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Cancer is characterized by persistent cell proliferation driven by aberrant cell cycle regulation and stimulation of

cyclin-dependent kinases (CDKs). A very intriguing and potential approach for the development of antitumor

medicines is the suppression of CDKs that lead to induction of apoptosis and cell cycle arrest. The shift of the cell

cycle from the G0/G1 phase to the S phase, which is characterized by active transcription and synthesis, depends

on the development of the cyclin D-CDK4/6 complex. A precise balance between anticancer activity and general

toxicity is demonstrated by CDK inhibitors, which can specifically block CDK4/6 and control the cell cycle by

reducing the G1 to S phase transition. 
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1. Cell Cycle Regulation by CDK4/6 in Normal Cells

Four successive stages make up the cell cycle, which is a highly conserved biological process. These phases are

pre-DNA synthesis/G1, S/DNA synthesis, G2/pre-division, and M/cell division. To assure proper progression

through the complete cell cycle, many CDKs work with their cyclin partners to govern the transition from one stage

to the next. In terms of biochemistry and biology, CDK4 and CDK6 are quite similar to one another, and CDK4/6

can be triggered by D-type cyclins, which are an essential activator of the shift from G1 to S phase . In the early

G1 stage, the number of D-type cyclins begins to rise in response to proliferative stimuli, whereupon these cyclins

interact and bind with CDK4/6 and activate them (Figure 1) . The cyclin D-CDK4/6 complex, which binds with the

transactivation domain of the E2F transcription factor family, thereafter phosphorylates the retinoblastoma (RB)

protein . The E2F transcription factor is released as a result of RB phosphorylation. Additionally, the E2F

transcription factor promotes E-type cyclin production before binding to CDK2. The cyclin E-CDK2 complex

promotes the G1 to S phase transition while simultaneously accelerating RB phosphorylation and reducing E2F

p21 suppression. As a result, CDK4 and CDK6 are essential for the G1 to S phase transition and must be blocked

to effectively prevent the G1/S transition . The cyclin D-CDK4/6 complex becomes hyperactive as a

consequence of a rise in cyclin D concentration or CDK4/6 activity, which speeds up the cell cycle and the

transition from the G1 to the S phase. Additionally, an accelerated cell cycle leads to unregulated cell multiplication

that causes tumor progression . Thus, CDK4/6 inhibition can result in G1 arrest of the cell cycle, making it a

potent and successful approach for cancer therapy. To ensure the effective progression of the cell cycle, cyclin-

dependent kinase inhibitors (CKIs) such as INK4 and CIP1/KIP1, regulate CDK activity . The CDK4/6 function

is restricted by INK4 proteins, which either directly attach to CDK4/6 to inhibit its catalytic property or selectively
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interrupt the interaction of cyclin D with CDK4/6. In contrast to INK4 proteins, the CIP/KIP proteins engage with all

CDKs that are essential for the cell cycle and can either suppress or promote CDK activity based upon the cellular

environment . Therefore, the function of CKIs is vital for proper CDK function and healthy cell growth, and

cancer may develop as a result of the lack of their function.

Figure 1. Regulatory role of CDK4/6 in cell cycle progression via E2F-Rb pathway.

2. Regulation of Immune Response by CDK4/6

A crucial factor in controlling infections is innate immunity, which acts as the primary defense mechanism for the

host. Invasive, fatal infections are linked to deficiencies in innate immunity. Auto-inflammatory conditions can result

from improper innate immune system generation. Neutrophils, dendritic cells, macrophages, and innate lymphoid

cells are the main cellular elements of innate immunity. The later growth of adaptive immune responses is

ultimately regulated by the innate immune system; thus, its appropriate performance is necessary for good health.

