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The interest in protein kinases has increased in the last two 

decades with the entry into the market of the first protein kinase 
inhibitor in 2001. Many studies identified protein tyrosine 

kinases (TKs) as attractive targets for therapeutic strategies, 
highlighting the role of different TKs, including c-Src,1 in cancer. 

This non-receptor TK belongs to the Src Family Kinase and has 

been widely reported to be endowed with a strong proto-
oncogenic activity.2 The over-expression or aberrant activation of 

c-Src was detected in a large variety of human cancers such as 
breast,3 prostate,4 hepatic cancer5 and neuroblastoma (NB).6 

Furthermore, c-Src was found to stimulate cell proliferation, 
migration, invasion as well as angiogenesis.7 A wide number of 

compounds demonstrating to be active against c-Src were 
identified as potential therapeutic options in NB treatment.8 

Dasatinib (Figure 1), a potent dual c-Src/Abl inhibitor, is 
currently being evaluate in Phase II clinical trials for high-risk 

NB.9 NB is a rare tumor affecting the sympathetic nervous 
system. It is the most common extracranial solid tumor in 

childhood and is one of the major causes of death from neoplasia 
in infancy.10 It may occur anywhere along the sympathetic 

ganglia. Most primary tumors (65%) occur within the abdomen, 
with at least half of these arising in the adrenal medulla. Even if 

the treatment of early stage NB patients has shown favorable 

outcomes, and a substantial improvement in the treatment of 

certain subsets of patients has been observed, the long-term 
survival is still less than 40%.11 Treatment options for this 

disease include surgery, chemotherapy and radiotherapy.12 
However, severe side effects and poor prognosis characterize the 

current treatment strategies, that are still far from satisfactory, 

highlighting the real need of novel therapeutic approaches. 

 

Figure 1. Molecular structures of dasatinib, compounds 1, 2 and 
3. 
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The proto-oncogene c-Src is a non-receptor tyrosine kinase which is involved in the regulation 

of many cellular processes, such as differentiation, adhesion and survival. c-Src hyperactivation 

has been detected in many tumors, including neuroblastoma (NB), one of the major causes of 

death from neoplasia in infancy. We already reported a large family of pyrazolo[3,4-

d]pyrimidines active as c-Src inhibitors. Interestingly, some of these derivatives resulted also 

active on SH-SY5Y NB cell line. Herein, starting from our previous Free Energy 

Perturbation/Monte Carlo calculations, we report an optimization study which led to the 

identification of a new series of derivatives endowed with nanomolar Ki values against c-Src, 

interesting antiproliferative activity on SH-SY5Y cells and a suitable ADME profile. 

Keywords: 

Neuroblastoma 

c-Src 

pyrazolo[3,4-d]pyrimidine 

 



  

In this context, many pyrazolo[3,4-d]pyrimidines reported by us 
demonstrated to inhibit c-Src, induce apoptosis and reduce cell 

proliferation in different types of solid tumors,13 including NB.14 

These compounds bind the c-Src activated form and act with an 
ATP-competitive mechanism due to the isosterism of the 

pyrazolo[3,4-d]pyrimidine ring with the adenine scaffold of ATP, 
the natural phosphorylating agent used by TKs.15 SAR studies led 

us to the identification of the hit compound 1, which showed a 
favorable profile in terms of both biological activity and ADME 

properties. No differences were observed in activities of the two 

enantiomers against the isolated c-Src enzyme. In a previous 
work, the X-ray structure of the catalytic domain of c-Src bound 

to compound 1 has been reported: the crystal structure confirmed 
the predicted binding mode of 1 (PDB code: 4O2P), revealing the 

presence of two fundamental hydrogen bonds, one between the 
aniline moiety and the backbone of Thr338, and one between the 

N2 nitrogen of pyrazole ring and Met341.16 Starting from these 
crystallographic data, a first optimization process guided by a 

Monte Carlo Free Energy Perturbation (MC/FEP) analysis was 
applied. MC/FEP results allowed the determination of the best 

sites and substituents able to increase binding affinity toward c-
Src, leading to the design and synthesis of compounds 2 and 3 

