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Introduction 

Melanoma is a malignant skin cancer that arises from melanocytes in the skin. [1] According to the 

World Health Organization (WHO), melanoma accounts for approximately 1-2% of all skin cancers 

and is responsible for the majority of skin cancer-related deaths. [2] 

Melanoma is diagnosed histopathologically by obtaining an excision biopsy of the pigmented lesion. 

Gold standard management of melanoma involves performing a wide local excision (WLE) with 

appropriate margins and sentinel lymph node biopsy +/- clearance if indicated. Chemoradiotherapy is 

utilized for effective local control of the disease and is widely used in palliation for advanced metastatic 

cancer. [3] The clinical problem is that they are often ineffective in therapeutic management of 

advanced widespread disease. Patients have relatively low response rates, suffer significant side 

effects, risk damage to healthy tissues and are intolerant due to toxicity. This limits its usefulness in 

patients with metastatic disease. Hence, more targeted treatment options for advanced metastatic 

melanoma were needed to counteract this issue. 

 

Target discovery: 

Melanoma is a highly heterogeneous disease with high levels of biological complexity and multiple 

genetic alterations that drive its development and progression. [4] This makes it a very good candidate 

for targeted gene therapies. By specifically targeting the genetic drivers of melanoma, this method 

would offer a more effective and less toxic treatment option for patients. It would be more precise and 

selective than traditional chemoradiotherapy, which kills both cancerous and healthy cells 

indiscriminately. 

One of the key genetic drivers of melanoma is the presence of activating mutations in the BRAF gene. 

BRAF is a gene that in normal physiology encodes a protein called BRAF kinase. (See Figure 1) This 

protein is a member of the RAF family which are important regulators of the MAPK signaling 

pathway. This pathway is involved in cell proliferation, differentiation, and survival. Its dysregulation 

plays a vital role in neoplastic transformation and is implicated in the development and progression of 

melanoma. Mutations in this oncogene result in the activation of the MAPK signaling pathway, which 

promotes melanoma proliferation, apoptosis inhibition, progression and survival. (See Figure 2) [5] 
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It was determined that the BRAF gene would make a good intervention target. Due to improved 

modern genetics and molecular biology techniques, an oncogene-selective inhibitor targeting BRAF 

could be developed. This would block the MAPK signaling pathways and help achieve the ultimate 

goal of producing an agent capable of inducing apopto sis and slowing the growth of melanoma tumors. 

BRAF mutations are present in approximately 50% of cases. The most common mutation in melanoma 

is a valine-to-glutamic acid substitution at position 600 (V600E). This accounts for approximately 80% 

of all BRAF mutations in this disease. [6] 

The BRAF gene was first identified and cloned in 1991 by a group of researchers in London. They 

identified the BRAF gene in a study that was aimed at identifying new oncogenes involved in human 

cancer. [7] The discovery that mutations within the BRAF gene lead to melanoma is attributed to 

several groups of researchers who identified the BRAF V600E mutation in melanoma samples.  
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One of the first studies to report the mutation in melanoma was published in 2002. These findings were 

subsequently confirmed by multiple groups worldwide in the same year. [8] In 2006, Plexxikon, a 

biopharmaceutical company based in California, began developing vemurafenib, a highly specific 

inhibitor of BRAF kinase with selectivity against melanoma cells. The development of vemurafenib 

involved preclinical studies in cell lines and animal models, as well as clinical trials in patients with 

melanoma. [9] 

 

Pre-clinical studies: 

A multitude of preclinical studies were performed on vemurafenib using both animal models and 

melanoma cell lines to demonstrate proof of concept. 

Three major preclinical trials were performed. These were all in favor of vemurafenib being effective 

in adequately inhibiting BRAF V600E mutations and ultimately melanoma cell cycle arrest and 

apoptosis. 

A study performed by Tsai et al in February 2008 investigated the efficacy of vemurafenib by 

implanting melanoma tumor xenografts in female athymic mice. During the 2 week treatment period, 

44% of the mice achieved tumor regressions to below palpable levels. In addition, a cell based study 

performed on synthetic skin yielded similar results. It was revealed that BRAF V600E cells were 

significantly inhibited in the presence of vemurafenib, as evidenced by the thin melanoma layer and 

existence of the outer keratinocyte layer of the synthetic skin. [10] 

Moreover, another similar study performed in May 2008 by Sala et al saw vemurafenib inducing 

growth arrest, regression and ultimately apoptosis in melanoma cell lines and in-vivo xenograft mice 

models. [11] 

A 2010 study performed by Yang et al saw vemurafenib potently inhibiting proliferation in a panel of 

BRAF V600E melanoma cell lines. It also found the drug to cause complete tumor regressions with 

subsequent improved animal survival, in a dose-dependent manner. [12] 

All studies demonstrated the preclinical validation of vemurafenib in displaying antimelanoma activity 

in both cell and animal-based model systems with no evidence of toxicity or adverse effects on any 

parameters. With promising preclinical data, vemurafenib was soon approved for use in phase I clinical 

trials. 
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Phase I 

The BRAF Inhibitor in Melanoma Phase I trial (BRIM1) performed in May 2010 was conducted to 

assess the role of vemurafenib in metastatic BRAF V600E melanomas. The objectives of the study 

were to characterize drug pharmacokinetics, pharmacodynamics, safety profile and determine early 

efficacy of the drug by evaluating tumor response rate. The trial had strict inclusion and exclusion 

criteria and only involved candidates over 18 with advanced melanoma refractory to standard therapy 

with no brain metastasis and good ECOG performance status. BRIM 1 enrolled 55 patients. The trial 

discovered the safety profile of vemurafenib to be grossly positive with the majority of patients 

complaining of only mild dermatological and non-specific generalized musculoskeletal side effects. 

This included photosensitivity, arthralgias, fatigue, rash, nausea and pruritus. No specific 

contraindications were discovered during phase I trials. 