Cell cycle regulators function primarily as innate immune accelerators during the innate immune response . Cell

cycle molecules such as CDKs and CKIs directly contribute to the proliferation of innate immune system cells and

the maintenance of homeostasis in innate immune responses . Recently, it was discovered that CDKs have a

direct, non-cell cycle role in innate immunity. Innate immune cells, such as monocytes, generate type I interferon

(IFN) after viral infection to defend the host against viral attacks. The expression of type I IFN (IFN) was

suppressed in a monocyte cell line called THP-1 by CDK suppression. It was determined that the activity of CDKs

1, 2, and 4 is necessary for the translation of type I IFN mRNA. IFN-β-mRNA is eliminated from the translational

polysome complex in the lack of CDK function directed by a pan-CDK inhibitor such as R547, Dinaciclib, but overall

translation is unaffected. This shows that CDK activity is especially necessary for the generation of IFN- β, which in

turn triggers immune system activation . There must be additional follow-up research on these observations.

Since the majority of this study’s conclusions were based on pan-CDK inhibitors, genetic tests in which one or
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more CDKs are selectively knocked out need to be carried out to confirm the findings. Pan-CDK inhibitors may

immediately stop the cell cycle, which would have an impact on the translation of the IFN mRNA. The mechanism

by which CDK kinase activity maintains the IFN-mRNA in the translating polysome complex is still unknown .

Furthermore, it is unknown how active CDK/cyclin complexes, which are known to be in the nucleus, may regulate

cytosolic translation.

Following an initial reaction to a particular pathogen, the adaptive immune system (acquired immune system),

develops immunological memory, which results in an improved response to repeated exposures with the infectious

agent. The cells that generate the acquired/adaptive immune response are known as lymphocytes. The two main

categories of adaptive immunity are antibody and cell-mediated immune responses, which are produced by B and

T-lymphocytes, respectively. Genetic studies revealed that particular cell cycle regulators are necessary for the

number of adaptive immune cells, as with innate immune cells. Thymocyte counts must be maintained by cyclin

D3-CDK6 activity. Mice lacking either CDK6 or cyclin D3 displayed a marked decline in thymocyte counts .

Additionally, cell cycle proteins indirectly regulate lymphocyte functioning during T cell activation. To create effector

cytokines in reaction to secondary exposure, T cells must undergo extra cell cycle rounds during the main

response . D cyclins connect the growth and activity of B cells, and subsequently B cell clonal growth entails

quick proliferation to produce a germinal core (GC). B cells go through class switching, clonal proliferation, and

selection within the GC to produce a high-affinity humoral antibody.

In both mice and human dendritic cells, CDK4 is able to phosphorylate the protein kinase mitogen-activated protein

kinase 8 (MAPK8; also known as JNK), which triggers the release of IL-6 and IL-12 in response to transcriptional

processes that are dependent on AP-1 . Furthermore, because neutrophils are terminally differentiated cells,

CDK4 and CDK6 have a role in the capability of neutrophils to react against microbial infections by evading

neutrophil extracellular traps, a function that is inversely controlled by the broad-spectrum CDK inhibitor p21CIP1

. These results demonstrate the critical involvement of CDKs in immune system function and development by

defining the needs for various CDKs based on cell type and developmental status, as well as a wide range of cell

cycle independent functions.

3. Dysregulation of CDK4/6 Activity in Cancer

Mutations and deregulation of many cell cycle regulators, including CDKs, cyclins, CKI, CAK, CDK substrates, and

checkpoints, have often been detected in malignant cells . The fact that CDK4/6 expression levels are

substantially elevated in several cancers is well known . Through both direct and indirect

phosphorylation of RB (via inducing CDK2), overexpressed CDK4/6 promote G1/S conversion and promote

carcinogenesis. Along with overexpression, CDK4/6 upregulation is a common occurrence in various malignancies

