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1. Synthetic Procedures

Acronyms used for reagents:

CDI: 1,1 -carbonyldiimidazole
DMF: Dimethylformamide
DCM: Dichloromethane
MeOH: Methanol

TEA: Triethanolamine

TFA: Trifluoroacetic acid

1.1. Synthetic procedures for building blocks

The synthetic precursors [PtCly(en)] (S11), cisplatin (S12), and rac-1,3-diaminopropan-2-ol
(513).!Y 9-phenoxyacridine (S1),””) and building blocks N'-(acridin-9-yl)-N*-methylethane-1,2-
diamine (A1),”” and N'-(acridin-9-y1)-N>-methylpropane-1,3-diamine (A2)[3] were synthesized
according to the cited methods.

Scheme 1. Synthesis of precursor A3.
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A mixture of phenoxyacridine (S1) (2.71 g, 0.01 mol) and 2-(2-aminoethylamino)ethanol (S3)
(1.14 g, 0.011 mol) in 15 mL of anhydrous THF was refluxed for 16 h. The solvent was
evaporated off and the residue was dissolved in 30 mL of acetone. To this solution were added 5
mL of concentrated HCl and the mixture was stirred at 4 °C for 3 hours. A yellow precipitate
formed which was recovered by filtration, resuspended in 50 mL of 2 M ammonium hydroxide,
and stirred at room temperature for 30 min. The aqueous phase was extracted with CH,Cl, and
the organic phase was collected, dried over Na;SO4, and concentrated using rotary evaporation,
affording 2.57 g of the free base as an yellow solid (Yield: 92%). '"H NMR ((CD3),SO) §8.27 (d,
J=28.5 Hz, 2H), 7.69 (d, J= 7.6 Hz, 2H), 7.59 (t, J = 7.3 Hz, 1H), 7.26 (t, J = 7.5 Hz, 2H), 4.50
(s, 1H), 3.88 (t,J=6.2 Hz, 2H), 3.47 (t,J = 5.7 Hz, 1H), 2.90 (t, /= 6.2 Hz, 2H), 2.63 (t,J=5.7
Hz, 2H). "°C NMR ((CDs),S0) § 151.70, 129.74, 124.84, 121.30, 60.39, 51.27, 50.18, 40.90.
MS (ESI, positive-ion mode): calculated for C;7HN30 ([M+H]"), 282.15; found: 282.3.
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Scheme 2. Synthesis of precursor A2.
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A2 was prepared using the procedure described for A3. Yield: 94%. 'H NMR (300 MHz, CDCl5)
08.12(d, J=8.7, 2H), 8.02 (d, J=8.7,2H), 7.61 (t, J= 6.7 Hz, 2H), 7.25 (t, J= 7.5 Hz, 2H),
4.01 (t, J = 5.9 Hz, 2H), 2.96 - 2.75 (m, 2H), 2.53 (s, 3H), 1.94-1.68 (p, J/ = 5.9 Hz , 2H). MS
(ESI, positive-ion mode): calculated for C7H,0N3 ([M+H]"), 266.36; found: 266.2.

Scheme 3. Synthesis of precursor A4.
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A4 was prepared using the procedure described for A3. Yield: 86%. "H NMR (CDCls) 8.11 (d, J
= 8.5 Hz, 2H), 8.02 (d, J = 8.6 Hz, 2H), 7.72 - 7.54 (m, 2H), 7.35-7.29 (m, 2H), 3.87-3.82 (m,
4H), 3.16 - 2.64 (m, 4H), 1.79 (p, J = 6.5 Hz, 2H). >C-NMR (CDCl;) 151.97, 147.93, 130.25,
127.65, 123.25, 122.70, 116.33, 62.15, 49.48, 48.91, 47.68, 31.98. MS (ESI, positive-ion mode):
calculated for C13H, N3O ([M+H]+), 296.38; found: 296.3.

Scheme 4. Synthesis of precursor Ab5.
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A mixture of phenoxyacridine (S1) (2.71 g, 0.01 mol) and 2-((2-aminoethyl)glycine (S5) (1.3 g,
0.011 mol) in 20 mL of dry MeOH was refluxed for 3 h. The yellow solid that precipitated
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during the reaction was collected by filtration, washed with hot THF and ether, and dried in a
vacuum, affording 2.55 g of the product as a yellow solid (Yield: 86 %). 'H NMR ((CD3),SO)
8.22 (m, 2H), 7.55 (t, J = 7.6 Hz, 2H), 7.43 (m, 2H), 7.15 (t,J = 7.6 Hz, 2H), 4.08 (d, /= 6.0 Hz,
2H), 3.22 (s, 2H), 3.16 (t, J = 5.9 Hz, 2H). A >C NMR spectrum of this compound was not
obtained due to limited solubility of the compound. MS (ESI, positive-ion mode): calculated for
C17H1sN;0, ([M+H]"), 296.34; found: 296.3.

Scheme 5. Synthesis of precursor A6.
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A6 was prepared using the procedure described for A5. Yield: 91%. '"H NMR ((CD;),SO) §8.21
(d, J= 8.4 Hz, 2H), 7.54 (m, 3H), 7.12-7.18 (m, 4H), 6.93-6.62 (m, 2H), 3.91 (t, J = 6.4 Hz, 2H),
3.21 (s, 2H), 3.01 (t, J = 7.2 Hz, 2H), 2.03 (p, J = 6.5 Hz, 2H). >C NMR ((CD3),SO) 6 166.95,
157.31, 152.15, 130.13, 129.21, 125.84, 120.79, 118.56, 115.13, 49.87, 48.74, 45.42, 27.92. MS
(ESI, positive-ion mode): calculated for C;sH,oN30, ([M+H]+), 310.37; found: 310.2.

Scheme 6. Synthesis of precursor A7.
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A7 was prepared using the procedure described for A5. Yield: 84%. '"H NMR (D,0) §8.04 (d, J
= 8.7 Hz, 2H), 7.83 (dd, J = 8.4, 7.0 Hz, 2H), 7.58 - 7.34 (m, 4H), 4.33 (t, J = 6.1 Hz, 2H), 3.60
(t, J = 5.8 Hz, 1H), 3.33 (t, J = 6.3 Hz, 2H), 3.33 (t, J = 6.3 Hz, 2H). °C NMR (D,0) & 166.95,
157.31, 152.15, 130.13, 129.21, 125.84, 118.56, 115.13, 49.87, 48.80, 45.42, 27.92. MS (ESI,
positive-ion mode): calculated for CsH20N30, ((M+H]"), 310.37; found: 310.3.
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Scheme 7. Synthesis of precursor A8.
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The Boc-protected acridine derivative (S8) (1.36 g, 4.6 mmol) was synthesized as follows. A5
was suspended in 30 mL of anhydrous methanol, to which was added Boc,O (1.3 g, 6 mmol) in 5
mL of anhydrous MeOH at 0-5 °C maintained with an ice bath. The mixture was then stirred at
room temperature for 4 h. The solvent was removed by rotary evaporation and residue was
dissolved in 10 mL of dichloromethane and precipitated with 200 mL of anhydrous diethyl ether.
The solid was recovered by filtration and dried in a vacuum affording 1.79 g (99%) of the
product as a yellow solid, which was used in the next step without further purification.

