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Role of GLP-1 in Metabolic Regulation GLP-1 RA is FDA-approved for obesity treatment

GLP-1–Based Therapeutics: Current Status and Advances
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Challenges 

 Intolerability: High dropout rates: 53.6% of adults prescribed a 
GLP-1 receptor agonist discontinued therapy within one year, 
and 72.2% stopped within two years 1

 Reduce lean mass: As much as 40% of the weight dropped on 
GLP-1 drugs comes from loss of  lean mass rather than fat 
(ADA)2 

 Rebound: Patients who stopped taking GLP-1 medications 
regained about two-thirds of the weight they lost during the 
trial within one-year.  
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Advancing Next-Generation Therapies for Obesity and Weight Management 



Near Term Catalysts

4

Why targeting Activin E? Activin E -Mode of action 

Activin E Potential Next-Generation Therapeutic for Obesity and Weight 
Management

 Activin E is a hepatokine, produce in liver 
a member of the TGFβ family.

 Activin E and its receptor are highly 
genetically validated. 

 Genetic loss of function decreases 
adiposity and risk for diabetes/ 
Cardiovascular Disease.

 2 siRNA targeting molecules provide 
pharmacological validation. 

x
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Anti-Activin E antibody (IBIO-610) strongly blocks Activin E – induced 
pSmad2 in human adipocytes.
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IBIO-610 Reduces Serum Levels of active Activin E in Mice
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IBIO-610 treatment drives fat loss but not lean mass loss in DIO mice

Veh
icle

IBIO
-61

0
0

1

2

3

4

Inguinal Fat

G
ra

m
s

✱✱✱✱

Veh
icle

IBIO
-61

0
0

1

2

3

4

Epididymal Fat

G
ra

m
s

✱✱✱

Veh
icle

IBIO
-61

0
0.0

0.5

1.0

1.5

Mesenteric Fat

G
ra

m
s

✱✱✱✱

WEEK-1

DEXA

WEEK-0  Male 
mice (16

-week-old) – 
12week-DIO

WEEK-8 end 
treatment and 

terminal take down 

DEXA

Treatment with iBio-610 mAb biweekly

DEXA

Bas
eli

ne

4 W
ee

ks

Term
ina

l
0

5

10

15

20

Total fat Mass

Fa
t m

as
s 

(g
)

nd ✱ ✱

0 20 40 60
80

90

100

110 Body Mass (%VEH)

Days

%
 V

eh
ic

le
 M

as
s

Vehicle
IBIO-610



8

Macrophage function in adipose tissue homeostasis and metabolic inflammation
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Treatment with IBIO-610, reduce the pro-inflammatory Macrophage ( M1) in 
Visceral fat depots
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 IBIO-610 strongly neutralizing circulating 
activin E in DIO mice

 IBIO-610 significantly reduce body 
weight, visceral fat deports

 IBIO-610 reduces pro-inflammatory M1 
macrophages in the visceral fat deports 
in DIO mice.

Take home message
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