Supplementary Table 1: Deuterium Incorporation for Ila with the peptides Gplba, y' and Hirudin
and the protein fragment Gplba (1-290) 3Ys and 2Y; at pH 6.5.

Th 1 Minute
Residues | co. 20:1 40:1 1.6:1

max Ila Hirudin Gplba Y 2Yg 3Ys
-13to -4 8.5 3.7+£0.1 34+0.1 2.6+0.1 2.4+0.1 3.0£02 24+£0.0
46-52 6.6 04+0.0 04+0.0 04+0.0 04+0.0 0.3+0.1 04+0.1
65-84 21.8 9.6+0.1 42+02 62+01 | 53+01 | 79+£03 6.7+£0.0
85-99 15.2 4.8+0.1 43+0.2 2.8+0.1 29+02 3.6+£02 29+0.1

106-113 6.7 1.6+0.0 1.2+0.1 1.0£0.1 1.1£0.1 n/a n/a
106-116 9.8 20+0.1 1.6 £0.1 1.4+0.1 1.4+0.1 1.8 +£0.1 1.5+0.1
135-149D 19.4 84+0.1 7.4+0.1 73+0.2 n/a 7.4+0.1 74+0.1

173-180 7.8 1.8+0.1 1.4+0.1 1.4+0.1 1.2+0.1 n/a n/a
173-181 8.8 1.8+ 0.0 1.7+0.2 1.3+0.1 1.1+0.0 1.2+0.1 1.2+0.1

202-207 6.8 23+0.0 23+0.1 2.0+0.1 1.8+0.0 n/a n/a

Th 10 Minutes
Residues Deo. 20:1 40:1 1.6:1

max Ila Hirudin Gplba Y 2Yg 3Ys
-13to -4 8.5 3.8+0.0 3.9+0.1 36£0.0 | 32+£00 | 3.7£00 34=+0.1
46-52 6.6 0.5+0.0 05+00 04+£00 | 04+00 | 04+00 04+0.0
65-84 21.8 10.2+0.1 6.1 £0.1 92+0.1 8.2+0.1 9.6+0.1 93+0.1
85-99 15.2 6.6+0.2 6.9+0.1 4.7 +0.1 5.0+£0.1 55+0.1 5.0£0.1

106-113 6.7 2.2+0.1 22+0.0 1.7+0.1 1.8+0.1 n/a n/a
106-116 9.8 2.8+0.1 27400 2.1+£00 | 22+0.1 2.5+0.1 24+0.1
135-149D 19.4 89+0.1 75+0.1 82+0.1 n/a 79+0.0 8.0+0.1

173-180 7.8 2.6+0.1 2.5+0.0 1.7+0.0 1.7+0.1 n/a n/a
173-181 8.8 2.8+0.1 2.7+0.1 1.6 £0.0 1.7+ 0.0 1.9+0.1 1.8+0.1

202-207 6.8 2.6+0.1 2.5+0.1 24+0.0 24+0.1 n/a n/a

*The maximum number of exchangeable protons within the indicated peptide, assuming 100%
deuteration. A fully deuterated peptide would theoretically have acquired this amount of deuterons.




Supplementary Table 2: Deuterium Incorporation for Ila (pH 7.5 and 5.6) with the
peptides Gplba, y', and Hirudin at pH 5.6

. Theo 1 Minute
Residues D a Ila 20:1
- 5.6 7.5 Gplba Y Hirudin
-13to -4 8.5 34+0.1 32+0.1 | 22+0.0 27+00 2.8=+0.1
46-52 6.6 0.4+0.0 04+00 | 04+00 04+£00 04+0.0
65-84 21.8 9.4+0.2 82+02 | 5.7+0.0 6.7+0.0 3.5+0.2
85-99 15.2 6.0£0.1 37+0.1 | 20+0.1 22=+0.1 33+03

106-113 6.7 224+0.0 1.1£0.0 | 09+£0.0 09+0.1 1.0+0.1
106-116 9.8 2.7+0.1 1.6+£0.0 | 1.4+00 13+£00 14+02
135-149D 19.4 7.8+£0.2 87+02 | 73£0.0 79+0.1 64+0.1
173-180 7.8 24+0.0 1.5+0.1 | 1.2£00 13+01 12+0.1

173-181 8.8 2.5+0.1 1.7+0.1 1.3+£0.1 14+0.1 1.3+0.1
202-207 6.8 23+0.1 2.2+0.1 1.3+0.1 1.6£0.1 20+0.1
. Theo. 10 Minutes
Residues D Ila 20:1
max 5.6 7.5 Gplba Y Hirudin
-13to -4 8.5 39+0.2 39+0.1 |32+03 32+02 34+02
46-52 6.6 0.6+0.0 05+0.0 | 04+£00 04+01 04+£0.0
65-84 21.8 11.0£0.3 106 +0.1 | 8.6+02 87+0.5 44+02
85-99 15.2 7.7+0.1 59+00 |28+0.1 34+04 54+03

106-113 6.7 23+£0.0 1.8+0.0 |14+01 14+02 18+0.1
106-116 9.8 3.1+£0.0 23+00 | 1.8+0.1 1.8+02 22+0.1
135-149D 19.4 9.7+£0.2 94+0.1 |84+02 80+03 68+0.1
173-180 7.8 29+0.1 23+0.0 |13+01 14+£01 19=+02
173-181 8.8 3.8+0.0 23+0.1 | 13£01 14+£01 2.0+0.1
202-207 6.8 2.9+0.1 28400 | 1.6+0.1 21+02 23+£0.1

*The maximum number of exchangeable protons within the indicated peptide,
assuming 100% deuteration. A fully deuterated peptide would theoretically have
acquired this amount of deuterons.