(melanoma, leukemia, lymphoma, glioma, sarcoma, etc.) with distinct tissue selectivity for CDK4/6. Compared to its

homolog, CDK4 favors mesenchymal tissues (including leukemias and sarcomas), and epithelial tumours (i.e.,

various malignancies), and some sarcomas tend to express more CDK4 . The majority of human malignancies

contain wild-type RB , and inhibiting hyperactivated CDK4/6 in these cells can stop the cell cycle during G1

stage. Even in RB negative cancers, CDK4/6 inhibitors work by inhibiting cell division or causing apoptosis without
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involving RB . Targeting CDK4/6 can also prevent their cell cycle-independent tumor-promoting activities. The

modulation of inflammatory cytokine signaling by CDK4 in breast cancer has been revealed using transcriptomic

analysis . CDK6 can activate stem cells, promote angiogenesis, the immune system, and other processes . In

addition, a variety of oncogenes of the signaling pathway promote cell growth by turning on the CDK4/6-RB-E2F

pathway. A few examples of these signaling cascades are PI3K/Akt/mTOR, JAK/STAT, RAS/RAF/MEK/ERK,

BTK/NF-kB, and Wnt pathways . Additionally, perturbations in tumour suppressors, such as p53, can

trigger the activation of the CDK4/6-RBE2F pathway by relieving the repression of p21CIP1. Thus, CDK4/6 acts as

a node in the pathways of carcinogenesis. Despite being optional in normal cells, CDK4/6 have been proven to be

essential for the growth of tumour cells in knockout experiments. As a result, it is safe to kill the opposition without

endangering allied forces . Together, these characteristics make CDK4/6 attractive and secure targets for

anticancer treatment.

4. CDK4/6 Inhibitors as Immunomodulators in Cancer Cells

Recent research has shown that CDK4/6 exhibit substantial cell cycle independent activity in tumour

immunosurveillance, and CDK4/6 inhibitors may control the immune system response to tumour cells. First, newly

available information suggests that CDK4/6 inhibitors may have an immediate immunomodulatory effect on tumour

cells (Figure 2). Abemaciclib treatment in this situation has been associated with the overexpression of multiple

antigen processing and antigen presentation machinery elements, including MHC class I molecules (specifically,

HLA-A, HLA-B, and HLA-C in human systems, and H2-D1, H2-K1, and B2M in mice systems). OVA-expressing

mouse tumour cells become more susceptible to OVA-specific OT-I T cells when exposed to abemaciclib in vitro,

and the therapeutic efficacy of abemaciclib in vivo in syngeneic immune-competent animal models is reversed by

CD8+ T cell depletion, supporting the idea that MHC class I overexpression plays a mechanistic role in the

therapeutic effects of abemaciclib . In addition, T cells that invade abemaciclib-treated breast cancer have

lower amounts of exhaustion biomarkers such as PD1 and cytotoxic T lymphocyte-associated protein 4 (CTLA4).

Moreover, the microenvironment of mice colorectal cancers administered with abemaciclib is characterized by

elevated expression of transcripts encoding T cell activation signals such as IFN-γ and granzyme B (GZMB), as

well as co-stimulatory receptors such as TNF receptor superfamily member 9 (TNFRSF9).
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Figure 2. Various aspects of immunomodulation via CDK4/6 inhibitors on the tumor microenvironment: induced

activity of antigen presentation and PD-L1 expression on tumor cells, suppressed activity of Treg cells, enhanced

cytokine secretion from CD8+ T cells and stimulated function of antigen presentation by dendritic cells.

Following a combination of the PI3K inhibitor BYL719 plus ribociclib or palbociclib, similar outcomes were seen in

TNBC models . Researcher revealed that immune-associated pathways were predominant in cancerous cells

after receiving therapy with a medication cocktail by conducting a gene set enrichment experiment. Specifically, the

elevation of genes associated with antigen presentation and genes coding for cytokines was noticed, suggesting

the immunomodulatory impact of these therapies. In contrast to this, new research has shown that CDK4/6

inhibition may support tumour immune evasion in a number of tumour types through the increase of the

immunosuppressive programmed cell death protein 1 ligand (PD-L1) expression on tumour cells. Effector T cell

functioning in peripheral tissues is regulated by the PD1/PD-L1 immune checkpoint system , and PD-1

interaction with T cells directly reduces TCR-mediated effector functions, serving as a negative immune response

modulator. Because immune-checkpoint inhibitors have recently been developed, and their activity may be

correlated with PD-L1 expression on tumour cells, they may be able to counteract the detrimental immune-

suppressive effect of CDK4/6 inhibitors. Accordingly, Zhang and colleagues found an inverse relationship between

CDK4 activity and PD-L1 expression on cancer cells, and showed that palbociclib or ribociclib treatment increased

PD-L1 expression in a variety of in vitro and in vivo models, regardless of RB status, denoting that the RB/E2F axis

was not responsible for this in these models. In fact, the researchers concluded that the Cullin 3-based E3 ligase,

which coupled with PD-L1 via the adaptor protein specle-type POZ (SPOP), modulated the level of PD-L1 protein.