In addition, the overall tumor response rate from BRIM1 was extraordinary with over 69% of recipients 

having a partial or complete response with vemurafenib. Within this group, 81% of candidates 

experienced a median progression-free survival of more than 7 months. [13] 

 

Phase II 

BRAF inhibitor in Melanoma Phase II trial (BRIM2) performed in January 2011 was a multi-center 

trial initiated to determine the clinical response rate of vemurafenib in patients with previously treated 

BRAF positive advanced stage melanoma. The trial enrolled 132 patients. It revealed a complete 

response and partial response rate of 6% and 47% respectively, resulting in a staggering 53% overall 

response. Progression of the disease was identified in only 14% of the participants and saw a median 

progression-free survival of 6.8 months in responders. This trial truly revealed the anti-tumor 

properties of vemurafenib in those harboring BRAF V600E melanomas. [14] 

 

Phase III 

BRAF Inhibitor in Melanoma Phase III trial (BRIM3) performed in May 2011 was a double-blinded 

multicenter RCT designed to compare the clinical efficacy of vemurafenib versus a chemotherapeutic 

agent dacarbazine. The trial included and randomized 680 patients to treatment arms. Patients 

belonging to the vemurafenib treatment arm boasted a 84% overall survival at 6 months, a median 

progression-free survival rate of 5.3 months and had a much superior confirmed objective tumor 

response rate of 48%. Whereas, dacarbazine recipients had a 64% overall 6 monthly survival rate, 1.6 
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month median progression-free survival and a 5% tumor response rate. Overall, vemurafenib resulted 

in a relative risk reduction in mortality of 63% and a reduction of 74% in the risk of tumor progression. 

This study solidified the role of vemurafenib as an efficacious treatment option for metastatic BRAF 

V600E melanoma. [15] 

 

Clinical implementation: 

Vemurafenib received global approval from all major regulatory bodies worldwide. Due to its 

excellent tolerance, low toxicity profile, rapid tumor response, and improved outcomes determined 

from clinical trials, vemurafenib was advanced rapidly to receive approval by the FDA, EMA and 

HPRA in 2011. [16] [17] It is available for use in Ireland for the treatment of BRAF V600E 

melanomas. Vemurafenib is available under the trade name Zelboraf and requires a high tech 

prescription from a licensed healthcare provider to be withdrawn in Ireland. [18] 

Cost of vemurafenib varies vastly depending on the country, region and healthcare system. Many 

insurance providers worldwide cover the drug and in some countries with national healthcare systems, 

the medication is usually covered by the government and public insurance programs. Although very 

expensive, averaging a cost of approximately 

$10,000 for a 30-day supply, or $120,000 per year of treatment, the medication is listed under the High 

Tech Arrangements (HTA) scheme in the HSE’s reimbursement program and eligible patients qualify 

for complete compensation if prescribed by a consultant oncologist or dermatologist. [19] 

The advent of BRAF inhibitors like vemurafenib has not influenced the timing of melanoma 

intervention. Early stage localized or regional disease is still best treated with wide local excision, 

sentinel node biopsy, regional nodal clearance and/or chemoradiotherapy. Targeted gene therapies like 

vemurafenib are only indicated as first line therapies for patients with advanced or unresectable 

melanoma who have BRAF V600E mutations who never received prior systemic therapies. 

In regards to other clinical applications, vemurafenib is also approved for use in management of 

patients with BRAF positive cutaneous SCCs that are not candidates for surgery or radiation. [20] 

 

Current status: 

Vemurafenib reached the T4 stage of development due to the undertaking of multiple studies exploring 

long-term population based outcomes. 
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Long-term studies revealed the drug to have an overall improved impact on populations and global 

health. There was a reported improved progression-free survival and long-term survival benefit of 

using vemurafenib in treatment of BRAF metastatic melanoma. [21] However, a myriad of long term 

studies revealed an increased risk in development of new localized cutaneous SCCs with vemurafenib. 

One study quoted the development of keratoacanthoma-type SCCs to be found in one third of patients 

treated at maximum tolerated dose. The median time of treatment to appearance of SCC was 8 weeks 

with some patients requiring operative resections. The exact mechanism is unknown but it is 

hypothesized that SCC development results from a paradoxical activation of protein signaling 

pathways in normal cutaneous cells resulting in a transformation to SCCs. (See Figure 3) [22] 

In addition, long term studies revealed a handful of contraindications to vemurafenib. Majority of these 

are associated with liver pathology and drug-drug interactions with other hepatic metabolized 

medications since vemurafenib is metabolized by the liver cytochrome P450 system. Figure 4 depicts 

the common contraindications of vemurafenib adapted from the HPRA SPC. [23] 

Contraindications of Vemurafenib (Zelboraf) 

● Hypersensitivity to the active substance or any of the excipients. 

● Strong CYP3A4 inhibitors, such as ketoconazole, itraconazole, clarithromycin 

● Strong CYP3A4 inducers, such as rifampicin, carbamazepine, phenytoin 

● Pregnancy and breastfeeding. 

● Severe liver impairment (Child-Pugh Class C). 

● Concurrent use of medications that can prolong the QT interval, such as amiodarone 

and sotalol 

● History of retinal vein occlusion 

 

Figure 4: Table adapted from HPRA SPC depicting major contraindications of vemurafenib [23] 

 

Currently, vemurafenib is widely available and there are very few challenges associated with it. The 

only potential challenges in the future that could threaten its availability and supply are factors such 

as manufacturing, distribution and reimbursement policies. The latter is most crucial as the high cost 

of medication limits access to those who are able to afford it, who possess private insurance or those 

residing in countries with national health systems. [24] A previous major challenge that had to be 
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succumbed, and still an ongoing problem that is subject to many ongoing trials is the development of 

resistance. 

Vemurafenib in some patient cohorts seemed to have a paradoxical activating role on some intrinsic 

and extrinsic signaling pathways controlling BRAF. This ultimately saw recurrence of cancer and 

progression of disease within 6-8 months of treatment initiation. (See Figure 3) [23] [25] 

 

The issue of drug resistance has led to a growing interest in investigating combination therapies that 

combine vemurafenib with drugs that target other proteins in the BRAF pathway. One such medication 

that was deemed to be effective in combination with vemurafenib is cobimetinib. This drug is a 

downstream inhibitor of MEK; another protein within the BRAF intrinsic pathway. coBRIM was a 

multicenter phase 3 RCT consisting of 495 patients that compared vemurafenib and placebo to 

vemurafenib and cobimetinib. The double blinded trial demonstrated a significantly higher 

progression-free survival and overall response rate in dual therapy recipients. In addition, it saw 

reduced disease progression and reduced rate of grade 3 and 4 adverse events. This revealed a clear 

advantage of combination therapy over vemurafenib alone which resulted in the FDA approving 

cobimetinib and vemurafenib as a combination therapy for melanoma in late 2015. [26] This is now 

the gold standard for patients declaring resistance to vemurafenib monotherapy. 

