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ABSTRACT:

Pyrimidine and their derivatives are of great interest because they exhibit a wide spectrum of biological activities. It is one of the building blocks of the nucleic
acids DNA and RNA. Various analogues of pyrimidine exhibit a wide range of and potent activities, such as antibacterial, antifungal, anti-inflammatory,
analgesic, antihypertensive, antiviral, antidiabetic, anticonvulsant, antioxidant, and anticancer activities. The purpose of this review is to emphasize recent studies
carried on the anticancer activities of pyrimidine derivatives.
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Introduction

Cancer is considered a major public health problem, being one of the leading causes of death worldwide. According to GLOBOCAN 2020, there were
19.3 million new cancer cases worldwide in 2020, of which nearly 10 million people died from cancer. Lung, colon, prostate, and stomach cancers, as
well as breast cancer in women, were the most common cancers [2]. Drug resistance, immune system and metastasis of cancer cells greatly limit
prognosis and treatment, making the development of suitable anti-cancer drugs a major challenge for scientists [3, 4].

Pyrimidine and their derivatives are of great interest because they exhibit a wide spectrum of biological activities. It is one of the building blocks of the
nucleic acids DNA and RNA. Various analogues of pyrimidine exhibit a wide range of and potent activities, such as antibacterial [5], antifungal [6],
anti-inflammatory [7], analgesic [8], antihypertensive [9], antiviral [10], antidiabetic [11], anticonvulsant [12], antioxidant [13], and anticancer
activities [14]. This review emphasizes recent studies on the anticancer activities of pyrimidine derivatives.
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Following the structure of well-established V600EBRAF inhibitors, Abdel-Maqsood et al synthesized a novel series of 4-(1H-benzo[d]imidazol-1-
yl)pyrimidin-2-amine linked sulfonamide derivatives and tested them for their strongest inhibitory activity against V600EBRAF at fixed
concentrations.[15] Compound (1) showed the most significant growth inhibition against NCI 60 cancer cell lines. El Mansouri et al have synthesized a
new series of furo[2,3-d]pyrimidine-1,3,4-oxadiazole hybrid derivatives using the Songoashira-heterocyclization protocol and evaluated their cytotoxic
activities in four human cancer cell lines: fibrosarcoma (HT-1080), breast (MCF-7 and MDA-MB-231), and lung carcinoma (A549).[16] Compound (2)
exhibits moderate cytotoxicity, with IC50 values   ranging from 13.89 to 19.43 μM. Furthermore, compound 8f induces apoptosis through caspase
3/7 activation, mitochondrial pathway-independent cell death, and cell cycle arrest in S phase for HT1080 cells and G1/M phase for A549 cells.
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Jin et al used a strategy of trifluoromethyl substitution to obtain an orally bioavailable CHK1 inhibitor to overcome the limitations of the lead
compound (3), which can only be administered intravenously.[17] The investigation showed that compound (4) showed high plasma exposure in mice
and also showed good kinase selectivity. Furthermore, it exhibited a significant antiproliferative effect in MV-4-11 cells and a synergistic effect in
combination with gemcitabine in HT-29, A549 and RPMI-8226 cells. In addition, compound (4) could inhibit tumor growth in the MV-4-11 xenograft
mouse model.
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To obtain new anticancer agents with antimetastatic adjuvant efficacy, Zhao et al synthesized a series of novel N4-hydrazone derivatives of 5,7-
dihydro-6H-pyrrolo[2,3-d]pyrimidin-6-one and evaluated them for their antiproliferative activity against A549 and MCF-7 cells.[18] Compounds (5)
and (6) not only showed potent antiproliferative activity against A549 (IC50 = 15.3 and 21.4 μM) and MCF-7 (IC50 = 15.6 and 10.9 μM) cell lines, but
also showed some anti-platelet aggregation activity.

