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Abstract

Platinumbasedanticancetreatmentsncludesideeffects,drug efflux transporteresistanceandrestrictedcellularmechanismargeting[1]. In this study,new platinum(lV)
complexeswith carboxylicor phenolicligandswere synthesizec&ndcharacterizean the attemptto overcometheseissues The platinum(lV) complexesveresynthesized
from platinum(ll) cisplatintype scaffoldsby incorporatingtherapeutiagentsasligands This madeit possibleto makemultipurposetherapeutiagentshat could be used
aspro-drugsto improveselectivitywhile limiting toxicity. The axial ligand coordinationthroughcarbonateor carboxylateunits at platinum(lV) (obtainedby oxidationof
cisplatinraw material)allowsintracellularreductantso cleavemetalligandbondsandreleasdahe bioactiveinhibitor andcytotoxicplatinum(ll) species

DFT calculationsassistedhe stagesorecedingthe synthesis)eadingto the final designof the desiredcomplexesFor all platinum(lV) complexesaxially functionalized
with carboxylicor phenolicligands,theassignmenof the structuralformulawascarriedout by NMR spectroscopyndmassspectrometryHRMS).
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Scheme 1. The Pt(IV) complexes strat?ﬁ
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SYNTHESIS, STRUCTURAL INSIGHTS, AND COMPUTATIONAL STUDIES OF NEW
PLATINUM(IV) COMPLEXES WITH CARBOXYLIC OR PHENOLIC LIGANDS

The Pt(IV) complexes synthesis

Table 1.0Optimization of oxoplatin synthesis conditions

Temperature

75°C
40°C
50°C
65°C

Scheme 3. The synthesis of formonon&tdV)-derivative.

Table 2.The synthesis of compourddFor all the reactioil room
temperature and inert (Ar) atmosphere, oxoplatin:ligand =AL2 @ (

m

24h (12h DSC+Ph-OH (1);  Acetonitrile DSC (N,N'-Disuccinimidyl
12h Oxoplatin + (1)) Dry DMSO carbonate), Pyridine
24h Dry DMSO TBTU, Et;N 1
+Ph-
24h (12h suii.)z%nh. Ph-OH DCM A-DMAP, Et.N .
’ Dry DMSO TBTU, Et;N -

12h Oxoplatin + (1))

Scheme 4. The synthesis of trigoneline
Pt(IV)-derivatives 34.
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Table 3. Thesynthesis of compounds4.
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Scheme 2. The synthesis of oxoplatin.

% H,0,(H,0:H,0,=1/4, V/V)
30% 60%
35% 40%
35% 56%
35% 70%

]

60°C CH,Cl, DCC, NHS
60°C Dry DMF Et;N, TBTU 4
s0°C CH,COOH ;

Few drops of DMSO