There are multiple ongoing trials at present being performed concerning vemurafenib within the 

oncological community. Given the constant battle against ongoing drug resistance, a vast majority of 

the clinical trials are focused on evaluating other novel drug combination approaches to find new dual 

therapy regimens capable of being effective against the disease. In addition, recent evidence has 

debunked the exclusivity of BRAF V600E mutations in melanoma. The same mutation in melanoma 
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has been identified in non-small cell lung cancer (NSLC), colorectal cancer and papillary thyroid 

cancer (PTC). [10] There is very limited data available at present for the role of vemurafenib on those 

pathologies and its usage is wholly investigational. However, there are a multitude of current ongoing 

trials investigating the role of vemurafenib on other BRAF positive cancers and its effectiveness in 

combination with other agents. 

In conclusion, vemurafenib has revolutionized the treatment of malignant melanoma. The drug has 

demonstrated significant improvements in all aspects of survival and disease free status with only 

minor limitations to include resistance and side effects. The discovery and success of vemurafenib 

portrays an evolution in targeted cancer therapy and will continue to serve as a platform for future 

translational drug development. The timeline of development of vemurafenib as depicted, highlights 

the lengthy, complex, costly and risk-laden nature of such endeavor. 

 

Reference 

1. American Cancer Society. Melanoma Skin Cancer [Internet]. Cancer.org. American Cancer Society; 

2000. Available from: https://www.cancer.org/cancer/melanoma-skin-cancer.html 

2. American Academy of Dermatology [Internet]. www.aad.org. [cited 2023 Apr 11]. Available from: 

https://www.aad.org. 

3. National Cancer Institute. Melanoma Treatment [Internet]. National Cancer Institute. Cancer.gov; 

2019. Available from: https://www.cancer.gov/types/skin/patient/melanoma-treatment-pdq 

4. Ng MF, Simmons JL, Boyle GM. Heterogeneity in Melanoma. Cancers (Basel). 2022;14(12). 

5. Kim A, Cohen MS. The discovery of vemurafenib for the treatment of BRAF-mutated metastatic 

melanoma. Expert Opin Drug Discov. 2016;11(9):907-16. 

6. Cheng L, Lopez-Beltran A, Massari F, MacLennan GT, Montironi R. Molecular testing for BRAF 

mutations to inform melanoma treatment decisions: a move toward precision medicine. Mod Pathol. 

2018;31(1):24-38. 

7. Davies H, Bignell GR, Cox C, Stephens P, Edkins S, Clegg S, et al. Mutations of the BRAF gene in 

human cancer. Nature. 2002;417(6892):949-54. 

8. Ottaviano M, Giunta EF, Tortora M, Curvietto M, Attademo L, Bosso D, et al. BRAF Gene and 

Melanoma: Back to the Future. Int J Mol Sci. 2021;22(7). 