H
N HN

O

H3C

N
H

N

N

N

N
H

O

N
H

OHN

N

N

O

O

HN

7                                                                            8

Wu et al described the synthesis and vacuole-inducing activity of 5-(4-(pyridin-3-yl)pyrimidin-2-yl)amino)-1H-indole-2-carbohydrazide derivatives
that exhibited excellent vacuole-inducing activity. Notably, compound (7) effectively induced methotrexate in the tested cancer cells but not in human
normal cells. Furthermore, (7) showed significant inhibition of tumor growth in the MDA-MB-231 xenograft mouse model. The excellent potency and
selectivity of (7) motivates the development of methotrexate inducers. Wei et al described the discovery of focal adhesion kinase (FAK) inhibitors
using a scaffold hopping strategy. Compound (8) exhibited potent inhibitory activity against FAK inhibitors, not only reducing the migration and
invasion of PA-1 cells but also reducing the expression of MMP-2 and MMP-9. Furthermore, (8) inhibited tumor growth and metastasis, and no
obvious adverse effects were observed.
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Deveshegowda et al have synthesized several uracil amides cleave poly (ADP-ribose) polymerase and novel thiouracil amide compounds and screened
them for cell viability destruction in human-estrogen-receptor-positive breast cancer cell lines.[21] Compound (9) exhibited significant efficacy against
human breast cancer cells with an IC50 value of 18 μM. Further compounds (9) increased the catalytic activity of PARP1, enhanced cleavage of PARP1,
enhanced phosphorylation of H2AX, and increased CASPASE 3/7 activity. Chang et al found that the compound (10), a novel ceritinib derivative, can
inhibit the proliferation of ALK-positive ALCL cells, induce apoptosis of Karpas299 cells through the mitochondrial pathway in a caspase-dependent
manner.[22] In addition, compound (10) can suppress ALK and downstream pathways including PI3K/Akt, Erk and JAK3/STAT3, and reduce the
nuclear translocation of NFκB by inhibiting the TRAF2/IKK/IκB pathway. Taken together, the findings suggest that compound (10) shows more
effective activity than ceritinib against ALK-positive ALCL.
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In search of essential pharmacophoric features of EGFR inhibitors, Elzahbi et al designed and synthesized a new series of pyrido[2,3-d]pyrimidine-
4(3H)-one derivatives.[23] Compound (11) showed the highest inhibitory activity against EGFRWT and EGFRT790M with IC50 values   of 0.099
and 0.123 μM, respectively. In addition, it induced cell cycle arrest at the pre-G1 phase and a significant apoptotic effect in PC-3 cells. Furthermore,
compound (11) increased the level of caspase-3 by 5.3-fold in PC-3 cells. Wu et al reported the discovery of pyrrolo[2,3-d]pyrimidin/pyrazolo[3,4-
d]pyrimidin-4-amine derivatives as a new class of FGFRs-dominant multi-target receptor tyrosine kinase inhibitors.[24] Compounds (12) showed
excellent inhibitory activity against a variety of receptor tyrosine kinases and exhibited excellent potency in the SNU-16 gastric cancer cell line. The
compound (12) induces FGFR1 phosphorylation and downstream signaling pathways as well as cell apoptosis.
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Cyclin-dependent kinase 2 (CDK2) is gaining significant interest as a target for developing new cancer therapies and for overcoming resistance to
CDK4/6 inhibitors. Fanta et al reported a novel series of N,4-di(1H-pyrazol-4-yl) pyrimidin-2-amines that exhibited CDK2 inhibitory activity.[25]
Among them, compound (13) were the most potent CDK2 inhibitors (Ki = 0.005 µM) with a degree of selectivity. The compounds exhibited sub-
micromolar antiproliferative activity against a panel of 13 cancer cell lines. Ruzzi et al investigated the anti-cancer properties of the novel compound
(14) and demonstrated excellent anti-proliferative activity against sixteen human cancer cell lines.[26] The effect of (14) on cell proliferation was found
to be more prominent in high expressing cells than in low expressing cells. Compound (14) also exhibits excellent anti-cancer potential towards the
HGC-27 gastric cancer cell line.
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A series of 5-((4-(pyridin-3-yl)pyrimidin-2-yl)amino)-1H-indole-2-carboxamide derivatives were designed, synthesized and evaluated as potent Nur77
modulators by Qin et al.[27] Among the synthesized compounds, (15) showed good potency against different liver cancer cell lines and exhibited lower
toxicity than the positive compound celastrol. Also, compound (15) exhibited excellent Nur77-binding activity compared with the reference compound
celastrol. Notably, compound (15) has good anti-hepatocellular carcinoma (HCC) activity.
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Further, Qin et al have synthesized some novel 5-(pyrimidin-2-ylamino)-1H-indole-2-carboxamide derivatives for potential anti-breast cancer
activities.[28] Among these, compound (16) exhibited improved Nur77-binding ability (KDSPR(Nur77) = 91 nM) and excellent anti-proliferative
activity against breast cancer cell lines. In addition, compound (16) significantly suppressed the growth of MDA-MB-231 xenograft tumors but had no
obvious side effects in mice and zebrafish. Overall, compound (16) demonstrated to be the first Nur77 modulator mediating the TP53 phosphorylation
pathway, which has the potential as a novel anti-cancer agent for TNBC.
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Zeng et al reported a series of N-(pyridin-3-yl) pyrimidin-4-amine derivatives as potent CDK2 inhibitors.[29] Compound (17) exhibited broad
antiproliferative efficacy against various cancer cells MV4-11, HT-29, MCF-7, and HeLa with IC50 values   comparable to those of Palbociclib and
AZD5438. Compound (17) also induced cell cycle arrest and apoptosis in HeLa cells in a concentration-dependent manner. Furthermore, it has
exhibited CDK2/cyclin A2 inhibitory activity over AZD5438 with an IC50 of 64.42 nM. These facts suggest that the compound (17) may serve as a very
promising scaffold as a CDK2 inhibitor.
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Sun et al reported the synthesis and biological evaluation of a series of ENPP1 inhibitors based on a pyrido[2,3-d]pyrimidin-7-one scaffold.[30]
Compound (18) showed significant potency in both ENPP1 inhibition and STING pathway stimulation during in vitro optimization efforts. Notably,
(18) showed in vivo efficacy in a syngeneic 4T1 mouse triple negative breast cancer model. Ji et al found that the 3,4-dihydropyrimido[4,5-
d]pyrimidine-2(1H)-one scaffold (19) exerted significant inhibitory potency against lymphocyte-specific protein tyrosine kinase (Lck) with an IC50