(Figure 1), both bearing a 3-aminophenolic chain at C4 position, 
and characterized by a potent inhibitory activity against the 

isolated enzyme (Ki = 0.07 and 0.01 µM, for 2 and 3, 
respectively) and an interesting antiproliferative on NB cells.16,17 

Herein, we report the continuation of our first process of 

decoration on the aniline ring, exploiting the previously reported 
data of MC/FEP analysis. Indeed, the computational study 

suggested a favorable ortho substitution of a hydrogen with a 
chlorine atom (ΔΔG: 4.8 Kcal/mol).16 Based on these results, we 

decided  to synthesize a new set of pyrazolo[3,4-d]pyrimidines 4-

12 bearing in C4 a 3-amino-4-chlorophenolic group. Compounds 

13-15, which do not possess a chlorine atom on the phenyl ring at 
C4 position, have been also synthesized. Moreover, different 

chains were introduced at C6 position of the pyrimidine ring to 
expand the SAR knowledge and to modulate ADME properties. 

Early assessment of pharmaceutical properties such as solubility, 
metabolic stability, and permeability has become a key step in 

the drug discovery process, since it is estimated that 40% of 

potential drug candidates fail to reach the market due to their 
poor physicochemical properties.18 For these reasons, in vitro 

ADME properties were assessed for the synthesized compounds. 
Then, all compounds were tested in vitro assays to determine 

their c-Src inhibitory activity and cellular viability on SH-SY5Y 
cells. Furthermore, IC50 values were determined for most 

promising compounds after 72h of treatment, and cell cycle 
analysis was performed on the most active molecule 11.  

The preparation of 6-thiomethyl derivatives 6,7,13 and 6-amino 
derivatives 10-12 and 15 is reported in Scheme 1. The opportune 

4-chloro derivative 1613 was reacted with an excess of 3-
aminophenol or 3-amino-4-chlorophenol in EtOH under reflux 

affording, through an aromatic nucleophilic substitution, 
compounds 6,7,13. The latter were oxidized using m-

chloroperbenzoic acid in dichloromethane to obtain a mixture of 
sulfone and sulfoxide, which was subsequently treated with 

ethanolamine or ethylenediamine in DMSO/1-butanol to give 
derivatives 10-12 and 15. Preparation of the reactant 3-amino-4-

chlorophenol and compounds 4,5,8,9 and 13,14 is reported in the 
Supporting Information. 

All synthesized compounds were initially tested in a cell-free 

enzymatic assay to evaluate their affinity toward c-Src, as shown 
in Table 1. The molecules inhibit c-Src with Ki values in the 

nanomolar range and compounds bearing the 3-amino-4-
chlorophenolic group are generally more active than the C4 not 

halogenated derivatives, as predicted by FEP/MC analysis (for 

instance, compare 3-amino-4-chlorophenolic derivatives 6, 9 and 
10, with the correspondent not halogenated compounds 13, 14 

and 15). Remarkably, the most active compounds 7 and 9 possess 
a Ki value of 3.5 nM,and show 20 and ~3 fold increased activities 

than the previous generation derivatives 2 and 3, respectively. 

A wide-ranging SAR evaluation on this class of derivatives 
suggest that the insertion of a chlorine atom on the ortho position 

of the aminophenolic ring represents a favorable substitution for 
increasing the binding affinity towards c-Src, regardless of C6 

substitution, and that compounds chlorinated on the N1 side 

chain generally show a better activity compared to the methyl 
analogues.  

 

Scheme 1. Synthesis of 6-thiomethyl derivatives 6,7,13 and 6-
amino derivatives 10-12 and 15 

 

Reagents and conditions: i. opportune aminophenol, EtOH, 

reflux, 8 h; ii. mCPBA, DCM, 0 °C to room temperature, 1 h; iii. 
NHR2, DMSO/1-butanol, 90 °C, 8 h. 

