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• Activin E: Liver-derived TGFβ-
family hepatokine1,2

• Strong genetic evidence links 
Activin E signaling to adiposity, 
diabetes, and cardiovascular 
disease1,2

• Genetic loss-of-function reduces 
fat accumulation and disease risk1,2

• Validated by preclinical RNA-
targeting therapies

• Challenging target for antibody 
discovery due to difficulties 
working with active recombinant 
protein, overcome by iBio AI-
enabled discovery platform

Lead Activin E antagonist antibody (IBIO-610) 
has high affinity binding to Activin E

KD < 156 pM

Potent neutralization of Activin E-mediated 
signaling in cell-based reporter assay
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Increased human FcRn binding 
at low pH

FcRn affinity >4x enhancement 
over standard IgG

0 7 14 21 28

-15

-10

-5

0

5

Day

B
o

d
y
 W

e
ig

h
t 

%
 C

h
a

n
g

e
B

a
s
e

lin
e
 a

n
d

 V
e

h
ic

le
 C

o
rr

e
c
te

d

PBS

IBIO-610

-8.9%

*** ***
*** ***

****

p<0.0001

p<0.005
***
****

DIO mice, 14-20 week HFD induction, N=10 per group, BIW dosing, 10 mg/kg S.C., Non-
responder outlier mice removed from data, 2-way ANOVA
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All weight loss from fat, not lean, mass

Body composition measured via DEXA
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DIO mice, 14-20 week HFD induction, N=10 
per group, antibody dosed BIW 10 mg/kg 
S.C., Sema daily 10 nmol/kg, 2-way ANOVA
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Activin E Antagonism represents a potential novel 
solution for fat selective weight loss as a monotherapy, 
GLP-1 combination, or as maintenance therapy
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DIO mice, 14-20 week HFD induction, N=10 per group, antibody dosed BIW 10 mg/kg S.C. starting on day 10, semaglutide daily for days 1-
14, 10 nmol/kg, 2-way ANOVA

0 5 10 15 20 25 30 35

1

2

3

4

Day of Treatment

F
o

o
d

 I
n

ta
k
e

(g
/m

o
u

s
e

/d
a

y
)

PBS

Sema => PBS

Sema => IBIO-610
P
B
S

S
em

a 
=>

 P
BS

S
em

a 
=>

 IB
IO

-6
10

0.0

0.5

1.0

1.5

2.0

2.5

Epididymal Fat (eWAT)

m
a

s
s
 (

g
)

P
B
S

S
em

a 
=>

 P
BS

S
em

a 
=>

 IB
IO

-6
10

0.0

0.2

0.4

0.6

0.8

1.0

Mesenteric Fat (mWAT)

m
a

s
s
 (

g
)

✱✱✱

✱✱✱

P
B
S

S
em

a 
=>

 P
BS

S
em

a 
=>

 IB
IO

-6
10

0.00

0.05

0.10

0.15

0.20

0.25

Quadriceps

m
a

s
s
 (

g
)

P
B
S

S
em

a 
=>

 P
BS

S
em

a 
=>

 IB
IO

-6
10

0

1

2

3

4

Inguinal Fat (iWAT)

m
a

s
s
 (

g
)

✱✱✱

✱✱✱

Clone ka (1/Ms) kd (1/s) KD (M) Ratio (IgG4/IgG4 HLE)

IBIO-610 WT IgG4 7.02E+05 1.95E-03 2.78E-09
4.3

IBIO-610 (HLE IgG4) 4.09E+05 2.68E-04 6.54E-10
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