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B A C KG R O U N D    	   
The small molecule GAL-201 has recently been characterized as a promising development candidate for 
oral treatment of AD. It binds with high affinity (Ki=2.9 nM) to the misfolded form of monomeric amyloid 
beta and prevents aggregation to the neurotoxic amyloid beta oligomers and protofibrils. These amyloid 
species have been validated by recent positive Phase 3 studies with antibody drugs, such as lecanemab,  
as an AD drug target. 

O B J E C T I V E S   
Prior to beginning clinical development, GAL-201 should be investigated in an established transgenic (tg) 
model of AD for its neuroprotective and symptomatic potential. 

M E T H O D S    	  
The tgArcSwe mouse model of AD was chosen since it carries, besides the Swedish mutation (APPswe),  
the amyloid beta-associated Arctic mutation (ArcAb). Tg and wild-type mice (12 months) were tested  
for their cognitive performance in the water-cross maze after administration of 80 mg/kg GAL-201  
subcutaneously on the day before the experiment. Long-term-potentiation(LTP) was electrophysiologi-
cally monitored in the CA1 region of hippocampal brain slices.
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R E S U LT S    	  
GAL-201 significantly improved the cognition in the mutants compared to placebo. The escape  
latency, which is the duration the animals need to perform the test, was clearly shorter since the 
transgenic mice showed a cognitive improvement when treated with GAL-201 (n=9-10 per group, 
p=0.06). In the accuracy experiment, the improvement of the GAL-201-treated transgenic mice was 
even more pronounced (n=9-10 per group, p=0.02). In addition, new in vitro data about the duration 
of the biological activity of GAL-201 will be presented. 

C O N C L U S I O N S   
The available results of the animal study in the Arctic mutation AD model further strengthen the  
profile of GAL-201  as a promising development candidate for oral AD therapy. The next step will be 
the initiation of an IND-enabling program before starting a classic Ph 1 SAD/MAD study. 

Figure 5: �Aβ1–42-induced spine loss is visually prevented by GAL-201

A) �Dendrite of a control slice.   C) �Dendrite of a slice incubated with a  
freshly prepared serial dilution of GAL-201  
(GAL-201/Aβ1-42SD5/20 minutes).  
Compared to the dendrite of the the  
control slice (Fig. 5C) no visual difference 
in spine density is observed. 

B) �Dendrite of a slice incubated with  
50 nM Aβ1-42. This dendrite shows a  
visibly reduced spine density compared 
to both, the dendrite of the control slice 
(Fig. 5C) and the dendrite of the slice 
incubated with serial dilution (Fig. 5A).

Figure 2: �GAL-201 targets misfolded Aβ1–42 with high affinity and prevents the formation of  
oligomers and protofibrils

GAL-201 binding to Aβ1-42 was measured by surface plasmon 
resonance using a Biacore X100 biosensor instrument.  
Binding affinity KD = 2.5 nM ± 0.6 (n = 4) (Russ et al. 2022). 
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Figure 3: �GAL-201 prevents Aβ1–42-induced suppression of long-term potentiation 

A) �LTP is considered a neuronal correlate of learning and 
memory, and it is blocked by Aβ oligomers. 

B) �GAL-201 prevents the toxic effect of Aβ1–42 even 1 week  
after preparation.

** p<0.01,  *** p<0.001, s = significant effect 
Aβ1–42 = oligomers generated from 50 nM Aβ1–42, SD5 = self-propagating 
non-toxic agglomerates formed from Aβ1–42 and GAL-201 in 5 dilution steps 
according to Russ et al. 2022, fEPSP = field excitatory postsynaptic potential.
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A) �Cognitive performance was measured in the  
water-cross maze by the percentage of correct  
decisions for left and right, called “Accuracy”. 

B) �tgArcSwe mice showed a significantly reduced   
accuracy compared to age-matched wild-type mice.  
Injection of GAL-201 improved the cognitive performance 
in tgArcSwe mice significantly comparable to the level  
in wild-type mice. 

WT = wild type mice,  
TG = tgArcSwe mice bearing the APPswe and ArcAb mutation, 12 months old  
GAL-201 was injected at 80 mg/kg one day before the behavioral experiment

Figure 6: �In behavioral experiments with transgenic AD mice, a single injection of GAL-201  
improved cognition significantly. 

A) 100

50

0

-50

-100
WT 

vehicle
TG 

vehicle
WT 

GAL-201
TG 

GAL-201

n=9–10

Ac
cu

ra
cy

 (%
)

p=0.03

4 %
5 % 12 %

-27 %

p=0.02

Figure 4: �The protective effect on LTP directly correlates with spine protection or prevention of spine loss

Spine density is a morphological measure of synaptic plasticity. 
Aβ oligomers show toxicity by reducing spine density.  
With GAL-201, this Aβ toxicity can be suppressed entirely.  
Even after a week GAL-201 shows a relevant protection against 
Aβ1–42-induced spine loss. These morphological ex vivo effects 
mirrored the functional in vitro effects in LTP (Figure 3) and  
the behavioral in vivo effects (Figure 6). 

* p<0.05, ** p<0.01, s = significant effect, r = relevant effect 
Aβ1–42 = oligomers generated from 50 nM Aβ1–42  
SD5 = self-propagating agglomerates formed from Aβ1–42 and GAL-201 in 5 
dilution steps according to Russ et al. 2022 
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Figure 1: Aβ oligomers and protofibrils have been validated as targets for AD treatment
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