Even if the developed computational approach afforded 

compounds endowed with an increased binding affinity towards 
c-Src compared to hits 1 and 2, it was essential to evaluate the 

ability of these new pyrazolo[3,4-d]pyrimidines to reach the 

cytoplasmic district in which our target enzyme is expressed. To 
this aim, and to estimate water solubility and metabolic stability, 

in vitro ADME properties were assessed. Parallel artificial 
membrane permeability assay (PAMPA) was performed for all 

compounds. The inhibitors showed acceptable values of 
permeability, indicating their potential to get across cellular 

membranes. The low water solubility is a problem connected to 
the pyrazolo[3,4-d]pyrimidine scaffold. Unfortunately, in the 

newly synthesized compounds, the introduction of the polar 
ethanolamine moiety improved the water solubility only for 

compound 15, that, on the other hand, is one of the less active 
inhibitors. However, this issue can be overtaken by preparing 

suitable inhibitors formulation.17,19 

All compounds provided good values of metabolic stability in 
human liver microsomes. The oxidized and dechlorinated rate of 

metabolite formation has been calculated exploiting a protocol 
previously applied by us (Table 1).20  

Figure 2. Cell viability rate of derivatives 4-15 (1-10 µM) on 

SH-SY5Y cells at 72 hours after treatment. 



  

Table 1. Biological data and in vitro ADME properties of compounds 2-15. 

aValues are the mean of at least two experiments. bDetermined by UV/LC-MS. cMetabolic stability was assessed using human 

liver microsomes. dProtocol applied20. eM1= M-HCl+O (-36+16); fM2= M-Cl+OH (-35+17); gM3= M+OH (+16). *Compounds 

previously published16. Empty cell means not determined. 
 

 

Figure 3. Analysis of cell cycle distribution of SH-SY5Y cells after 

treatment with 1 and 5 µM of 11. Cells status was investigated by 

cytofluorimetric analysis of DNA content, and results were expressed as 

percentage of cells in each phase of cell cycle respect to total viable cells. 

Finally, the inhibition of SH-SY5Y NB cell viability was 
assessed for all compounds at doses of 1 µM and 10 µM after 72 

hours of treatment (Figure 2). Then compounds 6, 9, and 11, 
showing the best percentage of cell inhibition, were selected for 

IC50 determination. Results, shown in Table 1, indicate an 
increasing efficacy, especially for compound 11 (IC50 = 3.1 µM) 

which is about three times more active than the reference 

compound 3 (IC50 = 8.63 µM). In order to better characterize the 
biological effect of 11, cell cycle analysis was performed. SH-

SY5Y cells were treated with increasing concentration of 
compound (1 and 5 µM), and the percentage of cells in each 

phase was evaluated by cytofluorimetric analysis of DNA 
content. Figure 3 reveals a dose-dependent accumulation of cells 

in G1 phase of cell cycle, according to the results obtained for 
similar pyrazolo[3,4-d]pyrimidine derivatives.16 

 

Biological data  In vitro ADME 

Cpd R R1 R2 c-Src Ki 
(µM)a 

SY-SH5Y 
IC50(µM) 

Solubility 
H2O 

(µg/mL)b 

PAMPA 
Papp 10-6 

cm/sec 

Metab. 
stability 

(%)c 

Metabolite 
formation 

(%)d 

2* CH3 H SCH2CH2-4-morpholino 0.07  0.100 6.81 99.0  

3* Cl H SCH(CH3)2 0.01 8.63±0.7  4.53 93.5  

4 CH3 Cl H 0.12      

5 Cl Cl H 0.017  0.053 4.39 86.3 M1= 7.6e 

M2= 6.1f 

6 CH3 Cl SCH3 0.05 6.7±1.9  8.33 92.7 M3= 6.1g 
M3= 1.2g 

7 Cl Cl SCH3 0.0035   3.23 96.4 M1= 1.08e 
M2= 0.16f 

M3= 0.9g 
M3= 1.35g 

 8 CH3 Cl SCH2CH2-4-morpholino 0.06  0.031 11.2 97.9 M3= 1.05g 
M3= 1.14g 

9 Cl Cl SCH2CH2-4-morpholino 0.0035 6.6±1.8  9.74 96.9 M1= 1.5e 

M2= 0.9f 

M3= 0.7g 

 

M3= 0.9g 10 CH3 Cl NHCH2CH2OH 0.023  0.103 0.1 97.9 M3= 2.13g 

11 Cl Cl NHCH2CH2OH 0.074 3.1±0.3 0.042 2.7 97.2 M3= 2.8g 

12 CH3 Cl NHCH2CH2NH2 0.033  0.1 2.2 98.4 M3= 1.6g 

13 CH3 H SCH3 0.84      

14 Cl H SCH2CH2-4-morpholino 0.19  0.197 4.44 98.7 M1= 0.5e 

M2= 0.2f 

M3= 0.6g  

15 CH3 H NHCH2CH2OH 0.3  134.2 0.2 99.4 M3= 0.62g 



  