Compound S8 (1 g, 2.52 mmol) and 1,1'-carbonyldiimidazole (CDI, 533 mg, 3.28 mmol) were
combined in 20 mL of anhydrous DMF. The mixture was heated to 40-50 °C and stirred for 6 h.
Then the solution was cooled to 0-5 ° C in an ice bath and 264 mg of 2-azidoethanamine
dissolved in 3 mL of anhydrous DMF were added. The mixture was stirred at 0-5 © C for 4 h.
DMF was removed by vacuum distillation at 35-40 °C, and the residue was redissolved in 40 mL
of dichloromethane and washed with 1 M HCI (3 x 20 mL). The organic phase was collected,
dried with anhydrous Na,SO., and concentrated to afford an orange oil. To remove the Boc
group, the residue was dissolved in 6 mL of a 1:1 mixture of anhydrous dichloromethane and
trifluoroacetic acid and stirred at room temperature for 3 h. The reaction was quenched by adding
10 mL of 1 M NaOH solution. The crude product was extracted from NaOH solution with DCM,
dried over anhydrous Na,SOs, and concentrated. The product was purified by flash
chromatography (AL,Os, DCM:MeOH, 30:1). Yield: 0.59 g (64 %). '"H NMR (CDCl;) & 8.10 (d,
J=28.7 Hz, 2H), 7.97 (d, J = 8.6 Hz, 2H), 7.60 (t, J = 8.3, 6.8 Hz, 2H), 7.40 - 7.14 (m, 3H), 3.89
(t, J = 5.6 Hz, 2H), 3.50 - 3.23 (m, 6H), 2.99 (t, J = 5.6 Hz, 2H). °C NMR (CDCls) & 172.56,
152.98, 146.04, 131.21, 125.75, 123.56, 122.97, 115.48, 50.72, 48.69, 48.47, 44.85, 38.82, 36.22.
MS (ESI, positive-ion mode): calculated for C;9H2,N;O ([M+H]+), 364.42; found: 364.3.
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Scheme 8. Synthesis of precursor A9.
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A9 was prepared using the procedure described for A8. Yield: 64%. 'H NMR (CDCl;) & 8.09 (d,
J=28.7 Hz, 2H), 8.02 (d, J = 8.7 Hz, 2H), 7.59 (t, J = 7.6 Hz, 2H), 7.41 (s, 1H), 7.27 (t, J=7.5
Hz, 2H), 4.95 (brs, 2H), 3.92 (t, J = 5.6 Hz, 2H), 3.44 (s, 4H), 2.91-3.14 (m, 4H), 2.53 (t, J= 6.0
Hz, 2H). C NMR (CDCls) & 152.09, 149.60, 129.65, 129.23, 123.60, 121.91, 115.75, 51.37,
51.32, 36.51, 29.15. MS (ESI, positive-ion mode): calculated for C20H,4N,0 ([M+H]"), 378.45;
found: 378.3.

Scheme 9. Synthesis of precursor Al0.
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The Boc-protected acridine derivative (S10) was prepared as described for S8 starting with
compound A3. Compound S10 (1 g, 2.62 mmol), TEA (793 mg, 7.85 mmol) and 4-nitrobenzyl
chloroformate (732 mg, 3.4 mmol) were dissolved in 20 mL of anhydrous DCM. The mixture
was stirred at room temperature for 16 h. Then 271 mg of 2-azidoethanamine dissolved in 5 mL
of anhydrous DCM was added and the reaction was stirred for another 8 h. The solvent was
removed using vacuum distillation and the residue was redissolved in 40 mL of DCM and
washed with 1 M HCI (3 x 20 mL). The organic phase was collected, dried with anhydrous
Na,SOy4, and concentrated to afford an orange oil. To remove the Boc group, the orange oil was
dissolved in 6 mL of a 1:1 mixture of anhydrous dichloromethane and trifluoroacetic acid and
stirred at room temperature for 3 h. The reaction was quenched by adding 10 mL of 1 M NaOH
solution. The crude product was extracted from NaOH solution with DCM, dried over anhydrous
Na,SOy4, and concentrated. The product was further purified by flash chromatography (Al,Os,
DCM:MeOH, 30:1). Yield: 0.73 g (71 %). '"H NMR (CDCls) & 8.12 - 7.96 (m, 4H), 7.59 (t, J =
7.8 Hz, 2H), 7.23 (t, J = 7.6 Hz, 2H), 5.65 (brs, 1H), 4.27 (t, J = 4.8 Hz, 2H), 3.92 (t, /= 5.7 Hz,
1H), 3.61 - 3.20 (m, 4H), 3.01 (t, J = 5.7 Hz, 2H), 2.96 (t, J = 4.9 Hz, 2H). *C NMR (CDCl;) &
156.53, 152.69, 145.93, 131.22, 125.98, 123.3, 123.00, 115.07, 64.48, 50.97, 48.35, 48.17, 47.83,
40.45. MS (ESI, positive-ion mode): calculated for C,0H24N70; ([M+H]+), 394.45; found: 394.3.
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Scheme 10. Synthesis of precursor P1%,
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The complex [PtCly(en)] (S11) (0.50 g, 1.54 mmol) was heated under reflux in 25 mL of dilute
HCI (pH 4) with propionitrile (6.85 mL, 98.5 mmol) until the yellow suspension turned into a
colorless solution (~2 h). Solvent was removed by rotary evaporation, and the pale-yellow
residue was redissolved in 10 mL of dry methanol. A small amount of an insoluble yellow solid
was removed by membrane filtration and the colorless filtrate was added directly into 250 mL of
vigorously stirred dry diethyl ether, affording Pl as an off-white, extremely hygroscopic
microcrystalline precipitate. Yield: 0.48 g (83%). 'H NMR (D,0) & 5.72, 5.64 (2 brs, 0.7 H,
HD exchange), 2.87(q, J=7.5 Hz, 2H), 2.48 - 2.75 (m, Pt satellites, 4 H), 1.3 (t, J=7.5 Hz, 3H,).

Scheme 11. Synthesis of precursor P25,
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P2 was prepared using the similar procedure as described for P1 as the white solid with the yield
89%. 'H NMR (D,0) & 5.80, 5.65 (2 br s, 1H, HD exchange), 2.87(q, J=7.5 Hz, 2H), 2.55 -
2.65 (m, Pt satellites, 4 H), 2.53 (s, 3H).
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Scheme 12. Synthesis of precursor P3.
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P3 was prepared using the procedure described for P1. Yield: 74%. "H NMR (D,0) & 2.89 (t, J
=7.6,2H), 1.30 (t, J=7.5, 3H).

Scheme 13. Synthesis of precursor P4.
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P4 was prepared using the procedure described for P1. Yield: 63%. '"H NMR (D,0) § 2.53 (3 H,
m, Pt satellites), 4.35, 4.48 (4 H, HD exchange, 2 br s).

