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NMR characterization of cistrans,cis-[PtCl{O,C(CH2)4CH3}»(cis-1,4-DACH)] (2).
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Figure S1. *H NMR (700 MHz,*H) spectrum ofl in DMSO-d. The asterisks indicate residual
solvent peaks.

The'H COSY 2D spectrum of compouridn DMSO-d (Figure S2) shows a cross peak, falling at
2.96/1.58 ppm correlating the CH and £#toups of coordinated DACH. A second cross peak
falling at 2.22/1.47 ppm correlates the methylegioups ino. and  positions of the hexanoato
ligand (see Chart 2 for numbering of protons). Bnahe cross peaks falling at 1.47/1.24 and
1.24/0.84 ppm correlat@ CH, with y CH, andy CH, with the € CH; of the alkyl chain,

respectively.
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Figure S2. Portion of'H (top and left) and COSY 2D (central) NMR spe¢#@0 MHz,*H) of 1 in

DMSO-a.

Ha

Ha

Hb,c

HB

He

Hy,6

ppm

—0.6

—0.8

—1.0

—1.2

—1.4

—1.6

—1.8

—2.0

—2.2

—2.4

—2.6

—2.8

—3.0

S3

\ \ \ \ \ \
32 30 28 26 24 22 20 1.

8

\
1.6

\
14 1.

T T T 3.2
2 10 08 06 ppm



NH2 Ha

ppm

~1180

1200

1220

1240

1260

8 7 6 5 4 3 2 1 ppm

Figure S3. [*H-'*Pt]-HSQC 2D NMR (300 MHZ:H) of 1 in DMSO-g.

S4



Hb,c
Hy,0 He

ppm

10

r15

= 25

35

13

55

35 3.0 2.5 2.0 15 1.0 0.5 ppm

Figure $4. *H (top) and H-*C] HSQC 2D (bottom) NMR (300 MHZH) spectra ofl in DMSO-
ds.
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NMR characterization of cistrans,cis-[PtCl{O,C(CH2)sCH3}»(cis-1,4-DACH)] (2).

The’H NMR of compound® in DMSO-d; showed seven different signals (Figure S5). Thglst
with Pt satellites resonating at 8.19 ppf: = 64.3 Hz) was assigned to the aminic protons of
coordinatectis-1,4-DACH. The singlet with Pt satellites falling 296 ppm {Jp.n= 81.0 Hz) was
assigned to the methynic protons of coordinated BAGhile the triplet located at 2.23 ppm and
integrating for 4 protons was assigned to the idtons ina position to the carboxylate group of
decanoato ligands @ see Chart 2 for numbering of protons). The midtipocated at 1.59 ppm
and integrating for eight protons was assignedh¢onethylenic groups of coordinated DACH. The
quintet resonating at 1.48 ppm integrating for fprotons was assigned to the £ positions to
the carboxylate group @Hin Figure S5). The multiplet falling at 1.23 ppmdaintegrating for
twenty-four protons was assigned to the methylgmnaups iny, 9, €, {, n, and8 positions of
coordinated decanoato ligand while the triplet negimg at 0.85 ppm and integrating for six protons

was attributed to the termina) (nethyl groups (Figure S5).
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Figure S5. '"H NMR (700 MHz,'H) spectrum of2 in DMSO-d;. The asterisks indicate residual
solvent peaks.

The assignment was also supported by a TOCSY 2D Np#etrum recorded in DMSQ:d

A portion of this spectrum is reported in Figure &&l shows the cross peak falling at 2.96/1.59
ppm correlating the CH and GHyroups of coordinated DACH. Another cross peakniglat
2.23/1.48 ppm correlates the methylenic groupa andp positions of the decanoato ligands. A
third cross peak falling at 2.23/1.23 represeritsmg range coupling between tReCH, and one or
more CH overlapping at 1.23 ppm. Finally the cross peakis48/1.23 and 1.23/0.85 ppm indicate

coupling between CH, andd CH, and betweef CH, and terminaly) CHs.
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Figure S6. Portion of 'H (top and left) and TOCSY 2D NMR spectra (700 M) of 2 in
DMSO-d:.
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The ['H-*Pt]-HSQC 2D NMR spectrum of compouidn DMSO-g; is reported in Figure S7. The
spectrum shows two cross peaks falling at 8.19/22afd 2.96/1217.2 ppmH/**Pt). The'*Pt
chemical shift is in good agreement with that régdin the literature for the same complex (1085

ppm in CDChreferenced to N®tCk as external standard placed at 0.00 ppm,i@)D
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Figure S7. [*H-"**Pt]-HSQC 2D NMR of in DMSO-d.

The NMR characterization of the carbon atoms watined by a H-*C]-HSQC 2D NMR
experiment performed in DMSQOs(Figure S8). The cross peaks falling at 2.96/48d 559/19.77
ppm ¢H/*3C), were attributed to the methynic and methylemaups of DACH, respectively.

The *C chemical shifts of the alkyl chain of coordinatecanoate (13.70, 21.70, 25.22, 28.54,
30.97, and 36.27) are in good agreement with thheperted in the literature fagistrans,cis

[PtCIL{O>C(CHy)sCHs} 2(NHs)] (13.97, 22.12, 25.46 28.65, 28.72, 28.95, 283633, and 35.70

ppm)?
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Figure S8. *H (top) and {H-**C] HSQC 2D NMR (700 MHz*H) spectra o in DMSO-d
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Figure S9. FT-IR spectrum of the PLGA-PEG polymer
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Calculation of Pt atoms per nanoparticle.

The number of Pt atoms per nanoparticle has bdeunlaged by entering the data reported in Table
S1 in the following formula:

Ptatoms _ [Pt_loading (%) *N (afr(l)cr)rlls)]

NPs mL
T MW NP () < 107 €D

where Pt_loading is the concentration (w/V) ofiPthie micellar solution (obtained by ICP-MS)),

is the Avogadro’s number, MWis the atomic weight of platinum, [NP] is the centration of the
nanoparticles has calculated by the protein @Wdi{DTS 5.0) software implemented in the Zetasizer
Nano ZS instrument.

Table S1
Cpd_NP [NP] (NPs/mL)  Pt_loading (g/L) Ptatoms/NP
1 1,30E+10 0,008029975 1,91E+06
2 9,30E+09 0,007110888 2,36E+06
3 2,00E+10 0,008221723 1,27E+06
4 1,50E+10 0,007838701 1,61E+06

! Shamsuddin, S., Santillan, C. C., Stark, J. L.jtivine, K. H., Siddik, Z. H., Khokhar, A. R.
Inorg. Biochem. 1998, 71, 29-35.
2 Johnstone T.C., Lippard S.thprg. Chem., 2013, 52, 9915-9920
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