In particular, CDK4/Cyclin D-mediated phosphorylation and alternate interaction with the proteins 14-3-3γ or FZR1

were responsible for controlling SPOP stability. FZR1 destroyed SPOP, which was no longer phosphorylated in the
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presence of CDK4/6 inhibitors, boosting the expression of PD-L1 . Palbociclib and an anti-PD-1 antibody

treatment significantly prolonged overall survival compared to single medication treatments in mouse models of

cancer, which supports the idea that immune-checkpoint antagonists and CDK4/6 inhibitors should be combined to

create a more potent anticancer medicine. The enhanced production of PD-L1 by CDK4/6 inhibitors has now been

linked to the stimulation of the transcription factor NF-kB in RB-proficient cell lines from various tumour types, as

well as an increase in the protein’s durability. It is well known that the NF-kB protein p65 controls the expression of

the PD-L1 gene . The interaction of this protein with hyperphosphorylated RB protein can limit the transcriptional

activity of RB protein, which in turn inhibits the expression of the PD-L1 gene. As a result, RB loss and CDK4/6

inhibitors both cause the up-regulation of PD-L1 by encouraging the release of active p65 protein. Recently, it was

observed that CDK4/6 activity and PD-L1 expression are correlated in melanoma patients . In animal models of

melanoma, the mixture of CDK4/6 inhibitors and anti-PD-1 antibodies substantially inhibited cancer growth. It is

well established now that CDK4/6 inhibition causes SASP in a number of different cell models. Senescent

melanoma cells generated by CDK4/6 inhibitors have been shown to generate CCL5 via activation of NF-kB, a

member of the released factors . A chemokine called CCL5 interacts with the CCR5, CCR3, and CCR1

receptors located on a myriad of immune cells, including natural killer cells, immature dendritic, and activated T

cells . Researchers revealed that cytokines secreted by senescent cells encouraged the infiltration of immune

cells into the cancer using PDX tumours taken from melanoma patients. They found that the expression of markers

linked to T lymphocytes (CD2, CD3, CD8A and B, CXCR3, CCR5) and cytotoxic immune cells was positively

correlated with the secretion of CCL5 (granzymes and FAS ligand).

References

1. Diehl, J.A. Cycling to cancer with cyclin D1. Cancer Biol. Ther. 2002, 1, 226–231.

2. Lim, S.; Kaldis, P. Cdks, cyclins and CKIs: Roles beyond cell cycle regulation. Development 2013,
140, 3079–3093.

3. Nardone, V.; Barbarino, M.; Angrisani, A.; Correale, P.; Pastina, P.; Cappabianca, S.; Reginelli, A.;
Mutti, L.; Miracco, C.; Giannicola, R.; et al. CDK4, CDK6/cyclin-D1 Complex Inhibition and
Radiotherapy for Cancer Control: A Role for Autophagy. Int. J. Mol. Sci. 2021, 22, 8391.

4. Qie, S.; Diehl, J.A. Cyclin D1, cancer progression, and opportunities in cancer treatment. J. Mol.
Med. 2016, 94, 1313–1326.

5. Zabihi, M.; Lotfi, R.; Yousefi, A.M.; Bashash, D. Cyclins and cyclin-dependent kinases: From
biology to tumorigenesis and therapeutic opportunities. J. Cancer Res. Clin. Oncol. 2022.

6. Burkhart, D.L.; Sage, J. Cellular mechanisms of tumour suppression by the retinoblastoma gene.
Nat. Rev. Cancer 2008, 8, 671–682.