Scheme 14. Synthesis of precursor P5.
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P5 was prepared using the procedure described for P1. Yield: 91%. 'H NMR (D,0) & 4.26 (m,
1H), 2.99 - 2.54 (m, 6H), 1.39 - 0.96 (t, /= 7.5 Hz, 3H).
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Scheme 15. Synthesis of precursor P6.
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P6 was prepared using the procedure described for P1. Yield: 77%. '"H NMR (D,0) & 4.28 (m,
1H), 2.85 - 2.53 (m, 4H), 2.53 (s, 3H).
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1.2. Synthesis of Pt-Acridines

Scheme 16. Resynthesis of compound P4-A3.
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P4-A3 was prepared using the same procedure as described for P1-A3 and was recovered with a
yield of 87%. "H NMR (MeOD) & 8.40 (d, J = 8.8 Hz, 2H), 7.87 (t,J = 6.8, 2H), 7.72 (dd, J = 8.7,
1.2 Hz, 1H), 7.49 (d, J = 8.4 Hz, 2H), 4.31 (t, J = 7.0 Hz, 2H), 4.10 (brs, 2H), 3.91 (t, J = 6.8 Hz,
1H), 3.75 (s, 2H), 3.65 (t, J = 4.9 Hz, 2H), 3.49 (t, J = 4.9 Hz, 2H), 2.58 (s, 3H). °C NMR
(MeOD) 6 167.49, 160.02, 141.40, 136.55, 126.49, 125.30, 119.77, 114.14, 60.73, 49.86, 48.16,
47.39, 23.02. MS (ESI, positive-ion mode): for C;9H,sCINgOPt ([M]+), 587.00; found: 585.2.

Scheme 17. Resynthesis of compound P6-ALl.
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P6-Al was prepared using the same procedure as described for P1-A3 and was recovered with a
yield of 92%. '"H NMR (DMF-d7) & 13.92 (s, 1H), 9.89 (s, 1H), 8.68 (d, J = 8.7 Hz, 2H), 7.9 -
8.11 (m, 4H), 7.62 (td, /= 6.4, 3.1 Hz, 2H), 6.21 (s, 1H), 5.65 (s, 1H), 5.60 (s, 1H), 5.13 (s, 2H),
4.87 (s, 1H), 4.50 (s, 2H),4.12 (t, J = 6.3 Hz 2H), 4.06 (s, 1H), 3.50 (s, 4H), 3.18 (s, 3H), 2.59-
2.97 (m, 4H). °C NMR (DMF) & 165.94, 158.64, 139.96, 135.33, 125.29, 123.91, 118.98,
112.80, 65.84, 48.38, 47.80, 33.79, 28.66. MS (ESI, positive-ion mode): for C,;H3(CINsOPt
(IM]"), 613.04; found: 612.3.
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Scheme 18. Resynthesis of compound P1-A8.
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P1-A8 was prepared using the same procedure as described for P1-A3 and was recovered with a
yield of 81%."H NMR (DMF-d7) & 13.90 (s, 1H), 9.99 (s, 1H), 8.83 - 8.52 (m, 3H), 8.28 - 7.92
(m, 4H), 7.62 (td, J= 6.6, 1.5 Hz 2H), 6.73 (s, 1H), 5.84 (s, 2H), 5.51 (s, 2H), 4.54 (q, /= 5.7 Hz,
2H), 4.44 (s, 2H), 4.15 (t, J= 5.9 Hz, 2H), 3.44 - 3.52 (m , 4H), 3.06 (q, J = 7.9 Hz, 2H), 2.67 (s,
4H), 1.33 (t, J = 7.5 Hz, 3H). °*C NMR (DMF-d7) & 170.37, 169.56, 158.62, 140.17, 135.27,
125.92, 123.80, 118.90, 112.94, 50.32, 48.97, 48.79, 46.34, 38.78, 28.67, 11.00. MS (ESI,
positive-ion mode): for Co4H34CIN;(OPt ([M]"), 709.13; found: 708.5.

Scheme 19. Resynthesis of compound P3-A7.
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Platinum complex P3 (354 mg, 1| mmol) was converted to its nitrate salt by reaction with AgNO;
(162 mg, 0.95 mmol) in 7 mL of anhydrous DMF. AgCl was removed by syringe filtration, and
the filtrate was cooled to -10 °C. Acridine precursor A7 (310 mg, 0.1 mmol) was added to the
solution, and the suspension was stirred at 4 °C for 5 days. The mixture was poured into 300 mL
of vigorously stirred diethyl ether, and the precipitate was recovered by membrane filtration and
dried in a vacuum overnight. The product was further purified by recrystallization from hot
methanol to give 461.7 mg of the product as a yellow solid (Yield: 67%). '"H NMR (MeOD) &
8.29 (d, J = 8.6 Hz, 2H), 7.92 - 7.58 (m, 4H), 7.41 (t, J = 7.7 Hz, 2H), 4.06 (t, J = 6.5 Hz, 2H),
3.74 (t,J = 6.4 Hz, 2H), 3.63 (t, J = 6.5 Hz, 2H), 3.02 (t, /= 7.9 Hz, 2H), 2.35 (t, /= 6.4 Hz, 2H),
1.23 (t, J = 8.0 Hz, 2H). MS (ESI, positive-ion mode): for C,;H3,CINcO2Pt ([M]"), 629.04;
found: 629.2.
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2. LC-ESMS analysis of reaction mixtures

Abbreviations:

en = ethylenediamine; HPDA = 2-hydroxy-1,3-propanediamine (pn*°")
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Figure S1.1. LC-ESMS analysis of reaction P1 + Al.
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Figure S1.2 LC-ESMS analysis of reaction P1 + A2.
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Figure S1.3 LC-ESMS analysis of reaction P1 + A3.
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Figure S1.4 LC-ESMS analysis of reaction P1 + A4.
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Figure S1.5 LC-ESMS analysis of reaction P1 + A5.

S¥-id SV

H 4Wa H
HO ~_N Q HO ~_N Q
SOt e S RS
19, HN C\ iy N.EH NP O
z Z (12)
HNINTH
. L _| s

+

SV-IdJO W3PS uolpeay sy

S17



002 o e T
q___..ﬁ ﬁ-!.—..ﬁ [ a - . . . z -
Tver ] : I \ St
zom ESB
z
eess L H -
14 s
CELETLVE
o1 = _[1o-|l :sweiBojeworyd
. iy o
7079 = _li>-|l 09k b5 ¢ 01 - $01 o1 z
‘ - [m+ 05 65 6 101 -8'6 66 1
Tes = [+l " %o Jeg eAIY eary WBRH [unu] abuey [unu] 13 #
6T°FS9 IAL IO 4817 punodwo
uo  jonuo) abey) WOA E£°T 20Z PO Wi 00" 1T (1@s) sen Aig
HOG ™ T~ 0000€ yabue) D01 HOA 00T 20 1P0 1sd 00°05 (15) B2NgaN
- ¢ s 000007  AunL NOdY Xel 0A 00F WG Do 05E (19s) dway Aug
il&:. egads § sabesany HOA LSET w3 Aepded 153 adAy a2unog uoy
._I 2/w 00ZZ pu3 vess ddA 000z sprudwy Jy Bjodopo anysod hawejod uoy
o z i Z/w ST uibog ueds 575 anug desy PWON/PIS 2P0l BURY SSel
9SG uwp 01 "SI+ Suaw| udjawWesed uonisinboy
Zpu 009 005 00F 00€ 00z - sojug sishjeuy
" T a8 0 91 iswep ajdwes
_ _‘4 £ an L gsie Wd €0°WZ:T Z102/22/S :93eq boy Joenswpy  :403e9d0 WI~TONOS  POUPW
yirsa o WY £Z:81:2T Z102/80/90 93eq und 15-des)-QSW-O1 AuswngsuL a'80zIZZS0 wep sishjeuy
-4
: S - Hoday weibojewoly) punodwo)
4 a
IV-TdJO SISABUY SIN-DT2UL
€
av-id ay
o
i () o ¢y [
vore =Bl 14 ~ _z d IO\F/\Z/\./\Z f R
ST'60€ 1 AL IO HO NN 0. N7 _N
H RN
o] .\\F.\ (1) | FHNNEH C
9. &:z (-
< EHNTONTH +
—Bd\ln\/\{ |-
o +
o o 9V-1dJO 2WIPS UONIEIY YL
BESH UL 0L SN+ Suau| :