value of 10.6 nM.[31] Also, compound (19) showed high efficacy in various colon cancer cell lines as indicated by GI50 values   ranging from 0.24
to 1.26 μM.
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Seif et al synthesized some novel 3-phenyltetrahydrobenzo[4,5]theno[2,3-d]pyrimidine derivatives and screened them for their antiproliferative activity
against 60 cancer cell lines.[32] Screening against HCT-116, a colon cancer cell line, and FHC, a normal colon cell line, showed that compound (20)
had superior activity to doxorubicin. Compound (20) was also most potent against B-RAFWT and mutant B-RAFV600E compared to vemurafenib.
Cell cycle analysis of compound (20) showed that it increased cell population and arrested the cell cycle of HCT-116 cancer cells at the G0-G1 stage by
1.23-fold. In the apoptosis assay, compound (20) showed an 18.18-fold elevation in overall apoptosis of HCT-116 cancer cells compared to control.
Zhuang et al reported that pyrrole[2,3-d]pyrimidin-4-one derivatives were potent USP7 inhibitors as well as antiproliferative agents against four types
of cancer cell lines.[33] Compound (20) effectively inhibited the downstream USP7 pathway and resulted in the accumulation of both p53 and p21 in a
dose-dependent manner. Furthermore, compound (20) disrupted cell cycle progression by inhibiting the G1 phase and induced significant apoptosis in
CHP-212 cells.

References

[1] Sung H, Ferlay J, Siegel RL, Laversanne M, Soerjomataram I, Jemal A, Bray F. Global Cancer Statistics 2020: GLOBOCAN Estimates of
Incidence and Mortality Worldwide for 36 Cancers in 185 Countries. CA Cancer J. Clin. 2021; 71, 209-249. doi: 10.3322/caac.21660.

[2] Deo SVS, Sharma J, Kumar S. GLOBOCAN 2020 Report on Global Cancer Burden: Challenges and Opportunities for Surgical Oncologists.
Ann. Surg. Oncol. 2022; 29, 6497-6500. doi: 10.1245/s10434-022-12151-6.

[3] Beatty GL, Gladney WL. Immune Escape Mechanisms as a Guide for Cancer Immunotherapy. Clin Cancer Res. 2015; 21, 687-692. doi:
10.1158/1078-0432.CCR-14-1860.

[4] Hussain S, Singh A, Nazir SU, Tulsyan S, Khan A, Kumar R, Bashir N, Tanwar P, Mehrotra R. Cancer Drug Resistance: A Fleet to Conquer.
J. Cell Biochem. 2019; 120, 14213-14225. doi: 10.1002/jcb.28782.



International Journal of Research Publication and Reviews, Vol 6, no 1, pp 902-907 January 2025 906

[5] Prakash O, Bhardwaj V, Kumar R, Tyagi P, Aneja KR. Organoiodine (III) Mediated Synthesis of 3-Aryl/hetryl-5,7-dimethyl-1,2,4-
triazolo[4,3-a]pyrimidines as Antibacterial Agents. Eur. J. Med. Chem. 2004; 39, 1073-1077.

