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SUPPLEMENTAL FIGURE LEGENDS

Supplemental Fig. S1. Sequences, affinities, and specificities of antigen-binding Fabs
from repertoire H3-SX. CDR sequences at positions that were randomized in the
libraries are shown for Fabs selected for binding to (4) insulin, (B) IGF-1, (C) VEGF, and
(D) HER2. The fraction unbound was determined as the ratio of the phage ELISA signal
in the presence of 100 nM solution-phase antigen divided by the signal in the absence of
solution-phase antigen; clones with less than 90% binding in the presence of the
competing antigen are highlighted in bold font. 1Cs, values were determined by
competitive phage ELISA. Specificity ELISA signals are highlighted as follows:
1.0<dark grey; 0.2<light grey<1.0; 0.2>white; specificity signals >2 are in bold. Binding
was assayed for the following antigens: human VEGF, HER2, human death receptor DR5
(hDRS5), human insulin, neutravidin (NAV), human growth hormone (HGH), human
insulin-like growth factor-1 (hIGF-1), and bovine serum albumin (BSA).

Supplemental Fig. S2. Sequences, affinities, and specificities of antigen-binding Fabs
from repertoire All-SX. CDR sequences at positions that were randomized in the
libraries are shown for Fabs selected for binding to (4) insulin, (B) IGF-1, (C) VEGF, and
(D) HER2. The fraction unbound was determined as the ratio of the phage ELISA signal
in the presence of 100 nM solution-phase antigen divided by the signal in the absence of
solution-phase antigen; clones with less than 90% binding in the presence of the
competing antigen are highlighted in bold font. 1Csy values were determined by
competitive phage ELISA. Specificity ELISA signals are highlighted as follows:
1.0<dark grey; 0.2<light grey<1.0; 0.2>white; specificity signals >2 are in bold. Binding
was assayed for the following antigens: human VEGF, HER2, human death receptor DR5
(hDRS5), human insulin, neutravidin (NAV), human growth hormone (HGH), human
insulin-like growth factor-1 (hIGF-1), and bovine serum albumin (BSA).

Supplemental Fig. S3. Sequences, affinities, and specificities of the heavy-chains of
antigen-binding Fabs from repertoire H3-YX. The light-chain was not sequenced. CDR

sequences at positions that were randomized in the libraries are shown for Fabs selected
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for binding to (A) insulin, (B) IGF-1, (C) VEGF, and (D) HER2. The fraction unbound
was determined as the ratio of the phage ELISA signal in the presence of 100 nM
solution-phase antigen divided by the signal in the absence of solution-phase antigen;
clones with less than 90% binding in the presence of the competing antigen are
highlighted in bold font. ICsy values were determined by competitive phage ELISA.
Specificity ELISA signals are highlighted as follows: 1.0<dark grey; 0.2<light grey<1.0;
0.2>white; specificity signals >2 are in bold. Binding was assayed for the following
antigens: human VEGF, HER2, human death receptor DRS5 (hDRS5), human insulin,
neutravidin (NAV), human growth hormone (HGH), human insulin-like growth factor-1

(hIGF-1), and bovine serum albumin (BSA).

Supplemental Fig. S4. Sequences, affinities, and specificities of the heavy-chains of
antigen-binding Fabs from repertoire All-YX. The light-chain was not sequenced. CDR
sequences at positions that were randomized in the libraries are shown for Fabs selected
for binding to (a) insulin, (b) IGF-1, (¢) VEGF, and (d) HER2. The fraction unbound
was determined as the ratio of the phage ELISA signal in the presence of 100 nM
solution-phase antigen divided by the signal in the absence of solution-phase antigen;
clones with less than 90% binding in the presence of the competing antigen are
highlighted in bold font. ICsy values were determined by competitive phage ELISA.
Specificity ELISA signals are highlighted as follows: 1.0<dark grey; 0.2<light grey<1.0;
0.2>white; specificity signals >2 are in bold. Binding was assayed for the following
antigens: human VEGF, HER2, human death receptor DR5 (hDRS5), human insulin,
neutravidin (NAV), human growth hormone (HGH), human insulin-like growth factor-1

(hIGF-1), and bovine serum albumin (BSA).

Supplemental Fig. S5. Sequences and affinities of antigen-binding Fabs from repertoire
H3-YSGX. CDR sequences at positions that were randomized in the libraries are shown
for Fabs selected for binding to (a) IGF-1, (b) insulin, (c) HER2, and (d) VEGF. The
fraction unbound was determined as the ratio of the phage ELISA signal in the presence
of 100 nM solution-phase antigen divided by the signal in the absence of solution-phase

antigen. ICsyvalues were determined by competitive phage ELISA.
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Supplemental Figure S3d
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Supplemental Figure 5A
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Supplemental Figure 5B
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Supplemental Figure 5C
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Supplemental Figure 5D
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