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Fig. S1. Optical density readings used to calculate combinatorial effects of soluble AMPs against

MSSA (Fig. 2). The MIC for each individual peptide is highlighted in grey and corresponds to the

lowest concentration which results in no growth (bold box). The red colored boxes indicate wells

with no bacterial growth (ODsoo < 0.1) and green colored boxes indicate bacterial growth. The box

in the bottom right corner contains no drug and serves as a growth control, yellow shaded boxes

indicate additive interactions and blue boxes indicate synergistic interactions based on FICI

calculations.
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Fig. S2. Optical density readings used to calculate combinatorial effects of soluble AMPs against

MRSA (Fig. 3). The MIC for each individual peptide is highlighted in grey and corresponds to the

lowest concentration which results in no growth (bold box). The red colored boxes indicate wells

with no bacterial growth (ODsoo < 0.1) and green colored boxes indicate bacterial growth. The box

in the bottom right corner contains no drug and serves as a growth control, yellow shaded boxes

indicate additive interactions and blue boxes indicate synergistic interactions based on FICI

calculations.
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Fig. S3. HANor hydrogel incubated for 2 days in PBS absent of bacteria and stained using the
live/dead biofilm viability assay per the manufacturer’s instructions. No green or red dye was
visible within the circular gel area during imaging indicating that the stains are interacting with

the bacteria and not the gel itself. Scale bar: 1 mm.
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Fig. S4. (A) Thiolated DD13-RIP MALDI mass spectrometry results. Most intense peak: 2795.3
m/z; expected peak: 2794.3 m/z. (B) Thiolated indolicidin MALDI mass spectrometry results. Most
intense peak: 2294.9 m/z; expected peak: 2295.0 m/z. (C) Thiolated P10 MALDI mass

spectrometry results. Most intense peak: 3483.9 m/z; expected peak: 3484 m/z.

S5



HANor

1

45%
Norbornene | ‘ |

Modification | A )
I 1 i |
VAl X

0.5

Fig. S5. '"H NMR spectra of HANor macromer.

100
g
X 80
g
S 60 -
U * *%*
o
= 40
o T
g 20
[11]
0 T T T T
> SN R
&‘o Q.C"o,(}b\ Q\ 9'\
< N Q¥
& Q
S

Fig. S6. Elastic modulus of AMP hydrogels. Hydrogels were formed by creating hydrogel solutions (5 wt%
HANor, 8 mM DTT, and 2 mM RGD or the AMPs at 2x MIC) which were placed in cylindrical molds (8

mm diameter, 2.0 mm height), and photopolymerized with UV light (10 mW/cm? 10 minutes). Formed
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hydrogels (n=6 per group) were then taken out of the molds and allowed to swell overnight in PBS. All
groups were compared using an ANOVA test, with each test group compared directly to the control group,
and the Dunnett correction for multiple comparisons was applied. The stiffness was significantly higher for
the P10 (* p = 0.0357) and DD3-RIP (** p = 0.0084) groups. This increase in stiffness corresponds to
peptides with the longest amino acid chains and highest molecular weights. There are likely intramolecular

forces or protein entanglements causing this slight increase in hydrogel stiffness.
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