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C Protein D 50 mM C Prote; D
100 uM Me/s thiourea (20 mM), TEMPO (10 mM) M /§\H/COZR
P

Exenatide acetate
+H 3N—

".\ Aprotinin Ubiquitin Lactalbumin

>90% conversion
only labelled product observed

Teriparatide acetate COREt
P N =

+S-Me
30 /M protein Nz’(CO Et 30 /M protein 30 /M protein
>95% conversion 2 85% conversion 80% conversion
only labelled product observed label:oxidation: 10:1 Ratio of label:label+oxidation: 3.6:1

Glucagon

M

di-:mono-labelling ratio: 14:1

enS}}_COzEt >95% conversion
N2 only labelled products observed

30 /M protein

COAEL >95% conversion
+S only labelled product observed
/
Me N2
Tetracosactide acetate
Aviptadil acetate E0,C  Me
Et0,C.__S >90% conversion i
Y+ Me only labelled product observed >95% conversion

N, only labelled product observed



Figure S4A

Exenatide acetate | .

*HaN F_©7' .
OAc~
50 mM NZA\(O‘R

1:1 Hy0: CH4CN, 0° C

! i
o Me/‘?TI)LOﬁZb
N N

95% conversion 95% conversion
only labelled product observed only labelled product observed

thiourea (20 mM), TEMPO (10 mM)

N

94% conversion
only labelled product observed

Figure S4B
Efficient Labeling Observed from 5 - 500 uM -
Exenatide acetate F ! ““““ .
*HaN ~-
OAc™ somM )w(o z
0

90% conversion, 90% isolated yield
Conijugate is stable in solution at -20° C for
>6 months

+HN—
TFA-

thiourea (20 mM), TEMPO (10 mM)
1:1 H,0: CH5CN, 0° C

NH, - - then standard purification procedures

510 yM, 2 mg scale

N N2 Tra- 39%
Biotin-PEG—

Biotin-N3
Ascorbic acid

A

H,0:t-BuOH
[Cu/THPTA]



Figure S5A

i Ta
Figure S5B 9
F l|3F4
F |\
50 mM Nz)YOEt
(O] >
thiourea (20 mM), TEMPO (10 mM)
Exenatide OAc S‘Me N 1:1 MeCN:H,0
Release
Vol
(Ph)3P\HJ\O OP\Q
Nen
1l
Pl ~Ph
Ph

80% Conversion



Figure S6

@@ )‘3

9:1 DMF: HQO 032003

Staudinger

0 0
H
thP/\)LN'N““'N N/\n/OH
& H I H o
0”0
Me) S‘Me

)

N-OH

@)

-directed amine functionalization!



