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Ligands L1-L3: The synthesis of L1, L2, L3 were identical with the procedure as
described previously!'-3l.

Complex Irl, Ir2 and Ir3: The synthesis of Irl, Ir2, Ir3 were identical with the
procedure as described previously*¢l. Briefly, Irl, Ir2, Ir3 (0.4 mmol, 2 equiv) and
[Ir(ppy)2Cl]2 (0.2 mmol, 1 equiv) in CH,Cl,/CH30H (2:1, v/v) was heated to refluxed
65 °C for 8 h under N> atmosphere. After the resulting red solution cooled to room
temperature, saturated KPF¢ aqueous solution (10 mL) were added to obtain a red
precipitate. The mixture was filtered to remove insoluble salts, and then the filtrate
was evaporated to dryness under reduced pressure to get the crude product. The crude
product was then dissolved with a small amount of CH>Cl> and purified by column
chromatography with CH>Cl,/CH30H (10:1, v/v) as the eluent. It was obtained as a
yellow powder. Irl: yield: 73.0 %. '"H NMR (400 MHz, DMSO-ds) 6 9.11 (d, J = 8.0
Hz, 2H), 8.78 (s, 1H), 8.27 (d, J = 8.2 Hz, 2H), 8.15 (d, /= 5.0 Hz, 2H), 8.07 (dd, J =
8.2,5.2 Hz, 2H), 7.96 (d, J = 7.8 Hz, 2H), 7.87 (t,J= 7.8 Hz, 2H), 7.49 (d, J=5.7 Hz,
2H), 7.06 (t, J = 7.4 Hz, 2H), 6.96 (q, J = 7.2 Hz, 4H), 6.29 (d, J = 7.5 Hz, 2H). 13C
NMR (101 MHz, DMSO-ds) & 166.80 (s), 150.22 (s), 149.04 (s), 148.26 (s), 144.00 (d,
J = 14.4 Hz), 142.99 (s), 138.55 (s), 132.03 (s), 131.14 (s), 130.14 (s), 127.01 (s),
124.95 (s), 123.70 (s), 122.25 (s), 119.84 (s). HRMS (ESI) m/z: calcd for
C35H24N6Ir [M-PF¢]*, 721.1693; found 721.1721. Ir2: yield: 75.0 %. "H NMR (400
MHz, DMSO-ds) 6 14.36 (s, 1H), 9.20 (d, /= 8.2 Hz, 2H), 8.30 (dd, J = 15.4, 8.2 Hz,
4H), 8.17 (d, J = 4.7 Hz, 2H), 8.13 — 8.06 (m, 2H), 7.97 (d, /= 7.9 Hz, 2H), 7.89 (t, J
= 7.8 Hz, 2H), 7.67 (t, J = 7.7 Hz, 2H), 7.60 (t, J = 7.4 Hz, 1H), 7.52 (d, J = 5.6 Hz,
2H), 7.07 (t, J=17.5 Hz, 2H), 6.98 (dt, J = 14.7, 7.3 Hz, 4H), 6.30 (d, J = 7.5 Hz, 2H).

13C NMR (101 MHz, DMSO-ds) 5 166.83 (s), 152.70 (s), 150.22 (s), 149.04 (s),



148.31 (s), 144.01 (d, J = 14.6 Hz), 138.57 (s), 132.11 (s), 131.13 (s), 130.23 (d, J =
15.3 Hz), 129.45 (d, J = 11.7 Hz), 129.26 (d, J = 25.7 Hz), 126.95 (s), 126.51 (s),
124.95 (s), 123.71 (s), 122.26 (s), 119.85 (s). HRMS (ESI) m/z: calcd for C41H2sNslr
[M-PFs]*, 797.2007; found 797.2009. Ir3: yield: 76.0 %.'"H NMR (400 MHz, DMSO-
ds) 6 10.15 (s, 1H), 9.18 (d, /= 8.3 Hz, 2H), 8.27 (d, /= 8.2 Hz, 2H), 8.15 (dd, /= 9.3,
7.0 Hz, 4H), 8.07 (dd, J = 8.1, 5.3 Hz, 2H), 7.96 (d, J = 7.9 Hz, 2H), 7.88 (t, J = 7.8
Hz, 2H), 7.50 (d, J = 5.7 Hz, 2H), 7.06 (t, J = 7.5 Hz, 2H), 6.98 (dt, J = 14.6, 7.6 Hz,
6H), 6.29 (d, J = 7.5 Hz, 2H). *C NMR (101 MHz, DMSO-ds) 8 166.85 (s), 159.55
(s), 153.44 (s), 150.35 (s), 149.04 (s), 148.03 (s), 143.86 (d, J = 20.0 Hz), 143.60 —
142.14 (m), 138.58 (s), 132.08 (s), 131.16 (s), 130.17 (s), 128.36 (s), 126.78 (s),
124.97 (s), 123.74 (s), 122.26 (s), 120.44 (s), 119.87 (s), 115.87 (s). HRMS (ESI) m/z:

calcd for C41H2sNeIrO [M-PF¢]*, 813.1956; found 813.1974.
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TH NMR of Ir1
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HRMS of Ir1
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HPLC of Ir1
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HRMS of Ir2
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HPLC of Ir2

DAD1 D, Sig=288,16 Ref=off (D:\CHEMS2\1\DATAW\F£4DEF LC.S2022827CYS 2022-08-27 19-28-12023-0801.D)
mAU

14004
12009
1000
800+
600-
40

200

=

il




'H NMR of Ir3
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HRMS of I3
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HPLC of Ir3
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Table S1. Minimum inhibitory concentration (MIC) values of Ir3 against drug-resistant S. aureus (MRSA)

isolated from the clinic.

Compound MIC pg/mL
Ir3 3.9
Oxacillin Resistance
Benzylpenicillin Resistance
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Figure S1. The hemolytic activities of Ir3 towards rabbit erythrocytes; the results are shown as

mean * sd.
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