In summary, starting from in-house crystallographic data and 
earlier identified compounds 2 and 3, we applied a previously 

performed MC/FEP analysis to design a promising family of Src 
inhibitors. Then, the compounds, characterized by a 

pyrazolo[3,4-d]pyrimidine scaffold and decorated at C4 with the 
3-amino-4-chlorophenolic ring, have been synthesized. A 

chemical variability has been introduced at C6 position to expand 
the SAR knowledge. All compounds have been tested against c-

Src and showed Ki values in the nanomolar range. Interestingly, 
the most active derivatives 7 and 9 possess a Ki value of 3.5 nM. 

Then, since c-Src is located into the cytoplasm of cells, the 

ability of compounds to cross cell membranes to bind their target 
was assessed by PAMPA. This assay showed proper values of 

permeability for the majority of selected compounds. Finally, a 
cell viability assay on SH-SY5Y NB cell line has been performed 

and IC50 has been calculated for the three most active derivatives. 
Compound 11 resulted about three times more active than the 

reference 3 (IC50 values of 3.1 and 8.63 µM, respectively). 
Despite this remarkably activity on SH-SY5Y cells, 11 didn’t 

show an optimal PAMPA value, suggesting a possible 
involvement of an active carrier to the transport into the cell. This 

hypothesis will be evaluated in our further studies. 

Overall, this optimization study led to the identification of 
promising candidates for NB treatment, which will be further 

investigated in preclinical studies to assess their 
pharmacokinetic/pharmacodynamic profile.  

 

Acknowledgments 
This work was supported by the Italian Association for Cancer 

Research (AIRC Grant IG20762 to G.M and MFAG18811 to 
E.C. and M.K.) and by Italian Association for Cancer Research 

IG17677 to M.B. 

 

REFERENCES 

(1) Irby BR, Yeatman TJ. Oncotarget 2000;19:5636-5642. 

(2) Roskoski R. Biochem. Biophys. Res. Comm. 2004;324:1155-1164. 

(3) Verbeek B, Vroom TM, Adriaansen-Slot SS, Ottenhoff AE, 

Geertzema JGM, Hannipman A, Rijksen G. J. Pathol. 1996;180:383-

388. 

(4) Tatarov O, Edwards J. Transl. Oncogenomics 2007;2:67-77. 

(5) Masaki T, Okada M, Shiratori Y, Rengifo W, Matsumoto K, Maeda 

S, Kato N, Kanai F, Komatsu Y, Nishioka M, Omata M. Hepatology 

1998;27:1257-1264. 

(6) a) Bolen JB, Rosen N, Israel MA. Proc. Natl. Acad. Sci. U. S. A. 

1985;82:7275-7279. (b) O’Shaughnessy J, Deseau V, Amini S, Rosen N, 

Bolen JB. Oncogene Res. 1987;2:1-18. c) Mellstrom K, Bjelfman C, 

Hammerling U, Påhlman S. Mol Cell Biol. 1987;7:4178-4184. 

(7) Schenone S, Manetti F, Botta M. Curr. Pharm. Des. 2007;13:2118-

2128. 

(8) Puls LN, Eadens M, Messersmith W. The Oncologist 2011;16:566-

578.  

(9) ClinicalTrials.gov Identifier: NCT01467986. 

(10) Brodeur GM, Maris JM. Neuroblastoma. In Principles and Practice 

of Pediatric Oncology, 5th ed.; Pizzo PA, Poplack DG, Eds.; JB 

Lippincott Company: Philadelphia, 2006;933-970. 

(11) Matthay KK, Villablanca JG, Seeger RC, Stram DO, Harris RE, 

Ramsay NK, Swift P, Shimada H, Black CT, Brodeur GM, Gerbing RB, 

Reynolds CP N. Engl. J. Med. 1999;341:1165-1173. 

(12) Maris JM, Hogarty MD, Bagatell R, Cohn SL. Lancet 

2007;369:2106-2120. 