[6] Agarwal N, Raghuwanshi SK, Upadhyay DN, Shukla PK, Ram VJ. Suitably functionalised Pyrimidines as Potential Antimycotic Agents.
Bioorg. Med. Chem. Lett. 2000; 10, 703-706. doi: 10.1016/s0960-894x(00)00091-3.

[7] Sondhi SM, Jain S, Dwivedi AD, Shukla R, Raghubir R. Synthesis of Condensed Pyrimidines and their Evaluation for Anti-inflammatory
and Analgesic Activities. Ind. J. Chem. B. 2008; 47, 136-143.

[8] Vega S, Alonso J, Diaz JA, Junquera F. Synthesis of 3-Substituted-4-Phenyl-2-thioxo-1,2,3,4,5,6,7,8-octahydrobenzo[4,5]thieno[2,3-
d]pyrimidines. J. Heterocycl. Chem. 1990; 27, 269-273.

[9] Rana K, Kaur B, Kumar B. Synthesis and Anti-hypertensive Activity of Some Dihydropyrimidines. Ind. J. Chem. B. 2004; 43, 1553-1557.

[10] Balzarini J, McGuigan C. Bicyclic Pyrimidine Nucleoside Analogues (BCNAs) as Highly Selective and Potent Inhibitors of Varicella-zoster
Virus Replication. J. Antimicrob. Chemother. 2002; 50, 5-9. doi: 10.1093/jac/dkf037.

[11] Bassyouni F, Tarek M, Salama A, Ibrahim B, Salah El Dine S, Yassin N, Hassanein A, Moharam M, Abdel-Rehim M. Promising
Antidiabetic and Antimicrobial Agents Based on Fused Pyrimidine Derivatives: Molecular Modeling and Biological Evaluation with
Histopathological Effect. Molecules 2021; 26, 2370. doi: 10.3390/molecules26082370.

[12] Alam O, Mullick P, Verma SP, Gilani SJ, Khan SA, Siddiqui N, Ahsan W. Synthesis, Anticonvulsant and Toxicity Screening of Newer
Pyrimidine Semicarbazone Derivatives. Eur. J. Med. Chem. 2010; 45, 2467-2472. doi: 10.1016/j.ejmech.2010.02.031.

[13] Kładna A, Berczyński P, Dündar OB, Ünlüsoy MC, Sarı E, Bakinowska B, Kruk I, Aboul-Enein HY. Synthesis and in vitro Antioxidant
Activity of New Pyrimidin/benzothiazol-substituted Piperazinyl Flavones. Future Med. Chem. 2018; 10, 2293-2308. doi: 10.4155/fmc-
2018-0206. doi: 10.4155/fmc-2018-0206c1.

[14] Sochacka-Ćwikła A, Mączyński M, Czyżnikowska Ż, Wiatrak B, Jęśkowiak I, Czerski A, Regiec A. New Oxazolo[5,4-d]pyrimidines as
Potential Anticancer Agents: Their Design, Synthesis, and in vitro Biological Activity Research. Int. J. Mol. Sci. 2022; 23, 11694. doi:
10.3390/ijms231911694.

[15] Abdel-Maksoud MS, Mohamed AAB, Hassan RM, Abdelgawad MA, Chilingaryan G, Selim S, Abdel-Bakky MS, Al-Sanea MM. Design,
Synthesis and Anticancer Profile of New 4-(1H-benzo[d]imidazol-1-yl)pyrimidin-2-amine-Linked Sulfonamide Derivatives with
V600EBRAF Inhibitory Effect. Int. J. Mol. Sci. 2021; 22, 10491. doi: 10.3390/ijms221910491.

[16] El Mansouri AE, Oubella A, Dânoun K, Ahmad M, Neyts J, Jochmans D, Snoeck R, Andrei G, Morjani H, Zahouily M, Lazrek HB.
Discovery of Novel Furo[2,3-d]pyrimidin-2-one-1,3,4-oxadiazole Hybrid Derivatives as dual Antiviral and Anticancer Agents that Induce
Apoptosis. Arch Pharm (Weinheim) 2021; 354, e2100146. doi: 10.1002/ardp.202100146.