http://www.medicalandresearch.com/
file:///D:/May/1.%20American%20Cancer%20Society.%20Melanoma%20Skin%20Cancer%20%5bInternet%5d.%20Cancer.org.%20American%20Cancer%20Society;%202000.%20Available%20from:%20https:/www.cancer.org/cancer/melanoma-skin-cancer.html
file:///D:/May/1.%20American%20Cancer%20Society.%20Melanoma%20Skin%20Cancer%20%5bInternet%5d.%20Cancer.org.%20American%20Cancer%20Society;%202000.%20Available%20from:%20https:/www.cancer.org/cancer/melanoma-skin-cancer.html
file:///D:/May/2.%20American%20Academy%20of%20Dermatology%20%5bInternet%5d.%20www.aad.org.%20%5bcited%202023%20Apr%2011%5d.%20Available%20from:%20https:/www.aad.org
file:///D:/May/2.%20American%20Academy%20of%20Dermatology%20%5bInternet%5d.%20www.aad.org.%20%5bcited%202023%20Apr%2011%5d.%20Available%20from:%20https:/www.aad.org
file:///D:/May/3.%20National%20Cancer%20Institute.%20Melanoma%20Treatment%20%5bInternet%5d.%20National%20Cancer%20Institute.%20Cancer.gov;%202019.%20Available%20from:%20https:/www.cancer.gov/types/skin/patient/melanoma-treatment-pdq
file:///D:/May/3.%20National%20Cancer%20Institute.%20Melanoma%20Treatment%20%5bInternet%5d.%20National%20Cancer%20Institute.%20Cancer.gov;%202019.%20Available%20from:%20https:/www.cancer.gov/types/skin/patient/melanoma-treatment-pdq
https://www.google.com/search?q=Heterogeneity+in+Melanoma.+&sxsrf=APwXEdczRly-A2z68eFh14NLXH2AWUXVMQ%3A1683797525949&ei=FbZcZJzBObqZ4-EPl8ii8Ag&ved=0ahUKEwjcn6HL-uz-AhW6zDgGHRekCI4Q4dUDCA8&oq=Heterogeneity+in+Melanoma.+&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIGCAAQFhAeMgYIABAWEB4yCAgAEIoFEIYDMggIABCKBRCGAzIICAAQigUQhgM6BwgjEOoCECdKBAhBGABQywhYywhgzg1oAXABeACAAc0BiAHNAZIBAzItMZgBAKABAaABArABCsABAQ&sclient=gws-wiz-serp
https://www.google.com/search?q=The+discovery+of+vemurafenib+for+the+treatment+of+BRAF-mutated+metastatic+melanoma.+&sxsrf=APwXEdeZfru2tdmoMTYS5ljL_7qCtfyVrQ%3A1683797509200&ei=BbZcZKH2C__D4-EP8bW6yAo&ved=0ahUKEwjhjKPD-uz-AhX_4TgGHfGaDqkQ4dUDCA8&oq=The+discovery+of+vemurafenib+for+the+treatment+of+BRAF-mutated+metastatic+melanoma.+&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIECAAQHjoHCCMQ6gIQJzoTCC4QjwEQ6gIQtAIQjAMQ5QIYAToTCAAQjwEQ6gIQtAIQjAMQ5QIYAUoECEEYAFCWBFiWBGD2G2gBcAF4AIABgQ2IAYENkgEDOC0xmAEAoAEBoAECsAEUwAEB2gEGCAEQARgL&sclient=gws-wiz-serp
https://www.google.com/search?q=The+discovery+of+vemurafenib+for+the+treatment+of+BRAF-mutated+metastatic+melanoma.+&sxsrf=APwXEdeZfru2tdmoMTYS5ljL_7qCtfyVrQ%3A1683797509200&ei=BbZcZKH2C__D4-EP8bW6yAo&ved=0ahUKEwjhjKPD-uz-AhX_4TgGHfGaDqkQ4dUDCA8&oq=The+discovery+of+vemurafenib+for+the+treatment+of+BRAF-mutated+metastatic+melanoma.+&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIECAAQHjoHCCMQ6gIQJzoTCC4QjwEQ6gIQtAIQjAMQ5QIYAToTCAAQjwEQ6gIQtAIQjAMQ5QIYAUoECEEYAFCWBFiWBGD2G2gBcAF4AIABgQ2IAYENkgEDOC0xmAEAoAEBoAECsAEUwAEB2gEGCAEQARgL&sclient=gws-wiz-serp
https://www.google.com/search?q=Molecular+testing+for+BRAF+mutations+to+inform+melanoma+treatment+decisions%3A+a+move+toward+precision+medicine&sxsrf=APwXEdeNyEQDk2O-mfiuXzvQcGTaXSpdsw%3A1683797457114&ei=0bVcZN_CBuWe4-EP4uiz6Aw&ved=0ahUKEwif77eq-uz-AhVlzzgGHWL0DM0Q4dUDCA8&oq=Molecular+testing+for+BRAF+mutations+to+inform+melanoma+treatment+decisions%3A+a+move+toward+precision+medicine&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJ0oECEEYAFB3WHdgxgZoAXABeACAAQCIAQCSAQCYAQCgAQGgAQKwAQrAAQE&sclient=gws-wiz-serp
https://www.google.com/search?q=Molecular+testing+for+BRAF+mutations+to+inform+melanoma+treatment+decisions%3A+a+move+toward+precision+medicine&sxsrf=APwXEdeNyEQDk2O-mfiuXzvQcGTaXSpdsw%3A1683797457114&ei=0bVcZN_CBuWe4-EP4uiz6Aw&ved=0ahUKEwif77eq-uz-AhVlzzgGHWL0DM0Q4dUDCA8&oq=Molecular+testing+for+BRAF+mutations+to+inform+melanoma+treatment+decisions%3A+a+move+toward+precision+medicine&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJ0oECEEYAFB3WHdgxgZoAXABeACAAQCIAQCSAQCYAQCgAQGgAQKwAQrAAQE&sclient=gws-wiz-serp
https://www.google.com/search?q=Molecular+testing+for+BRAF+mutations+to+inform+melanoma+treatment+decisions%3A+a+move+toward+precision+medicine&sxsrf=APwXEdeNyEQDk2O-mfiuXzvQcGTaXSpdsw%3A1683797457114&ei=0bVcZN_CBuWe4-EP4uiz6Aw&ved=0ahUKEwif77eq-uz-AhVlzzgGHWL0DM0Q4dUDCA8&oq=Molecular+testing+for+BRAF+mutations+to+inform+melanoma+treatment+decisions%3A+a+move+toward+precision+medicine&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJ0oECEEYAFB3WHdgxgZoAXABeACAAQCIAQCSAQCYAQCgAQGgAQKwAQrAAQE&sclient=gws-wiz-serp
https://www.google.com/search?q=Mutations+of+the+BRAF+gene+in+human+cancer.+Nature.&sxsrf=APwXEddKOcXxxtQvmZUEXjrm8uwzG00KsA%3A1683797431043&ei=t7VcZO2eAuze4-EPgNuFyAw&ved=0ahUKEwit1oCe-uz-AhVs7zgGHYBtAckQ4dUDCA8&oq=Mutations+of+the+BRAF+gene+in+human+cancer.+Nature.&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJ0oECEEYAFDWBFjWBGDnCWgBcAF4AIABAIgBAJIBAJgBAKABAaABArABCsABAQ&sclient=gws-wiz-serp
https://www.google.com/search?q=Mutations+of+the+BRAF+gene+in+human+cancer.+Nature.&sxsrf=APwXEddKOcXxxtQvmZUEXjrm8uwzG00KsA%3A1683797431043&ei=t7VcZO2eAuze4-EPgNuFyAw&ved=0ahUKEwit1oCe-uz-AhVs7zgGHYBtAckQ4dUDCA8&oq=Mutations+of+the+BRAF+gene+in+human+cancer.+Nature.&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJ0oECEEYAFDWBFjWBGDnCWgBcAF4AIABAIgBAJIBAJgBAKABAaABArABCsABAQ&sclient=gws-wiz-serp
https://www.google.com/search?q=BRAF+Gene+and+Melanoma%3A+Back+to+the+Future.&sxsrf=APwXEdeVmuxYPPHILHwz1VXDjzg7EcvlkQ%3A1683797398767&ei=lrVcZIy8Ls_n4-EP9bOA6AY&ved=0ahUKEwiM386O-uz-AhXP8zgGHfUZAG0Q4dUDCA8&oq=BRAF+Gene+and+Melanoma%3A+Back+to+the+Future.&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIGCAAQFhAeMggIABCKBRCGAzoHCCMQ6gIQJ0oECEEYAFDlCVjlCWCUDmgBcAF4AIAB4AGIAeABkgEDMi0xmAEAoAEBoAECsAEKwAEB&sclient=gws-wiz-serp
https://www.google.com/search?q=BRAF+Gene+and+Melanoma%3A+Back+to+the+Future.&sxsrf=APwXEdeVmuxYPPHILHwz1VXDjzg7EcvlkQ%3A1683797398767&ei=lrVcZIy8Ls_n4-EP9bOA6AY&ved=0ahUKEwiM386O-uz-AhXP8zgGHfUZAG0Q4dUDCA8&oq=BRAF+Gene+and+Melanoma%3A+Back+to+the+Future.&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIGCAAQFhAeMggIABCKBRCGAzoHCCMQ6gIQJ0oECEEYAFDlCVjlCWCUDmgBcAF4AIAB4AGIAeABkgEDMi0xmAEAoAEBoAECsAEKwAEB&sclient=gws-wiz-serp


                                                                             Journal of MAR Case Reports (Volume 7 Issue 4) 

Citation: Nikhil Vasandani, “A Review Article on the Past, Present, and Future of Vemurafenib in Metastatic Melanoma: 
From Translational Development to Clinical Implementation in the Republic of Ireland”  

MAR Case Reports Volume 7 Issue 4 
www.medicalandresearch.com (pg. 10) 

9. Bollag G, Tsai J, Zhang J, Zhang C, Ibrahim P, Nolop K, et al. Vemurafenib: the first drug approved 

for BRAF-mutant cancer. Nat Rev Drug Discov. 2012;11(11):873-86. 