S18

Figure S1.6 LC-ESMS analysis of reaction P1 + AG.
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Figure S1.7 LC-ESMS analysis of reaction P1 and A7.
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Figure S1.8 LC-ESMS analysis of reaction P1 + A8.
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Figure S1.9 LC-ESMS analysis of reaction P1 + A9.
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Figure S1.11. LC-ESMS analysis of reaction P2 + Al.
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Figure S1.12. LC-ESMS analysis of reaction P2 + A2.
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Figure S1.13. LC-ESMS analysis of reaction P2 + A3.
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Figure S1.14. LC-ESMS analysis of reaction P2 + A4.
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Figure S1.15. LC-ESMS analysis of reaction P2 + A5.
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Figure S1.16. LC-ESMS analysis of reaction P2 + A®6.
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Figure S1.17 LC-ESMS analysis of reaction P2 + A7.



= el o
T v
T HT
T6iL
zsst 2
Tz
SLE
€50
v
£61E
1T#69 IV TOIN
N $
£569 ™ .o\w.ﬂ./ T
1o, N
iy
—

L Z |
pISH UwE 0L ‘SN %!.__
zau 009 058 005 os¥ 05E 00t 05z 002 0%t o

T8z

sz
050
)
001

SI°E98 £ 1AL 101
T

N~ M/\nr\f
i i 05
£voe

L
ESvH UWG'S SN i

bt — b - -
|
|
b S
3

iswesbojewosyd

'8s 0s I3 901 - Z01 ¥01 z

(313 9 9 66-56 96 1

9% Je44 ely eany Wwb1aH [uiw] abuey [unu] 1 #
1517 punodwody
vo  oguo abey UOA E£°T 202 PO unUA 00'TT (@s) se Aig
0000E 1w6ieL 201 ¥OA 00Z1 20190 1 00°05 (ws) =zungan
s100000Z  dwn) Ny Xew 30N 00K Jauwwns 0 0S€ (1as) dway Ag
enads g sbesany HOA £'SET w3 Aepdey 1S3 adALa2nos uol
2w 002Z pu3 ues ddp 000z  apmadury 5y 30do0 anysaq Aweiod uoy
Zjw ST ufiog uexs S7§ anug deiy [PULON/PIS POl abuey Ssel
u3PWelRg uoRisinbay

:ojug sishjeuy

g7 :awep ddwes

Wd O¥:$£:01 Z10Z/21/5 :ejeq ‘boy Jmensuwpy  ojesado WI~TONOS  ‘POIH
Wd 9T:E5:+0 Z10Z/80/90 eueQ UKd 15-de11-0SI-DT AuRWNDSUT Qozsl-an BweN sishjeuy

S - Hoday weibojewoly) punodwo)

8V-7dJO Sis&[euy SIN-DT94L

8v-zd 8y

: 4 () e : e
N N~ R T N =
'S 'R

5 o:zL./ ZN 0. N7 zN
1., ~ NI NE
2NdNTH O {io) | THNNH O

+

8V-TdJO 2URPS HoREay 2L

Figure S1.18 LC-ESMS analysis of reaction P2 + A8.
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Figure S1.19 LC-ESMS analysis of reaction P2 + A9.
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Figure S1.20 LC-ESMS analysis of reaction P2 + A10.
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Figure S1.21. LC-ESMS analysis of reaction P3 + Al.
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Figure S1.22. LC-ESMS analysis of reaction P3 + A2.
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Figure S1.23. LC-ESMS analysis of reaction P3 + A3.
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Figure S1.25. LC-ESMS analysis of reaction P3 + A5.
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Figure S1.26. LC-ESMS analysis of reaction P3 + A®6.
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Figure S1.27. LC-ESMS analysis of reaction P3 + A7.
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Figure S1.28. LC-ESMS analysis of reaction P3 + A8.
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Figure S1.31. LC-ESMS analysis of reaction P4 + Al.
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Figure S1.33. LC-ESMS analysis of reaction P4 + A3.
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Figure S1.34. LC-ESMS analysis of reaction P4 + A4.
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Figure S1.35. LC-ESMS analysis of reaction P4 + A5.
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Figure S1.36. LC-ESMS analysis of reaction P4 + AG.
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Figure S1.37. LC-ESMS analysis of reaction P4 + A7.
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Figure S1.38. LC-ESMS analysis of reaction P4 + A8.
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Figure S1.39. LC-ESMS analysis of reaction P4 + A9.
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Figure S1.40. LC-ESMS analysis of reaction P4 + A10.
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Figure S1.41. LC-ESMS analysis of reaction P5 + Al.
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Figure S1.42. LC-ESMS analysis of reaction P5 + A2.
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Figure S1.43. LC-ESMS analysis of reaction P5 + A3.
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Figure S1.44. LC-ESMS analysis of reaction P5 + A4.
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Figure S1.45. LC-ESMS analysis of reaction P5 + Ab.

S57



009 005 00

00t 002

o0
A LLaLIC LS B b Ty L 4 §
A ‘ i wmﬂ Zuis ey 14 _ _ 1 oy 00
eres £5%¢ o
T68s = _[10- vadH -l vo
‘ere = 1ol
a0
‘gTbe = B+ ‘o890 = ]
0T+89 I IO
EWE g
-.OJ_\). w ok
o du
ﬁn m 4
=2 3403 i
EESH WY 0L 'S+ suaw|
2 0oL 009 005 00r 008 002 o
o
¥o
90
go1e=_[H+1l
ST°60€ * IA 1O
80
sﬂu\ﬁm@
£ ol
|56t U 6 'S+ o:r_

S - Hoday weibojewoly) punodwo)