[17] Jin T, Xu L, Wang P, Hu X, Zhang R, Wu Z, Du W, Kan W, Li K, Wang C, Zhou Y, Li J, Liu T. Discovery and Development of a Potent,
Selective, and Orally Bioavailable CHK1 Inhibitor Candidate: 5-((4-((3-Amino-3-methylbutyl)amino)-5-(trifluoromethyl)pyrimidin-2-
yl)amino)picolinonitrile. J. Med. Chem. 2021; 64, 15069-15090. doi: 10.1021/acs.jmedchem.1c00994.

[18] Zhao Z, Wang H, Tian N, Yan H, Wang J. Synthesis and Biological Evaluation of N4 -Hydrazone Derivatives of 5,7-Dihydro-6H-
pyrrolo[2,3-d]pyrimidin-6-one as Novel Anticancer Agents with Antimetastatic Adjunct Efficacy. Arch Pharm (Weinheim) 2021; 354,
e2100213. doi: 10.1002/ardp.202100213.

[19] Wu J, Hu H, Ao M, Cui Z, Zhou X, Qin J, Guo Y, Chen J, Xue Y, Fang M. Design, Synthesis, and Biological Evaluation of 5-((4-(Pyridin-
3-yl)pyrimidin-2-yl)amino)-1H-indole-2-carbohydrazide Derivatives: the Methuosis Inducer 12A as a Novel and Selective Anticancer
Agent. J. Enzyme Inhib. Med. Chem. 2021; 36, 1436-1453. doi: 10.1080/14756366.2021.1940992.

[20] Wei W, Feng Z, Liu Z, Li X, He H, Ran K, Shi Y, Zhu Y, Ye T, Gao C, Wang N, Yu L. Design, Synthesis and Biological Evaluation of 7-
((7H-Pyrrolo[2,3-d]pyrimidin-4-yl)oxy)-2,3-dihydro-1H-inden-1-one Derivatives as Potent FAK Inhibitors for the Treatment of Ovarian
Cancer. Eur. J. Med. Chem. 2022; 228, 113978. doi: 10.1016/j.ejmech.2021.113978.

[21] Deveshegowda SN, Metri PK, Shivakumar R, Yang JR, Rangappa S, Swamynayaka A, Shanmugam MK, Nagaraja O, Madegowda M, Babu
Shubha P, Chinnathambi A, Alharbi SA, Pandey V, Ahn KS, Lobie PE, Basappa B. Development of 1-(4-(Substituted)piperazin-1-yl)-2-((2-
((4-methoxybenzyl)thio)pyrimidin-4-yl)oxy)ethanones That Target Poly (ADP-Ribose) Polymerase in Human Breast Cancer Cells.
Molecules 2022; 27, 2848. doi: 10.3390/molecules27092848.

[22] Chang X, Wang J, Bian J, Liu Z, Guo M, Li Z, Wu Y, Zhai X, Zuo D. 1-(4-((5-Chloro-4-((2-(isopropylsulfonyl)phenyl)amino)pyrimidin-2-
yl)amino)-3-methoxyphenyl)-3-(2-(dimethylamino)ethyl)imidazolidin-2-one (ZX-42) Inhibits Cell Proliferation and Induces Apoptosis via
Inhibiting ALK and its Downstream Pathways in Karpas299 Cells. Toxicol. Appl. Pharmacol. 2022; 450, 116156. doi:
10.1016/j.taap.2022.116156.



International Journal of Research Publication and Reviews, Vol 6, no 1, pp 902-907 January 2025 907

[23] Elzahabi HSA, Nossier ES, Alasfoury RA, El-Manawaty M, Sayed SM, Elkaeed EB, Metwaly AM, Hagras M, Eissa IH. Design, Synthesis,
and Anti-cancer Evaluation of New Pyrido[2,3-d]pyrimidin-4(3H)-one Derivatives as Potential EGFRWT and EGFRT790M Inhibitors and
Apoptosis Inducers. J. Enzyme Inhib. Med. Chem. 2022; 37, 1053-1076. doi: 10.1080/14756366.2022.2062752.

[24] Wu X, Liu Z, Gan C, Wei W, Zhang Q, Liu H, Que H, Su X, Yue L, He H, Ouyang L, Ye T. Design, Synthesis and Biological Evaluation of
a Series of Novel Pyrrolo[2,3-d]pyrimidin/pyrazolo[3,4-d]pyrimidin-4-amine derivatives as FGFRs-dominant Multi-Target Receptor
Tyrosine Kinase Inhibitors for the Treatment of Gastric Cancer. Bioorg. Chem. 2022; 127, 105965. doi: 10.1016/j.bioorg.2022.105965.