10. Tsai J, Lee JT, Wang W, Zhang J, Cho H, Mamo S, et al. Discovery of a selective inhibitor of 

oncogenic B-Raf kinase with potent antimelanoma activity. Proc Natl Acad Sci U S A. 

2008;105(8):3041-6. 

11. Sala E, Mologni L, Truffa S, Gaetano C, Bollag GE, Gambacorti-Passerini C. BRAF Silencing by 

Short Hairpin RNA or Chemical Blockade by PLX4032 Leads to Different Responses in Melanoma 

and Thyroid Carcinoma Cells. Molecular Cancer Research. 2008;6(5):751-9. 

12. Yang H, Higgins B, Kolinsky K, Packman K, Go Z, Iyer R, et al. RG7204 (PLX4032), a Selective 

BRAFV600E Inhibitor, Displays Potent Antitumor Activity in Preclinical Melanoma Models. Cancer 

Research. 2010;70(13):5518-27. 

13. Flaherty KT, Puzanov I, Kim KB, Ribas A, McArthur GA, Sosman JA, et al. Inhibition of mutated, 

activated BRAF in metastatic melanoma. N Engl J Med. 2010;363(9):809-19. 

14. Sosman JA, Kim KB, Schuchter L, Gonzalez R, Pavlick AC, Weber JS, et al. Survival in BRAF 

V600-mutant advanced melanoma treated with vemurafenib. N Engl J Med. 2012;366(8):707-14. 

15. Young K, Minchom A, Larkin J. BRIM-1, -2 and -3 trials: improved survival with vemurafenib in 

metastatic melanoma patients with a BRAF(V600E) mutation. Future Oncol. 2012;8(5):499-507. 

16. FDA approves Zelboraf and companion diagnostic test for late-stage skin cancer [Internet]. U.S. 

Food and Drug Administration.; 2011 Aug [cited 2023 Apr 10]. Available from: 

https://www.fda.gov/news-events/press-announcements/fda-approves-zelboraf-and-com panion-

diagnostic-test-late-stage-skin-cancer 

17. Vemurafenib: Summary of Product Characteristics [Internet]. European Medicines Agency; [cited 

2023 Apr 10]. Available from: https://www.ema.europa.eu/en/documents/product-

information/zelboraf-epar-product-inf ormation_en.pdf 

18. Reimbursement List [Internet]. Health Service Executive; 2022 Jul [cited 2023 Apr 10]. Available 

from: https://www.hse.ie/eng/staff/pcrs/reimbursement/reimbursement-list-july-2022.pdf 