7. Indovina, P.; Marcelli, E.; Casini, N.; Rizzo, V.; Giordano, A. Emerging roles of RB family: New
defense mechanisms against tumor progression. J. Cell. Physiol. 2013, 228, 525–535.

[41]

[42]

[43]

[44]

[45]



Cyclin-Dependent Kinase 4/6 Inhibitors in the Tumor Microenvironment | Encyclopedia.pub

https://encyclopedia.pub/entry/40962 7/9

8. Hanselmann, R.G.; Welter, C. Origin of Cancer: Cell work is the Key to Understanding Cancer
Initiation and Progression. Front. Cell Dev. Biol. 2022, 10, 787995.

9. Ortega, S.; Malumbres, M.; Barbacid, M. Cyclin D-dependent kinases, INK4 inhibitors and cancer.
Biochim. Biophys. Acta 2002, 1602, 73–87.

10. Baker, S.J.; Poulikakos, P.I.; Irie, H.Y.; Parekh, S.; Reddy, E.P. CDK4: A master regulator of the
cell cycle and its role in cancer. Genes Cancer 2022, 13, 21–45.

11. Ferbeyre, G.; de Stanchina, E.; Lin, A.W.; Querido, E.; McCurrach, M.E.; Hannon, G.J.; Lowe,
S.W. Oncogenic ras and p53 cooperate to induce cellular senescence. Mol. Cell. Biol. 2002, 22,
3497–3508.

12. Abbastabar, M.; Kheyrollah, M.; Azizian, K.; Bagherlou, N.; Tehrani, S.S.; Maniati, M.; Karimian, A.
Multiple functions of p27 in cell cycle, apoptosis, epigenetic modification and transcriptional
regulation for the control of cell growth: A double-edged sword protein. DNA Repair 2018, 69, 63–
72.

13. Balomenos, D.; Martínez, A.C. Cell-cycle regulation in immunity, tolerance and autoimmunity.
Immunol. Today 2000, 21, 551–555.

14. Schmitz, M.L.; Kracht, M. Cyclin-Dependent Kinases as Coregulators of Inflammatory Gene
Expression. Trends Pharmacol. Sci. 2016, 37, 101–113.

15. Cingöz, O.; Goff, S.P. Cyclin-dependent kinase activity is required for type I interferon production.
Proc. Natl. Acad. Sci. USA 2018, 115, E2950–E2959.

16. Sundar, V.; Vimal, S.; Sai Mithlesh, M.S.; Dutta, A.; Tamizhselvi, R.; Manickam, V. Transcriptional
cyclin-dependent kinases as the mediators of inflammation-a review. Gene 2021, 769, 145200.

17. Hu, M.G.; Deshpande, A.; Enos, M.; Mao, D.; Hinds, E.A.; Hu, G.F.; Chang, R.; Guo, Z.; Dose, M.;
Mao, C.; et al. A requirement for cyclin-dependent kinase 6 in thymocyte development and
tumorigenesis. Cancer Res. 2009, 69, 810–818.

18. Knudsen, E.S.; Kumarasamy, V.; Nambiar, R.; Pearson, J.D.; Vail, P.; Rosenheck, H.; Wang, J.;
Eng, K.; Bremner, R.; Schramek, D.; et al. CDK/cyclin dependencies define extreme cancer cell-
cycle heterogeneity and collateral vulnerabilities. Cell Rep. 2022, 38, 110448.

19. Bird, J.J.; Brown, D.R.; Mullen, A.C.; Moskowitz, N.H.; Mahowald, M.A.; Sider, J.R.; Gajewski,
T.F.; Wang, C.R.; Reiner, S.L. Helper T cell differentiation is controlled by the cell cycle. Immunity
1998, 9, 229–237.

20. Barberis, M.; Helikar, T.; Verbruggen, P. Simulation of Stimulation: Cytokine Dosage and Cell
Cycle Crosstalk Driving Timing-Dependent T Cell Differentiation. Front. Physiol. 2018, 9, 879.