 (13) (a) Carraro F, Pucci A, Naldini A, Schenone S, Bruno O, Ranise A, 

Bondavalli F, Brullo C, Fossa P, Menozzi G, Mosti L, Manetti F, Botta 

M. J. Med. Chem. 2004;47:1595-1598. (b) Carraro F, Naldini A, Pucci 

A, Locatelli GA, Maga G, Schenone S, Bruno O, Ranise A, Bondavalli 

F, Brullo C, Fossa P, Menozzi G, Mosti L, Modugno M, Tintori C, 

Manetti F, Botta M. J. Med. Chem. 2006;49:1549-1561. (c) Manetti F, 

Santucci A, Locatelli GA, Maga G, Spreafico A, Serchi T, Orlandini M, 

Bernardini G, Caradonna NP, Spallarossa A, Brullo C, Schenone S, 

Bruno O, Ranise A, Bondavalli F, Hoffmann O, Bologna M, Angelucci 

A, Botta M. J. Med. Chem. 2007;50:5579-5588. (d) Angelucci A, 

Schenone S, Gravina GL, Muzi P, Festuccia C, Vicentini C, Botta M, 

Bologna M. Eur. J. Cancer 2006;42:2838-2845. (e) Vignaroli G, 

Iovenitti G, Zamperini C, Coniglio F, Calandro P, Molinari A, Fallacara 

A, Sartucci A, Calgani A, Colecchia D, Mancini A, Festuccia C, Dreassi 

E, Valoti M, Musumeci F, Chiariello M, Angelucci A, Botta M, 

Schenone S. J. Med. Chem. 2017;60:6305-6320. 

(14) (a) Navarra M, Celano M, Maiuolo J, Schenone S, Botta M, 

Angelucci A, Bramanti P, Russo D. BMC Cancer 2010;10:602. (b) Radi 

M, Crespan M, Tintori C, Musumeci F, Biava, M, Schenone S, Dreassi 

E, Zamperini C, Maga G, Pagano D, Angelucci A, Bologna M, Botta M. 

Bioorg. Med. Chem. Lett. 2011;21:5928-5933. 

(15) Tintori C, Magnani M, Schenone S, Botta M. Eur. J. Med. Chem. 

2009;44:990-1000. 

(16) Tintori C, Fallacara AL, Radi M, Zamperini C, Dreassi E, Crespan 

E, Maga G, Schenone S, Musumeci F, Brullo C, Richters A, Gasparrini 

F, Angelucci A, Festuccia C, Delle Monache S, Rauh D, Botta M. J. 

Med. Chem. 2015;58:347-361. 

(17) Vignaroli G, Calandro P, Zamperini C, Coniglio F, Iovenitti G, 

Tavanti M, Colecchia D, Dreassi E, Valoti M, Schenone S, Chiariello M, 

Botta M. Sci. Rep. 2016;6:21509. 

(18) Kerns EH, Di L. Drug Discov. Today 2003;8:316-323. 

(19) Sanna M, Sicilia G, Alazzo A, Singh N, Musumeci F, Schenone S, 

Spriggs KA, Burley JC, Garnett MC, Taresco V, Alexander C. ACS Med. 

Chem. Lett. 2018;9:193-197. 

(20) Zamperini C, Vignaroli G, Dreassi E, Radi M, Dragoni S, Schenone 

S, Musumeci F, Valoti M, Antiochia A, Botta M. Drug. Metab. 

Pharmacokinet. 2014;29:433-40. 

 

 

 

 