9V-SdJO SIsA[euy SIN-DT3UL

av-5d v

O NG
—

Sd _~

_U 2\

O (10} _’:z i

i ey G ]
B amai - - & -
— . .
.
g
| -
z :l.l... +
Lo
sswesbojewosyy (a W
9bL 174 ot 601 - 501 901 z m
¥'SZ 14 ¥ 101 -86 oot T =
%o OR14 €LY eauy WBPH [unw] abuey [unu] 14 # O
1811 punodwod w
—
uo  jonuod abieyy AN ££°T 302 P0 U 00°T1 (ws) ses g Y
0000£ abueL 201 UOA 00°ZT 20190 1sd 00705 (195) Bingan o
srl0DOD0Z  @wrl Mooy Xew 0N 001 Jwwns s 0SE (19s) dwa) Aig 172
eqoads § sabesany UOA £°SET w3 Aepded 1S3 adAy axnos uo] 7
Zjw 00ZZ pu3 uexs ddp 000z apmduwy Jy odoidQ ansod Awejog uoj =
zfw 081 wbag uexs 528 ang desy PULON/PIS  3pOj abuey sse =
uaPwesed vonsinboy c
4]
ioju sishjeuy wn
9-5  isweN dpdwes M
WY pT:0¥:21 Z102/21/5 :93eq ‘boy Joessiuwpy  lojesado WI~TONOS  POYRH
Wd $Z:5£:90 Z10Z/80/90 :938Q UM 15-0RIL-OSW-D1 udNRSUL a'v109-an :aweN sishjeuy n_.\Eu
O
-l
©
<
—
w
[<b]
—
>
2
LL

J\/z\ff\f
9. J._z

NN

Ly

2w H
\_._/\Zf\\.r/\z =
_\2
_\

9V-§dJO PURIDS UONIEIY Y

S58



L¥TE = _[H+D] ‘T6ss = _[1D-vadaa-l
‘e = [H+] ‘Ts89 = _ [H+I]

OT'F89 S IO
S R

nv&w-.“/.\ P

DOSH WO 0L 'S+

€59

Y .

LPTE

3

X
Wi

u 00L 009 005 00F

e

L St UUT 6§ SN«

Toe

T 00
1411
zo
L4
90
zore=_[H+N]
ST'60F & IAL 10N
80

o e O]
b o - - z -
!
! -
= e
iswesbojewodyd
LS 89 or £01-6%6 oot z
[} 15 g ¥'6-06 6 1
Y Jedg eIy easy WBIRH [unw] abuey [unu] 1y #
s punodwod
uo  joguo) abuey)y UOA €£°T 2020 U 00° 1T (13s) seg Aig
0000E buey 201 WOA 00°TT 201 P0 1sd 00°0S (19s) mngan
$A00000Z a1l NV XeW AON O°0% JETIT D0 0SE (1) dway Aig
epads § sabesany WOA L'SET wag Aepde) 153 adAy a2unos uoj
2/w 00ZZ pu3 vexs ddA 0007 sprandwy Y 0dapo anysod Ayserod uop
Zjw QST ubag uexs Ex43 anuq desy [PULON/PIS POl 2buey ssew

uRawesey vonisinbay

sopur sishjeuy

15 :oweN idwes

WY E£:60TT Z102/21/S :a3eq "boy Jensiunwpy :i03esad0 WT~T-9NOS POYPW
Wd 6Z:9€:90 Z10Z/80/90 :@3eq jud 1S-deil-QSW-01 uawngsul atios-an 1aweN sisAjeuy

S - Hoday welbojewoly) punodwo)

LV-SdJO SISA[euy SIN-DT9UL

LYV-€dJO2WRTS UOIREIY 3L

Figure S1.47. LC-ESMS analysis of reaction P5 + A7.
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Figure S1.49. LC-ESMS analysis of reaction P5 + A9.
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Figure S1.50. LC-ESMS analysis of reaction P5 + A10.
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Figure S1.51. LC-ESMS analysis of reaction P6 + Al.
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Figure S1.53. LC-ESMS analysis of reaction P6 + A3.
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Figure S1.54. LC-ESMS analysis of reaction P6 + A4.
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Figure S1.55. LC-ESMS analysis of reaction P6 + A5.
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Figure S1.56. LC-ESMS analysis of reaction P6 + A®6.
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Figure S1.57. LC-ESMS analysis of reaction P6 + A7.
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Figure S1.58. LC-ESMS analysis of reaction P6 + A8.
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Figure S1.59. LC-ESMS analysis of reaction P6 + A9.
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Figure S1.60. LC-ESMS analysis of reaction P6 + A10.
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Figure S1.61. Percent conversion in ‘click’ reactions for platinum-acridines. Compounds are

sorted and color-coded by common acridine moieties.
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3. NMR spectra for purified compounds
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Figure S2.1. *H NMR spectrum of compound A2.
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Figure S2.11. *H NMR spectrum of compound P2.
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Figure S2.12. *H NMR spectrum of compound P3.
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Figure S2.13. *H NMR spectrum of compound P4.
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Figure $3.1. *C NMR spectrum of compound A3.
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Figure $3.5. *C NMR spectrum of compound A8.
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Figure $3.6. *C NMR spectrum of compound A9.
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Figure $3.7. *C NMR spectrum of compound A10.
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Figure S3.8. *C NMR spectrum of compound P1-A3.
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Figure $3.9. *C NMR spectrum of compound P4-A3.
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4. LC-MS analysis of purified compounds
Compound Chromatogram Report - MS

Analysis Name: 04271219.D Instrument: LC-MSD-Trap-SL Print Date: 06/30/2012 11:13:15PM
Method: PTAMID~1.M Operator:  Administrator Acq. Date: 4/28/2012 4:35:49 AM
Sample Name:  Acridine-aa

Analysis Info: Free base

Acquisition Parameter:

Mass Range Mode  Std/Normal Trap Drive 52.5 Scan Begin 150 m/z
Ion Polarity Positive Octopole RF Amplitude ~ 200.0 Vpp Scan End 2200 m/z
Ion Source Type ESI Capillary Exit 135.7 Volt Averages 5 Spectra
Dry Temp (Set) 350 °C Skimmer 40.0 Volt Max. Accu Time 200000 ps
Nebulizer (Set) 50.00 psi Oct 1 DC 12.00 Volt ICC Target 30000

Dry Gas (Set) 11.00 I/min Oct 2 DC 1.73 Volt Charge Control on

Compound List:

# RT [min] Range [min] Height Area Area Frac %
1 11.0 10.8-11.4 74 939 100.0
Chromatograms:
Intens. 04271219.D: LV Chromatogram, 363-463 nm
mAU
125
100
754 1
50]
25
0]
T T T T T T T
5 10 15 20 25 Time [min]
Intens +MS, 10.9min #575
X107
252.2
4
3
24
14
195.2
o<
150 175 200 225 250 275 300 325 350 375 mz

Figure S4.1. LC-MS analysis of compound Al.
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Compound Chromatogram Report - MS

Analysis Name:

05021201.D Instrument: LC-MSD-Trap-SL

Print Date: 06/30/2012 11:33:52 PM

Method: PTAMID~1.M Operator:  Administrator Acq. Date: 5/2/2012 2:34:16 PM
Sample Name: ACR-AA-2
Analysis Info: FREE BASE
Acquisition Parameter:
Mass Range Mode  Std/Normal Trap Drive 52.5 Scan Begin 150 m/z
Ion Polarity Positive Octopole RF Amplitude 200.0 Vpp Scan End 2200 m/z
Ion Source Type ESI Capillary Exit 135.7 Volt Averages 5 Spectra
Dry Temp (Set) 350 °C Skimmer 40.0 Volt Max. Accu Time 200000 ps
Nebulizer (Set) 50.00 psi Oct 1 DC 12.00 Volt ICC Target 30000
Dry Gas (Set) 11.00 I/min Oct 2 DC 1.73 Volt Charge Control on
Compound List:
# RT [min] Range [min] Height Area Area Frac %
1 11.8 11.7-123 1161 100.0
Chromatograms:
Intens. 05021201.D: UV Chromatogram, 363-463 nm

mAU

204

o
.
S

il m‘e [min]

