Letter of Support 

 

Our clinical research unit at the Charité University Medicine Berlin comprises two memory clinics and 

is one of the largest study centers in Germany performing clinical trials in AD. We were involved in 

the phase II studies assessing AD02: AFF006 and the long-term follow-up study AFF006A. Our unit 

was the top recruiting site within AFF006 for Germany. I accepted the position of country PI for the 

follow-up study AFF006A. Work on the phase II study AFF006 started in 2009. That is when I first met 

members of the team now driving AD04 within ADvantage. 

 

The results of the Phase II study AFF006 were negative in terms of AD02 but surprising with regard to, 

what was then termed, AD04. The analysis of AFF006 showed that none of the three AD02 groups 

showed benefit against placebo for primary and exploratory outcome parameters. The control group 

receiving high dose AD04 showed less decline than the other four groups for the primary efficacy 

outcomes with effect sizes ranging from 36 to 56%. There was a significant correlation between cog-

nitive clinical and imaging (volume of the hippocampus) endpoints. The lack of a “true negative con-

trol” prevented a definitive judgement of both AD02 and AD04. Thorough comparison to well-chosen 

historical control samples did not provide any evidence suggesting AD02 to accelerate disease pro-

gression over the natural course. This opened the possibility that AD04 could have therapeutic prop-

erties for Alzheimers disease at an early stage. 
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While it is good and interesting to see, that single cases appear to benefit from a new treatment, val-

id information can only be generated within prospective, randomized and double-blind clinical trials 

done according to GCP. Thus, the hypothesis generated within AFF006 needs confirmation in another 

clinical study. An important point, that needs to be addressed, is the mode of action. The further de-

velopment of AD04 would greatly benefit from a clear understanding on how it works. This would 

allow to optimize the treatment with regard to dose and schedule. To this end, experiments in animal 

models and humans may be warranted.  

 

ADvantage suggests AD04 to modulate neuroinflammation. This is based on experimental data show-

ing that peripheral AD04 administrations affects the expression of molecules belonging to the neu-

roinflammatory pathway. This comes at a time when the Alzheimer community reconsiders disease 

pathogenesis. Increasing evidence from various lines of investigation (genetic, experimental, clinical) 

by various research groups suggests that Alzheimer’s disease pathogenesis is not restricted to aggre-

gation of proteins (Aß, tau) and the neuronal compartment but appears to critically include immuno-

logical mechanisms in the brain. Of note, while there is this new knowledge on the pathogenesis, 

there is a lack of potential anti-inflammatory compounds that would be close to entering the arena of 

clinical testing. 

 
In conclusion, data suggest AD04 to (i) possess central immune modulating properties upon periph-

eral administration and (ii) to have the capacity to act in a disease-modifying manner in early Alz-

heimer’s disease. I appreciate the action by ADvantage to further assess the therapeutic activity of 

AD04 and its mode of action. I am willing to serve on an advisory board of the company. Also, our 

clinical team at the Department of Psychiatry, Charité University Medicine Berlin would consider be-

ing a study site within a clinical trial aimed at confirming the AD04 effect seen previously. 

 

PD Dr. Oliver Peters 