 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

https://www.ncbi.nlm.nih.gov/pubmed/?term=Zamperini%20C%5BAuthor%5D&cauthor=true&cauthor_uid=28650650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Coniglio%20F%5BAuthor%5D&cauthor=true&cauthor_uid=28650650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Calandro%20P%5BAuthor%5D&cauthor=true&cauthor_uid=28650650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Molinari%20A%5BAuthor%5D&cauthor=true&cauthor_uid=28650650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Sartucci%20A%5BAuthor%5D&cauthor=true&cauthor_uid=28650650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Calgani%20A%5BAuthor%5D&cauthor=true&cauthor_uid=28650650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Colecchia%20D%5BAuthor%5D&cauthor=true&cauthor_uid=28650650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Mancini%20A%5BAuthor%5D&cauthor=true&cauthor_uid=28650650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Festuccia%20C%5BAuthor%5D&cauthor=true&cauthor_uid=28650650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Dreassi%20E%5BAuthor%5D&cauthor=true&cauthor_uid=28650650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Dreassi%20E%5BAuthor%5D&cauthor=true&cauthor_uid=28650650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Valoti%20M%5BAuthor%5D&cauthor=true&cauthor_uid=28650650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Musumeci%20F%5BAuthor%5D&cauthor=true&cauthor_uid=28650650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Chiariello%20M%5BAuthor%5D&cauthor=true&cauthor_uid=28650650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Angelucci%20A%5BAuthor%5D&cauthor=true&cauthor_uid=28650650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Botta%20M%5BAuthor%5D&cauthor=true&cauthor_uid=28650650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Schenone%20S%5BAuthor%5D&cauthor=true&cauthor_uid=28650650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Tintori%20C%5BAuthor%5D&cauthor=true&cauthor_uid=25469771
https://www.ncbi.nlm.nih.gov/pubmed/?term=Fallacara%20AL%5BAuthor%5D&cauthor=true&cauthor_uid=25469771
https://www.ncbi.nlm.nih.gov/pubmed/?term=Radi%20M%5BAuthor%5D&cauthor=true&cauthor_uid=25469771
https://www.ncbi.nlm.nih.gov/pubmed/?term=Zamperini%20C%5BAuthor%5D&cauthor=true&cauthor_uid=25469771
https://www.ncbi.nlm.nih.gov/pubmed/?term=Dreassi%20E%5BAuthor%5D&cauthor=true&cauthor_uid=25469771
https://www.ncbi.nlm.nih.gov/pubmed/?term=Crespan%20E%5BAuthor%5D&cauthor=true&cauthor_uid=25469771
https://www.ncbi.nlm.nih.gov/pubmed/?term=Crespan%20E%5BAuthor%5D&cauthor=true&cauthor_uid=25469771
https://www.ncbi.nlm.nih.gov/pubmed/?term=Maga%20G%5BAuthor%5D&cauthor=true&cauthor_uid=25469771
https://www.ncbi.nlm.nih.gov/pubmed/?term=Schenone%20S%5BAuthor%5D&cauthor=true&cauthor_uid=25469771
https://www.ncbi.nlm.nih.gov/pubmed/?term=Musumeci%20F%5BAuthor%5D&cauthor=true&cauthor_uid=25469771
https://www.ncbi.nlm.nih.gov/pubmed/?term=Brullo%20C%5BAuthor%5D&cauthor=true&cauthor_uid=25469771
https://www.ncbi.nlm.nih.gov/pubmed/?term=Richters%20A%5BAuthor%5D&cauthor=true&cauthor_uid=25469771
https://www.ncbi.nlm.nih.gov/pubmed/?term=Gasparrini%20F%5BAuthor%5D&cauthor=true&cauthor_uid=25469771
https://www.ncbi.nlm.nih.gov/pubmed/?term=Gasparrini%20F%5BAuthor%5D&cauthor=true&cauthor_uid=25469771
https://www.ncbi.nlm.nih.gov/pubmed/?term=Angelucci%20A%5BAuthor%5D&cauthor=true&cauthor_uid=25469771
https://www.ncbi.nlm.nih.gov/pubmed/?term=Festuccia%20C%5BAuthor%5D&cauthor=true&cauthor_uid=25469771
https://www.ncbi.nlm.nih.gov/pubmed/?term=Delle%20Monache%20S%5BAuthor%5D&cauthor=true&cauthor_uid=25469771
https://www.ncbi.nlm.nih.gov/pubmed/?term=Rauh%20D%5BAuthor%5D&cauthor=true&cauthor_uid=25469771
https://www.ncbi.nlm.nih.gov/pubmed/?term=Botta%20M%5BAuthor%5D&cauthor=true&cauthor_uid=25469771


  

Highlights: 

 Synthesis of pyrazolo[3,4-d]pyrimidines derivatives endowed with nM Ki values. 

 

 Best compound exerted good cytotoxicity activity against neuroblastoma cells. 

 

 Optimization process based on SAR study and ADME profile. 
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