Intens
x107

6.2

+MS, 11.9min #661

T
220

T
260

T
280

T
320

340 miz

Figure S4.2. LC-MS analysis of compound A2.
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Compound Chromatogram Report - MS

Analysis Name: 04271212.D Instrument: LC-MSD-Trap-SL Print Date: 06/30/2012 11:16:46 PM
Method: PTAMID~1.M Operator: Administrator Acq. Date: 4/27/2012 8:46:30 PM
Sample Name:  Acridine-OH-1
Analysis Info: Free base
Acquisition Parameter:
Mass Range Mode Std/Normal Trap Drive 52.5 Scan Begin 150 m/z
Ion Polarity Positive Octopole RF Amplitude 200.0 Vpp Scan End 2200 m/z
Ion Source Type ESI Capillary Exit 135.7 Volt Averages 5 Spectra
Dry Temp (Set) 350 °C Skimmer 40.0 Volt Max. Accu Time 200000 ps
Nebulizer (Set) 50.00 psi Oct 1 DC 12.00 Volt ICC Target 30000
Dry Gas (Set) 11.00 I/min Oct 2 DC 1.73 Volt Charge Control on
Compound List:
# RT [min] Range [min] Height Area Area Frac %
1 11.0 10.9-11.6 135 2190 100.0
Chromatograms:
Intens. 04271212.D: UV Chromatogram, 363-463 nm
mAU
1504
1
1004
504
o]
5 10 15 2 % Time [min]
Intens. +MS, 11.0min #616
x108
1.04 282.3
0.84
0.64
0.4
0.24
1953
00-L; , ; L : : T - - I T T T
150 200 250 300 350 400 mz

Figure S4.3. LC-MS analysis of compound A3.
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Compound Chromatogram Report - MS

Analysis Name: 04271213.D Instrument: LC-MSD-Trap-SL Print Date: 06/30/2012 11:18:32 PM
Method: PTAMID~1.M Operator: Administrator Acq. Date: 4/27/2012 9:28:49 PM
Sample Name:  Acridine-OH-2

Analysis Info: Free base

Acquisition Parameter:

Mass Range Mode  Std/Normal Trap Drive 52.5 Scan Begin 150 m/z
Ion Polarity Positive Octopole RF Amplitude 200.0 Vpp Scan End 2200 m/z
Ion Source Type ESI Capillary Exit 135.7 Volt Averages 5 Spectra
Dry Temp (Set) 350 °C Skimmer 40.0 Volt Max. Accu Time 200000 ps
Nebulizer (Set) 50.00 psi Oct 1 DC 12.00 Volt ICC Target 30000

Dry Gas (Set) 11.00 I/min Oct 2 DC 1.73 Volt Charge Control on

Compound List:

# RT [min] Range [min] Height Area Area Frac %
1 11.3 11.1-11.7 73 885 100.0
Chromatograms:
Intens 04271213.D: UV Chromatogram, 363-463 nm
mAU
804
1
604
a0
204
04 T
0 5 10 15 2 % Time [min]
'"ﬁ'g +MS, 11.3min #625
296.3
N
4
2
195.2
ol — T T T L + T T T
1‘50 200 250 300 350 400 mz

Figure S4.4. LC-MS analysis of compound A4.
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Compound Chromatogram Report - MS

Analysis Name:

04271214.D Instrument: LC-MSD-Trap-SL Print Date: 06/30/2012 11:20:01 PM
Method: PTAMID~1.M Operator: Administrator Acq. Date: 4/27/2012 10:08:42 PM
Sample Name:  Acridine-COOH-1
Analysis Info: Free base

Acquisition Parameter:

Mass Range Mode
Ion Polarity

Ion Source Type
Dry Temp (Set)

Std/Normal Trap Drive 525 Scan Begin 150 m/z
Positive Octopole RF Amplitude  200.0 Vpp Scan End 2200 m/z
ESI Capillary Exit 135.7 Volt Averages 5 Spectra
350 °C Skimmer 40.0 Volt Max. Accu Time 200000 ps

Nebulizer (Set) 50.00 psi Oct 1 DC 12.00 Volt ICC Target 30000
Dry Gas (Set) 11.00 I/min Oct2DC 1.73 Volt Charge Control on
Compound List:
# RT [min] Range [min] Height Area Area Frac %
1 13.3 13.1-13.6 41 387 100.0
Chromatograms:
Intens. 04271214.D: UV Chromatogram, 363463 nm
mAU
0] 1
304
204
104
o]
0 5 10 15 2 2 Time [min]
Intens. +MS, 13.4min #734
x1074
296.3
154
1.04
0.5+
ool T T T T T ! T T T T T T T T
150 200 250 300 350 400 mz

Figure S4.5. LC-MS analysis of compound Ab.
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Compound Chromatogram Report - MS

Analysis Name: 04271221.D Instrument: LC-MSD-Trap-SL Print Date: 06/30/2012 11:23:43 PM
Method: PTAMID~1.M Operator: Administrator Acq. Date: 4/28/2012 10:58:15 AM
Sample Name:  Acridine-COOH-2

Analysis Info: Free base

Acquisition Parameter:

Mass Range Mode Std/Normal Trap Drive 52.5 Scan Begin 150 m/z
Ion Polarity Positive Octopole RF Amplitude  200.0 Vpp Scan End 2200 m/z
Ion Source Type ESI Capillary Exit 135.7 Volt Averages 5 Spectra
Dry Temp (Set) 350 °C Skimmer 40.0 Volt Max. Accu Time 200000 ps
Nebulizer (Set) 50.00 psi Oct1DC 12.00 Volt ICC Target 30000

Dry Gas (Set) 11.00 I/min Oct 2 DC 1.73 Volt Charge Control on
Compound List:

# RT [min] Range [min] Height Area Area Frac %

1 11.9 11.8-12.3 23 208 100.0

Chromatograms:
Intens. 04271221.D: WV Chromatogram, 363463 nm
mAUH

204

154

104

o
=
S
5
N
5}
N
&

“Time [min]

Intens
x106

1254

1.004

0.50

0.254

+MS, 12.4min #659

000l
150

N " I N TR TR AT AN P P T w il T iy Ly
{ t t t t t t t ; t } 7 + 4 y y v y
200 250 300 350

ITHTRTITINTORAITI NN TITNEN|
it t ¥

400

miz

Figure S4.6. LC-MS analysis of compound A®6.