21. Vanden Bush, T.J.; Bishop, G.A. CDK-mediated regulation of cell functions via c-Jun
phosphorylation and AP-1 activation. PLoS ONE 2011, 6, e19468.



Cyclin-Dependent Kinase 4/6 Inhibitors in the Tumor Microenvironment | Encyclopedia.pub

https://encyclopedia.pub/entry/40962 8/9

22. Amulic, B.; Knackstedt, S.L.; Abu Abed, U.; Deigendesch, N.; Harbort, C.J.; Caffrey, B.E.;
Brinkmann, V.; Heppner, F.L.; Hinds, P.W.; Zychlinsky, A. Cell-Cycle Proteins Control Production
of Neutrophil Extracellular Traps. Dev. Cell. 2017, 43, 449–462.

23. Wenzel, E.S.; Singh, A.T.K. Cell-cycle Checkpoints and Aneuploidy on the Path to Cancer. In Vivo
2018, 32, 1–5.

24. O’Leary, B.; Finn, R.S.; Turner, N.C. Treating cancer with selective CDK4/6 inhibitors. Nat. Rev.
Clin. Oncol. 2016, 13, 417–430.

25. Finn, R.S.; Liu, Y.; Zhu, Z.; Martin, M.; Rugo, H.S.; Diéras, V.; Im, S.A.; Gelmon, K.A.; Harbeck,
N.; Lu, D.R.; et al. Biomarker Analyses of Response to Cyclin-Dependent Kinase 4/6 Inhibition
and Endocrine Therapy in Women with Treatment-Naïve Metastatic Breast Cancer. Clin. Cancer
Res. 2020, 26, 110–121.

26. Billard-Sandu, C.; Tao, Y.G.; Sablin, M.P.; Dumitrescu, G.; Billard, D.; Deutsch, E. CDK4/6
inhibitors in P16/HPV16-negative squamous cell carcinoma of the head and neck. Eur. Arch.
Otorhinolaryngol. 2020, 277, 1273–1280.

27. Shi, C.J.; Xu, S.M.; Han, Y.; Zhou, R.; Zhang, Z.Y. Targeting cyclin-dependent kinase 4/6 as a
therapeutic approach for mucosal melanoma. Melanoma Res. 2021, 31, 495–503.

28. Caglar, H.O.; Biray Avci, C. Alterations of cell cycle genes in cancer: Unmasking the role of cancer
stem cells. Mol. Biol. Rep. 2020, 47, 3065–3076.

29. Shapiro, G.I. Cyclin-dependent kinase pathways as targets for cancer treatment. J. Clin. Oncol.
2006, 24, 1770–1783.

30. Álvarez-Fernández, M.; Malumbres, M. Mechanisms of Sensitivity and Resistance to CDK4/6
Inhibition. Cancer Cell. 2020, 37, 514–529.

31. Dai, M.; Boudreault, J.; Wang, N.; Poulet, S.; Daliah, G.; Yan, G.; Moamer, A.; Burgos, S.A.; Sabri,
S.; Ali, S.; et al. Differential Regulation of Cancer Progression by CDK4/6 Plays a Central Role in
DNA Replication and Repair Pathways. Cancer Res. 2021, 81, 1332–1346.

32. Nebenfuehr, S.; Kollmann, K.; Sexl, V. The role of CDK6 in cancer. Int. J. Cancer 2020, 147,
2988–2995.

33. O’Sullivan, C.C. Overcoming Endocrine Resistance in Hormone-Receptor Positive Advanced
Breast Cancer-The Emerging Role of CDK4/6 Inhibitors. Int. J. Cancer Clin. Res. 2015, 2, 029.

34. Lloyd, M.R.; Spring, L.M.; Bardia, A.; Wander, S.A. Mechanisms of Resistance to CDK4/6
Blockade in Advanced Hormone Receptor-positive, HER2-negative Breast Cancer and Emerging
Therapeutic Opportunities. Clin. Cancer Res. 2022, 28, 821–830.

35. Kase, A.M.; Copland Iii, J.A.; Tan, W. Novel Therapeutic Strategies for CDK4/6 Inhibitors in
Metastatic Castrate-Resistant Prostate Cancer. OncoTargets Ther. 2020, 13, 10499–10513.