19. Vemurafenib Prices, Coupons and Patient Assistance Programs. [Internet]. GoodRx. GoodRx; 

2022 [cited 2023 Apr 10]. Available from: https://www.goodrx.com/vemurafenib 

http://www.medicalandresearch.com/
https://www.google.com/search?q=Vemurafenib%3A+the+first+drug+approved+for+BRAF-mutant+cancer.+&sxsrf=APwXEdeIvqONAaKHz0BlDy7vtpz0V0H17A%3A1683797381790&ei=hbVcZNriL47f4-EP5cuDiA4&ved=0ahUKEwiaucKG-uz-AhWO7zgGHeXlAOEQ4dUDCA8&oq=Vemurafenib%3A+the+first+drug+approved+for+BRAF-mutant+cancer.+&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJ0oECEEYAFCUAliUAmC9EGgBcAF4AIABAIgBAJIBAJgBAKABAaABArABCsABAQ&sclient=gws-wiz-serp
https://www.google.com/search?q=Vemurafenib%3A+the+first+drug+approved+for+BRAF-mutant+cancer.+&sxsrf=APwXEdeIvqONAaKHz0BlDy7vtpz0V0H17A%3A1683797381790&ei=hbVcZNriL47f4-EP5cuDiA4&ved=0ahUKEwiaucKG-uz-AhWO7zgGHeXlAOEQ4dUDCA8&oq=Vemurafenib%3A+the+first+drug+approved+for+BRAF-mutant+cancer.+&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJ0oECEEYAFCUAliUAmC9EGgBcAF4AIABAIgBAJIBAJgBAKABAaABArABCsABAQ&sclient=gws-wiz-serp
https://www.google.com/search?q=Discovery+of+a+selective+inhibitor+of+oncogenic+B-Raf+kinase+with+potent+antimelanoma+activity.+&sxsrf=APwXEdcpEn-lIl1kkvUtVITXRTsGzVbvTQ%3A1683797367127&ei=d7VcZJueB42s4-EP0YCEqAo&ved=0ahUKEwjbtcP_-ez-AhUN1jgGHVEAAaUQ4dUDCA8&oq=Discovery+of+a+selective+inhibitor+of+oncogenic+B-Raf+kinase+with+potent+antimelanoma+activity.+&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDoHCCMQ6gIQJzoTCAAQjwEQ6gIQtAIQjAMQ5QIYAUoECEEYAFDICFjICGC9EmgBcAB4AIABhgKIAYYCkgEDMi0xmAEAoAEBoAECsAEUwAEB2gEGCAEQARgL&sclient=gws-wiz-serp
https://www.google.com/search?q=Discovery+of+a+selective+inhibitor+of+oncogenic+B-Raf+kinase+with+potent+antimelanoma+activity.+&sxsrf=APwXEdcpEn-lIl1kkvUtVITXRTsGzVbvTQ%3A1683797367127&ei=d7VcZJueB42s4-EP0YCEqAo&ved=0ahUKEwjbtcP_-ez-AhUN1jgGHVEAAaUQ4dUDCA8&oq=Discovery+of+a+selective+inhibitor+of+oncogenic+B-Raf+kinase+with+potent+antimelanoma+activity.+&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDoHCCMQ6gIQJzoTCAAQjwEQ6gIQtAIQjAMQ5QIYAUoECEEYAFDICFjICGC9EmgBcAB4AIABhgKIAYYCkgEDMi0xmAEAoAEBoAECsAEUwAEB2gEGCAEQARgL&sclient=gws-wiz-serp
https://www.google.com/search?q=Discovery+of+a+selective+inhibitor+of+oncogenic+B-Raf+kinase+with+potent+antimelanoma+activity.+&sxsrf=APwXEdcpEn-lIl1kkvUtVITXRTsGzVbvTQ%3A1683797367127&ei=d7VcZJueB42s4-EP0YCEqAo&ved=0ahUKEwjbtcP_-ez-AhUN1jgGHVEAAaUQ4dUDCA8&oq=Discovery+of+a+selective+inhibitor+of+oncogenic+B-Raf+kinase+with+potent+antimelanoma+activity.+&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDoHCCMQ6gIQJzoTCAAQjwEQ6gIQtAIQjAMQ5QIYAUoECEEYAFDICFjICGC9EmgBcAB4AIABhgKIAYYCkgEDMi0xmAEAoAEBoAECsAEUwAEB2gEGCAEQARgL&sclient=gws-wiz-serp
https://www.google.com/search?q=BRAF+Silencing+by+Short+Hairpin+RNA+or+Chemical+Blockade+by+PLX4032+Leads+to+Different+Responses+in+Melanoma+and+Thyroid+Carcinoma+Cells.+&sxsrf=APwXEddJV432QNlEjLjQ-1lY7QdF67yNcg%3A1683797350699&ei=ZrVcZKijKsnx4-EP2beMwA8&ved=0ahUKEwio7tj3-ez-AhXJ-DgGHdkbA_gQ4dUDCA8&oq=BRAF+Silencing+by+Short+Hairpin+RNA+or+Chemical+Blockade+by+PLX4032+Leads+to+Different+Responses+in+Melanoma+and+Thyroid+Carcinoma+Cells.+&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCC4QjwEQ6gIQtAIQjAMQ5QIYAUoECEEYAFDHCFjHCGCvEGgBcAB4AIABAIgBAJIBAJgBAKABAaABArABFMABAdoBBggBEAEYCw&sclient=gws-wiz-serp
https://www.google.com/search?q=BRAF+Silencing+by+Short+Hairpin+RNA+or+Chemical+Blockade+by+PLX4032+Leads+to+Different+Responses+in+Melanoma+and+Thyroid+Carcinoma+Cells.+&sxsrf=APwXEddJV432QNlEjLjQ-1lY7QdF67yNcg%3A1683797350699&ei=ZrVcZKijKsnx4-EP2beMwA8&ved=0ahUKEwio7tj3-ez-AhXJ-DgGHdkbA_gQ4dUDCA8&oq=BRAF+Silencing+by+Short+Hairpin+RNA+or+Chemical+Blockade+by+PLX4032+Leads+to+Different+Responses+in+Melanoma+and+Thyroid+Carcinoma+Cells.+&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCC4QjwEQ6gIQtAIQjAMQ5QIYAUoECEEYAFDHCFjHCGCvEGgBcAB4AIABAIgBAJIBAJgBAKABAaABArABFMABAdoBBggBEAEYCw&sclient=gws-wiz-serp
https://www.google.com/search?q=BRAF+Silencing+by+Short+Hairpin+RNA+or+Chemical+Blockade+by+PLX4032+Leads+to+Different+Responses+in+Melanoma+and+Thyroid+Carcinoma+Cells.+&sxsrf=APwXEddJV432QNlEjLjQ-1lY7QdF67yNcg%3A1683797350699&ei=ZrVcZKijKsnx4-EP2beMwA8&ved=0ahUKEwio7tj3-ez-AhXJ-DgGHdkbA_gQ4dUDCA8&oq=BRAF+Silencing+by+Short+Hairpin+RNA+or+Chemical+Blockade+by+PLX4032+Leads+to+Different+Responses+in+Melanoma+and+Thyroid+Carcinoma+Cells.+&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCAAQjwEQ6gIQtAIQjAMQ5QIYATITCC4QjwEQ6gIQtAIQjAMQ5QIYAUoECEEYAFDHCFjHCGCvEGgBcAB4AIABAIgBAJIBAJgBAKABAaABArABFMABAdoBBggBEAEYCw&sclient=gws-wiz-serp
https://www.google.com/search?q=RG7204+%28PLX4032%29%2C+a+Selective+BRAFV600E+Inhibitor%2C+Displays+Potent+Antitumor+Activity+in+Preclinical+Melanoma+Models&sxsrf=APwXEdcnRkDi1KrQG5zmG9IRkLIRYD9g5g%3A1683797314227&ei=QrVcZLfDDffU4-EP986B4AI&ved=0ahUKEwi37Kbm-ez-AhV36jgGHXdnACwQ4dUDCA8&oq=RG7204+%28PLX4032%29%2C+a+Selective+BRAFV600E+Inhibitor%2C+Displays+Potent+Antitumor+Activity+in+Preclinical+Melanoma+Models&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJ0oECEEYAFB0WHRgzQloAXAAeACAAQCIAQCSAQCYAQCgAQGgAQKwAQrAAQE&sclient=gws-wiz-serp
https://www.google.com/search?q=RG7204+%28PLX4032%29%2C+a+Selective+BRAFV600E+Inhibitor%2C+Displays+Potent+Antitumor+Activity+in+Preclinical+Melanoma+Models&sxsrf=APwXEdcnRkDi1KrQG5zmG9IRkLIRYD9g5g%3A1683797314227&ei=QrVcZLfDDffU4-EP986B4AI&ved=0ahUKEwi37Kbm-ez-AhV36jgGHXdnACwQ4dUDCA8&oq=RG7204+%28PLX4032%29%2C+a+Selective+BRAFV600E+Inhibitor%2C+Displays+Potent+Antitumor+Activity+in+Preclinical+Melanoma+Models&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJ0oECEEYAFB0WHRgzQloAXAAeACAAQCIAQCSAQCYAQCgAQGgAQKwAQrAAQE&sclient=gws-wiz-serp
https://www.google.com/search?q=RG7204+%28PLX4032%29%2C+a+Selective+BRAFV600E+Inhibitor%2C+Displays+Potent+Antitumor+Activity+in+Preclinical+Melanoma+Models&sxsrf=APwXEdcnRkDi1KrQG5zmG9IRkLIRYD9g5g%3A1683797314227&ei=QrVcZLfDDffU4-EP986B4AI&ved=0ahUKEwi37Kbm-ez-AhV36jgGHXdnACwQ4dUDCA8&oq=RG7204+%28PLX4032%29%2C+a+Selective+BRAFV600E+Inhibitor%2C+Displays+Potent+Antitumor+Activity+in+Preclinical+Melanoma+Models&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJ0oECEEYAFB0WHRgzQloAXAAeACAAQCIAQCSAQCYAQCgAQGgAQKwAQrAAQE&sclient=gws-wiz-serp