S110



Compound Chromatogram Report - MS

Analysis Name: 04271216.D Instrument: LC-MSD-Trap-SL Print Date: 06/30/2012 11:25:38 PM
Method: PTAMID~1.M Operator: Administrator Acq. Date: 4/27/2012 11:50:30 PM
Sample Name:  Acridine-COOH-3
Analysis Info: Free base
Acquisition Parameter:
Mass Range Mode  Std/Normal Trap Drive 52.5 Scan Begin 150 m/z
Ion Polarity Positive Octopole RF Amplitude 200.0 Vpp Scan End 2200 m/z
Ion Source Type ESI Capillary Exit 135.7 Volt Averages 5 Spectra
Dry Temp (Set) 350 °C Skimmer 40.0 Volt Max. Accu Time 200000 ps
Nebulizer (Set) 50.00 psi Oct1DC 12.00 Volt ICC Target 30000
Dry Gas (Set) 11.00 I/min Oct 2 DC 1.73 Volt Charge Control on
Compound List:
# RT [min] Range [min] Height Area Area Frac %

1 14.0 13.9-14.4 19 165 100.0
Chromatograms:
Intens. 04271216.D; UV Chromatogram, 363-463 nm
mAU

204 1

154

104

5]

0 A

o T Tk 1o 15 2 % " Time min]

Intens
X105

54

2833

297.3

[N

A‘AAAXA

(i

Lol ..

11

+MS, 14.6min #794

3254
T N .

353 13 3559
‘HHH‘HMH |

300

1111,
T

340 mz

Figure S4.7. LC-MS analysis of compound A7.
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Compound Chromatogram Report - MS

Analysis Name: 04271217.D Instrument: LC-MSD-Trap-SL Print Date: 06/30/2012 11:29:19 PM
Method: PTAMID~1.M Operator: Administrator Acq. Date: 4/28/2012 1:32:02 AM
Sample Name:  Acridine-azide-1

Analysis Info: Free base

Acquisition Parameter:

Mass Range Mode  Std/Normal Trap Drive 52.5 Scan Begin 150 m/z
Ion Polarity Positive Octopole RF Amplitude  200.0 Vpp Scan End 2200 m/z
Ion Source Type ESI Capillary Exit 135.7 Volt Averages 5 Spectra
Dry Temp (Set) 350 °C Skimmer 40.0 Volt Max. Accu Time 200000 ps
Nebulizer (Set) 50.00 psi Oct 1 DC 12.00 Volt ICC Target 30000
Dry Gas (Set) 11.00 I/min Oct 2 DC 1.73 Volt Charge Control on
Compound List:
# RT [min] Range [min] Height Area Area Frac %
1 13.3 12.7 - 13.7 21 223 100.0
Chromatograms:
Intens. 04271217.D: UV Chromatogram, 363-463 nm
mAU
254
1
204
154
104
5]
04 A
I e L T
In)t(e1|8§1 +MS, 13.3min #715
364.3
o
o
2
o T T t T t Ly T L, T T T T
200 250 300 350 400 450 500 mz

Figure S4.8. LC-MS analysis of compound A8.
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Compound Chromatogram Report - MS

Analysis Name: 05021202.D Instrument: LC-MSD-Trap-SL Print Date: 06/30/2012 11:32:07 PM
Method: PTAMID~1.M Operator: Administrator Acq. Date: 5/2/2012 3:17:52 PM
Sample Name: ACR-azide-2

Analysis Info: FREE BASE

Acquisition Parameter:

Mass Range Mode  Std/Normal Trap Drive 52.5 Scan Begin 150 m/z
Ion Polarity Positive Octopole RF Amplitude  200.0 Vpp Scan End 2200 m/z
Ion Source Type ESI Capillary Exit 135.7 Volt Averages 5 Spectra
Dry Temp (Set) 350 °C Skimmer 40.0 Volt Max. Accu Time 200000 ps
Nebulizer (Set) 50.00 psi Oct1DC 12.00 Volt ICC Target 30000

Dry Gas (Set) 11.00 I/min Oct 2 DC 1.73 Volt Charge Control on
Compound List:

# RT [min] Range [min] Height Area Area Frac %

1 13.1 12.9 - 13.5 39 464 100.0

Chromatograms:

Intens
mAUj

204

104

05021202.D: UV Chromatogram, 363463 nm

o

Time [min]

Intens
x108

1.04

0.84

0.6

0.2

0.0

3783

+MS, 13.1min #728

T +
500 miz

Figure S4.9. LC-MS analysis of compound A9.
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Compound Chromatogram Report - MS

Analysis Name: 04271222.D Instrument: LC-MSD-Trap-SL Print Date: 06/30/2012 11:15:22 PM
Method: PTAMID~1.M Operator: Administrator Acq. Date: 4/28/2012 11:36:27 AM
Sample Name:  Acridine-Azide-3
Analysis Info: Free base
Acquisition Parameter:
Mass Range Mode  Std/Normal Trap Drive 52.5 Scan Begin 150 m/z
Ion Polarity Positive Octopole RF Amplitude  200.0 Vpp Scan End 2200 m/z
Ion Source Type ESI Capillary Exit 135.7 Volt Averages 5 Spectra
Dry Temp (Set) 350 °C Skimmer 40.0 Volt Max. Accu Time 200000 ps
Nebulizer (Set) 50.00 psi Oct 1 DC 12.00 Volt ICC Target 30000
Dry Gas (Set) 11.00 I/min Oct 2 DC 1.73 Volt Charge Control on
Compound List:
# RT [min] Range [min] Height Area Area Frac %
1 13.0 12.8 - 13.5 58 773 100.0
Chromatograms:
ke MTURDW G
mAll
00 1
0
.
0
o 5 0 % % T iy
=] s
1 I3
201
154
104
as-
a0 L T T . I T T T T
300 0 00 -0 50 600 iz

Figure S4.10. LC-MS analysis of compound A10.
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Compound Chromatogram Report - MS

Analysis Name: 05261207.D Instrument: LC-MSD-Trap-SL Print Date: 06/30/2012 11:38:50 PM
Method: PTAMID~1.M Operator: Administrator Acq. Date: 5/28/2012 4:20:45 PM
Sample Name: En-Pt-OH
Analysis Info: 1-3 N=2,2+
Acquisition Parameter:
Mass Range Mode  Std/Normal Trap Drive 525 Scan Begin 150 m/z
Ion Polarity Positive Octopole RF Amplitude 200.0 Vpp Scan End 2200 m/fz
Ion Source Type ESI Capillary Exit 135.7 Volt Averages 5 Spectra
Dry Temp (Set) 350 °C Skimmer 40.0 Volt Max. Accu Time 200000 ps
Nebulizer (Set) 50.00 psi Oct 1 DC 12.00 Volt ICC Target 30000
Dry Gas (Set) 11.00 I/min Oct 2 DC 1.73 Volt Charge Control on
Compound List:
# RT [min] Range [min] Height Area Area Frac %
1 14.0 13.8- 144 15 149 100.0
Chromatograms:
Intens. 05261207.D: WV Chromatogram, 363463 nm
mAUA 1
1254
10.04
7.54
5.0
254
0.0 A
5 10 15 2 % “Time [min]
Intens. +MS, 14.0min #756
x108
627.3
1.24
2953
320.2
1.04
0.84
0.64
044 195.2
337.2 4902 522 589.3
396.2 670.2
363.3 440.1 473.1
400 500 600 700 mz

Figure S4.11. LC-MS analysis of compound P1-A3.
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Compound Chromatogram Report - MS

Analysis Name: 05261205.D Instrument: LC-MSD-Trap-SL Print Date: 06/30/2012 11:46:43 PM
Method: PTAMID~1.M Operator: Administrator Acq. Date: 5/28/2012 2:58:04 PM
Sample Name: diam-Pt-OH

Analysis Info: N=2,2+

Acquisition Parameter:

Mass Range Mode  Std/Normal Trap Drive 52.5 Scan Begin 150 m/z
Ion Polarity Positive Octopole RF Amplitude  200.0 Vpp Scan End 2200 m/z
Ion Source Type ESI Capillary Exit 135.7 Volt Averages 5 Spectra
Dry Temp (Set) 350 °C Skimmer 40.0 Volt Max. Accu Time 200000 ps
Nebulizer (Set) 50.00 psi Oct 1 DC 12.00 Volt ICC Target 30000
Dry Gas (Set) 11.00 I/min Oct 2 DC 1.73 Volt Charge Control on
Compound List:
# RT [min] Range [min] Height Area Area Frac %
1 10.0 9.8-10.2 19 141 100.0
Chromatograms:
Intens. 05261205.D: UV Chromatogram, 363-463 nm
mAU
20 1
15]
104
5]
0+ &,.xf\
5 10 5 2 % Time [mir]
Intens. +MS, 10.4min #567
x105
1.04 195.2
585.2
0.84
0.64
265_6279-2 3913
4133
044 561.2
539.2
3273 5132
207.2 344.3 4533 474.2
024 252.2 4973 || 5243
2212 3632 4632 6982
305.2 -
1502 202 o7 6531 607 7186
0.04
200 300 400 500 600 700 mz

Figure S4.12. LC-MS analysis of compound P4-A3.

S116



Compound Chromatogram Report - MS

Analysis Name: 06011211.D Instrument: LC-MSD-Trap-SL Print Date: 06/30/2012 11:47:38 PM
Method: PTAMID~1.M Operator: Administrator Acq. Date: 6/1/2012 11:37:28 AM
Sample Name: 6-1

Analysis Info:

Acquisition Parameter:

Mass Range Mode  Std/Normal Trap Drive 52.5 Scan Begin 150 m/z
Ion Polarity Positive Octopole RF Amplitude 200.0 Vpp Scan End 2200 m/z
Ion Source Type ESI Capillary Exit 135.7 Volt Averages 5 Spectra
Dry Temp (Set) 350 °C Skimmer 40.0 Volt Max. Accu Time 200000 ps
Nebulizer (Set) 50.00 psi Oct1DC 12.00 Volt ICC Target 30000

Dry Gas (Set) 11.00 I/min Oct 2 DC 1.73 Volt Charge Control on

Compound List:

# RT [min] Range [min] Height Area Area Frac %
1 13.3 13.1-13.7 26 260 100.0
Chromatograms:
Intens. 06011211.D: UV Chromatogram, 363-463 nm
mAU

204

104

5 10 15 20 2 Time [min]

Intens

+MS, 13.4min #737
x108

6123
254

204

154

1.04

195.2
0.54

2212

2522 3611

00 . e I " \‘\‘\ " L .

3914 4154283 5142 5753 M“L
i A

Figure S4.13. LC-MS analysis of compound P6-ALl.
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Compound Chromatogram Report - MS

Analysis Name: 02091211.D Instrument: LC-MSD-Trap-SL Print Date: 06/30/2012 11:58:31 PM
Method: PTAMID~1.M Operator: Administrator Acq. Date: 2/9/2012 4:31:15PM
Sample Name: pt-azide

Analysis Info: n=12+

Acquisition Parameter:

Mass Range Mode  Std/Normal Trap Drive 52.5 Scan Begin 150 m/z
Ion Polarity Positive Octopole RF Amplitude  200.0 Vpp Scan End 2200 m/z
Ion Source Type ESI Capillary Exit 135.7 Volt Averages 5 Spectra
Dry Temp (Set) 350 °C Skimmer 40.0 Volt Max. Accu Time 200000 ps
Nebulizer (Set) 50.00 psi Oct 1 DC 12.00 Volt ICC Target 30000
Dry Gas (Set) 11.00 I/min Oct 2 DC 1.73 Volt Charge Control on
Compound List:
# RT [min] Range [min] Height Area Area Frac %
1 16.6 15.9- 16.9 10 120 100.0
Chromatograms:
Intens. 02091211.D; UV Chromatogram, 363-463 nm
mAU
1254
1
10.04
7.54
5.04
254
0.04 A
T 5 10 15 2 B " Tinemin
Intens. +MS, 16.6min #949
x107
354.8
1.24
1.04
0.84
0.64
0.4+
0.24
3334 7085
4194
1951 2211 279.2 2913
0.0 hul\ wil.J mh ul, .Jm b Dbt utulbi b i | " e
200 300““4{‘}0‘“‘5(‘)0““6‘00““7(‘)0““860““9(‘)0‘m/z

Figure S4.14. LC-MS analysis of compound P1-A8.
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Compound Chromatogram Report - MS

Analysis Name: 06121202.D Instrument: LC-MSD-Trap-SL Print Date: 06/12/2012 11:43:54 AM
Method: PTAMID~1.M Operator: Administrator Acq. Date: 6/12/2012 10:35:00 AM
Sample Name: 3-7

Analysis Info:

Acquisition Parameter:

Mass Range Mode Std/Normal Trap Drive 525 Scan Begin 150 m/z
Ion Polarity Positive Octopole RF Amplitude  200.0 Vpp Scan End 2200 m/z
Ion Source Type ESI Capillary Exit 135.7 Volt Averages 5 Spectra
Dry Temp (Set) 350 °C Skimmer 40.0 Volt Max. Accu Time 200000 ps
Nebulizer (Set) 50.00 psi Oct 1 DC 12.00 Volt ICC Target 30000

Dry Gas (Set) 11.00 I/min Oct 2 DC 1.73 Volt Charge Control on
Compound List:

# RT [min] Range [min] Height Area Area Frac %

1 14.4 14.2 - 14.8 30 341 100.0

Chromatograms:
Intens.

mAU 1

25

204

15+

104

T
20 25 Time [min]

06121202.0: WV O 363463 nm

Intens.
x108

1.254

1.004

0.754

0.50+

279.2
0.25+

207.2221.2

2482
150.2 264.1

0.00-

200

+MS, 14.3min #774

Figure S4.15.

LC-MS analysis of compound P3-A7.
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5. Cell proliferation assays

Cell culture. The human non-small cell lung cancer cell line, NCI-H460, was obtained from the
American Type Culture Collection (Rockville, MD, USA) and was cultured in RPMI-1640
media (HyClone) containing 4.5 g/L glucose, 1.5 g/L sodium bicarbonate, 10 mM HEPES, and
110 mg/L sodium pyruvate supplemented with 10% fetal bovine serum (FBS), 10% penstrep
(P&S), and 10% L-glutamine. Cells were incubated at a constant temperature at 37 °C in a
humidified atmosphere containing 5% CO, and were subcultured every 2 to 3 days in order to
maintain cells in logarithmic growth.

100

-~
(4]
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1
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Figure S5.1. Drug-response curves for cell proliferation assays in NCI-H460 cells treated with
selected compounds. Error bars indicate + standard deviations from the mean for two
independent experiments performed in triplicate.
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Figure S5.2. Drug-response curves for cell proliferation assays in NCI-H460 cells treated with
P3-A7 and the corresponding acridine ligand A7. Error bars indicate + standard deviations from
the mean for two independent experiments performed in triplicate.
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