[25] Fanta BS, Lenjisa J, Teo T, Kou L, Mekonnen L, Yang Y, Basnet SKC, Hassankhani R, Sykes MJ, Yu M, Wang S. Discovery of N,4-
Di(1H-pyrazol-4-yl)pyrimidin-2-amine-Derived CDK2 Inhibitors as Potential Anticancer Agents: Design, Synthesis, and Evaluation.
Molecules 2023; 28, 2951. doi: 10.3390/molecules28072951.

[26] Ruzi Z, Bozorov K, Nie L, Zhao J, Akber Aisa H. Discovery of Novel (E)-1-Methyl-9-(3-methylbenzylidene)-6,7,8,9-
tetrahydropyrazolo[3,4-d]pyrido[1,2-a]pyrimidin-4(1H)-one as DDR2 Kinase Inhibitor: Synthesis, Molecular Docking, and Anticancer
Properties. Bioorg. Chem. 2023; 135, 106506. doi: 10.1016/j.bioorg.2023.106506.

[27] Qin J, Chen X, Liu W, Chen J, Liu W, Xia Y, Li Z, Li M, Wang S, Yuan Q, Qiu Y, Wu Z, Fang M. Discovery of 5-((4-(Pyridin-3-
yl)pyrimidin-2-yl)amino)-1H-indole-2-carboxamide Derivatives as Novel Anti-cancer Agents Targeting Nur77. Eur. J. Med. Chem. 2022;
244, 114849. doi: 10.1016/j.ejmech.2022.114849.

[28] Qin J, Niu B, Chen X, Hu C, Lu S, Li H, Liu W, Li J, Teng Z, Yang Y, Hu H, Xu Y, Huo S, Wu Z, Qiu Y, Zhou H, Fang M. Discovery of 5-
(Pyrimidin-2-ylamino)-1H-indole-2-carboxamide Derivatives as Nur77 Modulators with Selective and Potent Activity Against Triple-
Negative Breast Cancer. J. Med. Chem. 2023; 66, 15847-15866. doi: 10.1021/acs.jmedchem.3c01336.

[29] Zeng WB, Ji TY, Zhang YT, Ma YF, Li R, You WW, Zhao PL. Design, Synthesis, and Biological Evaluation of N-(pyridin-3-yl)pyrimidin-
4-amine Analogues as Novel Cyclin-dependent Kinase 2 Inhibitors for Cancer Therapy. Bioorg. Chem. 2024; 143, 107019. doi:
10.1016/j.bioorg.2023.107019.

[30] Sun Y, Chen M, Han Y, Li W, Ma X, Shi Z, Zhou Y, Xu L, Yu L, Wang Y, Yu J, Diao X, Meng L, Xu S. Discovery of Pyrido[2,3-
d]pyrimidin-7-one Derivatives as Highly Potent and Efficacious Ectonucleotide Pyrophosphatase/Phosphodiesterase 1 (ENPP1) Inhibitors
for Cancer Treatment. J. Med. Chem. 2024; 67, 3986-4006. doi: 10.1021/acs.jmedchem.3c02288.

[31] Ji SH, Kim HB, Song Y, Chung HW, Lee D-H, Jung C, Ko Y, Han S-J. Identification of 3,4-Dihydropyrimido[4,5-d]pyrimidin-2(1H)-one
Scaffolds as Potent Lck Inhibitors as Anti-cancer Agents. Bioorg. Med. Chem. Lett. 2024; 102, 129645

[32] Seif SE, Wardakhan WW, Hassan RA, Abdou AM, Mahmoud Z. New S-substituted-3-phenyltetrahydrobenzo[4,5]thieno[2,3-d]pyrimidin-
4(3H)-one Scaffold with Promising Anticancer Activity Profile through the Regulation and Inhibition of Mutated B-RAF Signaling Pathway.
Drug Dev. Res. 2024; 85, e70007. doi: 10.1002/ddr.70007.

[33] Zhuang Z, Miao Y-L, Song S-S, Leng G-T, Zhang X-F, He Q, Ding J, He J-X, Yang C-H. Discovery of Pyrrolo[2,3-d]pyrimidin-4-one
derivative YCH3124 as a Potent USP7 Inhibitor for Cancer Therapy. Eur. J. Med. Chem. 2024; 277, 116752.


	Introduction