https://www.google.com/search?q=Inhibition+of+mutated%2C+activated+BRAF+in+metastatic+melanoma.&sxsrf=APwXEddSR1ZrBDQz6kk4TYEj571ZvarbxA%3A1683797279430&ei=H7VcZKvuGdXw4-EPmcixwAM&ved=0ahUKEwjr-drV-ez-AhVV-DgGHRlkDDgQ4dUDCA8&oq=Inhibition+of+mutated%2C+activated+BRAF+in+metastatic+melanoma.&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJ0oECEEYAFCVA1iVA2DwB2gBcAF4AIABAIgBAJIBAJgBAKABAaABArABCsABAQ&sclient=gws-wiz-serp
https://www.google.com/search?q=Inhibition+of+mutated%2C+activated+BRAF+in+metastatic+melanoma.&sxsrf=APwXEddSR1ZrBDQz6kk4TYEj571ZvarbxA%3A1683797279430&ei=H7VcZKvuGdXw4-EPmcixwAM&ved=0ahUKEwjr-drV-ez-AhVV-DgGHRlkDDgQ4dUDCA8&oq=Inhibition+of+mutated%2C+activated+BRAF+in+metastatic+melanoma.&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJ0oECEEYAFCVA1iVA2DwB2gBcAF4AIABAIgBAJIBAJgBAKABAaABArABCsABAQ&sclient=gws-wiz-serp
https://www.google.com/search?q=Survival+in+BRAF+V600-mutant+advanced+melanoma+treated+with+vemurafenib&sxsrf=APwXEdc6ypbg6AnLmOXIv4H_4rTzV0EwHg%3A1683797221181&ei=5bRcZILXCp_H4-EP3Jix4A0&ved=0ahUKEwjC3fe5-ez-AhWf4zgGHVxMDNwQ4dUDCA8&oq=Survival+in+BRAF+V600-mutant+advanced+melanoma+treated+with+vemurafenib&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIFCAAQgAQ6BwgjEOoCECc6EwgAEI8BEOoCELQCEIwDEOUCGAE6EwguEI8BEOoCELQCEIwDEOUCGAFKBAhBGABQ2ghY2ghghhRoAXAAeACAAfgBiAH4AZIBAzItMZgBAKABAaABArABFMABAdoBBggBEAEYCw&sclient=gws-wiz-serp
https://www.google.com/search?q=Survival+in+BRAF+V600-mutant+advanced+melanoma+treated+with+vemurafenib&sxsrf=APwXEdc6ypbg6AnLmOXIv4H_4rTzV0EwHg%3A1683797221181&ei=5bRcZILXCp_H4-EP3Jix4A0&ved=0ahUKEwjC3fe5-ez-AhWf4zgGHVxMDNwQ4dUDCA8&oq=Survival+in+BRAF+V600-mutant+advanced+melanoma+treated+with+vemurafenib&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIFCAAQgAQ6BwgjEOoCECc6EwgAEI8BEOoCELQCEIwDEOUCGAE6EwguEI8BEOoCELQCEIwDEOUCGAFKBAhBGABQ2ghY2ghghhRoAXAAeACAAfgBiAH4AZIBAzItMZgBAKABAaABArABFMABAdoBBggBEAEYCw&sclient=gws-wiz-serp
https://www.google.com/search?q=BRIM-1%2C+-2+and+-3+trials%3A+improved+survival+with+vemurafenib+in+metastatic+melanoma+patients+with+a+BRAF%28V600E%29+mutation&sxsrf=APwXEddW6d7UOIce5kiZxA6M_VmEV7yiLQ%3A1683797119718&ei=f7RcZMG5K5LV4-EPnI21yAg&ved=0ahUKEwiB9caJ-ez-AhWS6jgGHZxGDYkQ4dUDCA8&oq=BRIM-1%2C+-2+and+-3+trials%3A+improved+survival+with+vemurafenib+in+metastatic+melanoma+patients+with+a+BRAF%28V600E%29+mutation&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJ0oECEEYAFDzAljzAmCRCmgBcAB4AIABAIgBAJIBAJgBAKABAaABArABCsABAQ&sclient=gws-wiz-serp
https://www.google.com/search?q=BRIM-1%2C+-2+and+-3+trials%3A+improved+survival+with+vemurafenib+in+metastatic+melanoma+patients+with+a+BRAF%28V600E%29+mutation&sxsrf=APwXEddW6d7UOIce5kiZxA6M_VmEV7yiLQ%3A1683797119718&ei=f7RcZMG5K5LV4-EPnI21yAg&ved=0ahUKEwiB9caJ-ez-AhWS6jgGHZxGDYkQ4dUDCA8&oq=BRIM-1%2C+-2+and+-3+trials%3A+improved+survival+with+vemurafenib+in+metastatic+melanoma+patients+with+a+BRAF%28V600E%29+mutation&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJ0oECEEYAFDzAljzAmCRCmgBcAB4AIABAIgBAJIBAJgBAKABAaABArABCsABAQ&sclient=gws-wiz-serp
file:///D:/May/16.%20FDA%20approves%20Zelboraf%20and%20companion%20diagnostic%20test%20for%20late-stage%20skin%20cancer%20%5bInternet%5d.%20U.S.%20Food%20and%20Drug%20Administration.;%202011%20Aug%20%5bcited%202023%20Apr%2010%5d.%20Available%20from:%20https:/www.fda.gov/news-events/press-announcements/fda-approves-zelboraf-and-com%20panion-diagnostic-test-late-stage-skin-cancer
file:///D:/May/16.%20FDA%20approves%20Zelboraf%20and%20companion%20diagnostic%20test%20for%20late-stage%20skin%20cancer%20%5bInternet%5d.%20U.S.%20Food%20and%20Drug%20Administration.;%202011%20Aug%20%5bcited%202023%20Apr%2010%5d.%20Available%20from:%20https:/www.fda.gov/news-events/press-announcements/fda-approves-zelboraf-and-com%20panion-diagnostic-test-late-stage-skin-cancer
file:///D:/May/16.%20FDA%20approves%20Zelboraf%20and%20companion%20diagnostic%20test%20for%20late-stage%20skin%20cancer%20%5bInternet%5d.%20U.S.%20Food%20and%20Drug%20Administration.;%202011%20Aug%20%5bcited%202023%20Apr%2010%5d.%20Available%20from:%20https:/www.fda.gov/news-events/press-announcements/fda-approves-zelboraf-and-com%20panion-diagnostic-test-late-stage-skin-cancer
file:///D:/May/16.%20FDA%20approves%20Zelboraf%20and%20companion%20diagnostic%20test%20for%20late-stage%20skin%20cancer%20%5bInternet%5d.%20U.S.%20Food%20and%20Drug%20Administration.;%202011%20Aug%20%5bcited%202023%20Apr%2010%5d.%20Available%20from:%20https:/www.fda.gov/news-events/press-announcements/fda-approves-zelboraf-and-com%20panion-diagnostic-test-late-stage-skin-cancer
file:///D:/May/17.%20Vemurafenib:%20Summary%20of%20Product%20Characteristics%20%5bInternet%5d.%20European%20Medicines%20Agency;%20%5bcited%202023%20Apr%2010%5d.%20Available%20from:%20https:/www.ema.europa.eu/en/documents/product-information/zelboraf-epar-product-inf%20ormation_en.pdf
file:///D:/May/17.%20Vemurafenib:%20Summary%20of%20Product%20Characteristics%20%5bInternet%5d.%20European%20Medicines%20Agency;%20%5bcited%202023%20Apr%2010%5d.%20Available%20from:%20https:/www.ema.europa.eu/en/documents/product-information/zelboraf-epar-product-inf%20ormation_en.pdf
file:///D:/May/17.%20Vemurafenib:%20Summary%20of%20Product%20Characteristics%20%5bInternet%5d.%20European%20Medicines%20Agency;%20%5bcited%202023%20Apr%2010%5d.%20Available%20from:%20https:/www.ema.europa.eu/en/documents/product-information/zelboraf-epar-product-inf%20ormation_en.pdf
file:///D:/May/18.%20Reimbursement%20List%20%5bInternet%5d.%20Health%20Service%20Executive;%202022%20Jul%20%5bcited%202023%20Apr%2010%5d.%20Available%20from:%20https:/www.hse.ie/eng/staff/pcrs/reimbursement/reimbursement-list-july-2022.pdf
file:///D:/May/18.%20Reimbursement%20List%20%5bInternet%5d.%20Health%20Service%20Executive;%202022%20Jul%20%5bcited%202023%20Apr%2010%5d.%20Available%20from:%20https:/www.hse.ie/eng/staff/pcrs/reimbursement/reimbursement-list-july-2022.pdf
file:///D:/May/19.%20Vemurafenib%20Prices,%20Coupons%20and%20Patient%20Assistance%20Programs.%20%5bInternet%5d.%20GoodRx.%20GoodRx;%202022%20%5bcited%202023%20Apr%2010%5d.%20Available%20from:%20https:/www.goodrx.com/vemurafenib
file:///D:/May/19.%20Vemurafenib%20Prices,%20Coupons%20and%20Patient%20Assistance%20Programs.%20%5bInternet%5d.%20GoodRx.%20GoodRx;%202022%20%5bcited%202023%20Apr%2010%5d.%20Available%20from:%20https:/www.goodrx.com/vemurafenib