Cyclin-Dependent Kinase 4/6 Inhibitors in the Tumor Microenvironment | Encyclopedia.pub

https://encyclopedia.pub/entry/40962 9/9

36. Malumbres, M.; Sotillo, R.; Santamaría, D.; Galán, J.; Cerezo, A.; Ortega, S.; Dubus, P.; Barbacid,
M. Mammalian cells cycle without the D-type cyclin-dependent kinases Cdk4 and Cdk6. Cell
2004, 118, 493–504.

37. Goel, S.; DeCristo, M.J.; Watt, A.C.; BrinJones, H.; Sceneay, J.; Li, B.B.; Khan, N.; Ubellacker,
J.M.; Xie, S.; Metzger-Filho, O.; et al. CDK4/6 inhibition triggers anti-tumour immunity. Nature
2017, 548, 471–475.

38. Schaer, D.A.; Beckmann, R.P.; Dempsey, J.A.; Huber, L.; Forest, A.; Amaladas, N.; Li, Y.; Wang,
Y.C.; Rasmussen, E.R.; Chin, D.; et al. The CDK4/6 Inhibitor Abemaciclib Induces a T Cell
Inflamed Tumor Microenvironment and Enhances the Efficacy of PD-L1 Checkpoint Blockade.
Cell Rep. 2018, 22, 2978–2994.

39. Teo, Z.L.; Versaci, S.; Dushyanthen, S.; Caramia, F.; Savas, P.; Mintoff, C.P.; Zethoven, M.;
Virassamy, B.; Luen, S.J.; McArthur, G.A.; et al. Combined CDK4/6 and PI3Kα Inhibition Is
Synergistic and Immunogenic in Triple-Negative Breast Cancer. Cancer Res. 2017, 77, 6340–
6352.

40. Buchbinder, E.I.; Desai, A. CTLA-4 and PD-1 Pathways: Similarities, Differences, and Implications
of Their Inhibition. Am. J. Clin. Oncol. 2016, 39, 98–106.

41. Zhang, J.; Bu, X.; Wang, H.; Zhu, Y.; Geng, Y.; Nihira, N.T.; Tan, Y.; Ci, Y.; Wu, F.; Dai, X.; et al.
Cyclin D-CDK4 kinase destabilizes PD-L1 via cullin 3-SPOP to control cancer immune
surveillance. Nature 2018, 553, 91–95.

42. Bouillez, A.; Rajabi, H.; Jin, C.; Samur, M.; Tagde, A.; Alam, M.; Hiraki, M.; Maeda, T.; Hu, X.;
Adeegbe, D.; et al. MUC1-C integrates PD-L1 induction with repression of immune effectors in
non-small-cell lung cancer. Oncogene 2017, 36, 4037–4046.

43. Yu, J.; Yan, J.; Guo, Q.; Chi, Z.; Tang, B.; Zheng, B.; Yu, J.; Yin, T.; Cheng, Z.; Wu, X.; et al.
Genetic Aberrations in the CDK4 Pathway Are Associated with Innate Resistance to PD-1
Blockade in Chinese Patients with Non-Cutaneous Melanoma. Clin. Cancer Res. 2019, 25, 6511–
6523.

44. Vilgelm, A.E.; Johnson, C.A.; Prasad, N.; Yang, J.; Chen, S.C.; Ayers, G.D.; Pawlikowski, J.S.;
Raman, D.; Sosman, J.A.; Kelley, M.; et al. Connecting the Dots: Therapy-Induced Senescence
and a Tumor-Suppressive Immune Microenvironment. J. Natl. Cancer Inst. 2015, 108, djv406.

45. Mollica Poeta, V.; Massara, M.; Capucetti, A.; Bonecchi, R. Chemokines and Chemokine
Receptors: New Targets for Cancer Immunotherapy. Front. Immunol. 2019, 10, 379.

Retrieved from https://www.encyclopedia.pub/entry/history/show/92155


