[image: ]Table S1.  Mouse Receptor Profile of Biological Activity


























Table S2.   Rat Receptor Profile of Biological Activity
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Figure S1. Receptor Profile of Biological Activity at Mouse (m) and Rat (r) GLP-1 Receptors

mGLP-1R
rGLP1R
























Figure S2. Receptor Profile of Biological Activity at Mouse (m) and Rat (r) GIP Receptor

mGIPR
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Figure S3. Receptor Profile of Biological Activity at Mouse (m) and Rat (r) Gcg Receptors
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Figure S4. Receptor Profile of Biological Activity at Human (h) GLP-1 , GIP and Gcg Receptors
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[image: ]Figure S5. Receptor Profile of Biological Activity at Monkey (mk) GLP-1, GIP and Gcg Receptors
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[image: ][image: ]Figure S6. LC-MS profile of purified Semaglutide (MW 4113.6)












Figure S7. LC-MS profile of purified Tirzepatide (MW = 4813.5
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[image: ]Figure S8. LC-MS profile of purified Retatrutide (MW = 4731.4) 
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Figure S9. LC-MS profile of purified BWB2065 (MW = 4839.6)
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Figure S10. LC-MS profile of purified BWB2086 (MW = 4261.8)
[image: ]




[image: ]







Figure S11. LC-MS profile of purified LY3537021 (MW = 4971.6)
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Figure S12. LC-MS profile of purified BWB3054 (MW = 4896.7)
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Figure S13. CRO (Inotiv-Evansville) NHP Study Protocol In-Life Evaluation Parameters
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Figure S1. Receptor Profile of Biological Activity at Mouse (m) and Rat (r) GLP-1 Receptors

mGLP-1R
rGLP1R
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mGLP-1R mGIPR mGCGR
Relative Relative Relative
Compound Description | EC50 (nM) | Potency to [ EC50 (nM) | Potency | EC50 (nM) | Potency
RTT (%) o RTT (%) to RTT (%)
GLP-1R
Semaglutide 0.0077 43 - - - -
agonist
GLP-1R/GIPR
Tirzepatide 0.0053 62 0.1686 84 - -
coagonist
GLP-
Retatrutide | 1R/GIPR/GCGR| 0.0033 100 0.1416 100 0.0686 100
triagonist
BWB2065 GIPR agonist 0.0502 <0.1 0.0067 2124 - -
BWB2086 GCGR agonist 46.76 <0.01 - - 0.2700 25
BWB3054 GIPR/GC_GR 0.5125 <0.01 0.1100 129 0.2800 24
coagonist
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rGLP-1R rGIPR rGCGR
Relative Relative Relative
Compound Description | EC50 (nM) | Potency to [ EC50 (nM) | Potency to | EC50 (nM) | Potency
RTT (%) RTT (%) to RTT (%)
GLP-1R
Semaglutide 0.0206 227 - - - -
agonist
GLP-1R/GIPR
Tirzepatide 0.0319 147 0.1244 28 - -
coagonist
GLP-
Retatrutide | 1R/GIPR/GCGR| 0.0469 100 0.0352 100 0.4877 100
triagonist
BWB2065 GIPR agonist 0.6709 7 0.0257 137 - -
BWB2086 GCGR agonist 727.5 0 - - 2.0110 24
BWB3054 GIPR/GC_GR 2.445 2 0.0473 74 0.8002 61
coagonist





image3.emf
-6 -5 -4 -3 -2 -1 0 1 2 3

0

5×101

1×102

1.5×102

peptides(nM)

%

 

o

f  

M

a

x

i

a

m

 

R

e

s

p

o

n

s

e

BWB2065

Sema

TZP

RTT

BWB3054

BWB2086


image4.emf
-6 -5 -4 -3 -2 -1 0 1 2 3

0

5×10

1

1×10

2

peptides(nM)

%

 

o

f  

M

a

x

i

a

m

 

R

e

s

p

o

n

s

e

BWB2065

Sema

TZP

RTT

BWB3054

BWB2086


image5.emf
-6 -5 -4 -3 -2 -1 0 1 2 3

0

5×101

1×102

1.5×102

peptides(nM)

%

 

o

f  

M

a

x

i

a

m

 

R

e

s

p

o

n

s

e

BWB2065

Sema

TZP

RTT

BWB3054

BWB2086


image6.emf
-6 -5 -4 -3 -2 -1 0 1 2 3

0

5×10

1

1×10

2

peptides(nM)

%

 

o

f  

M

a

x

i

a

m

 

R

e

s

p

o

n

s

e

BWB2065

Sema

TZP

RTT

BWB3054

BWB2086