                                                                             Journal of MAR Case Reports (Volume 7 Issue 4) 

Citation: Nikhil Vasandani, “A Review Article on the Past, Present, and Future of Vemurafenib in Metastatic Melanoma: 
From Translational Development to Clinical Implementation in the Republic of Ireland”  

MAR Case Reports Volume 7 Issue 4 
www.medicalandresearch.com (pg. 11) 

20. Robert C, Soria JC, Spatz A, Le Cesne A, Malka D, Pautier P, et al. Cutaneous side-effects of 

kinase inhibitors and blocking antibodies. Lancet Oncol. 2005;6(7):491-500. 

21. Chapman PB, Hauschild A, Robert C, Haanen JB, Ascierto P, Larkin J, et al. Improved survival 

with vemurafenib in melanoma with BRAF V600E mutation. N Engl J Med. 2011;364(26):2507-16. 

22. Flaherty KT, Puzanov I, Kim KB, Ribas A, McArthur GA, Sosman JA, et al. Inhibition of mutated, 

activated BRAF in metastatic melanoma. N Engl J Med. 2010;363(9):809-19. 

23. Zelboraf: Summary of Product Characteristics [Internet]. hpra.ie. Health Products Regulatory 

Authority (HPRA); [cited 2023 Apr 10]. Available from: 

http://www.hpra.ie/docs/default-source/spc-spc-hplicensedb/zelboraf-240-mg-film-coate d-tablets-

21850-1.pdf 

24. Drug Shortages in Oncology [Internet]. asco.org. American Society of Clinical Oncology; 2019 

[cited 2023 Apr 10]. Available from: https://www.asco.org/practice-policy/policy-issues-

statements/drug-shortages-oncology 

25. Kim G, McKee AE, Ning YM, Hazarika M, Theoret M, Johnson JR, et al. FDA approval summary: 

vemurafenib for treatment of unresectable or metastatic melanoma with the BRAFV600E mutation. 

Clin Cancer Res. 2014;20(19):4994-5000. 

26. Larkin J, Ascierto PA, Dréno B, Atkinson V, Liszkay G, Maio M, et al. Combined vemurafenib 

and cobimetinib in BRAF-mutated melanoma. N Engl J Med. 2014;371(20):1867-76. 

 

 

http://www.medicalandresearch.com/
https://www.google.com/search?q=Cutaneous+side-effects+of+kinase+inhibitors+and+blocking+antibodies&sxsrf=APwXEde_3wD756OOyfImXjYKKSN1_0ELNw%3A1683797104535&ei=cLRcZN6aIOmE4-EPstCkwAU&ved=0ahUKEwjekqiC-ez-AhVpwjgGHTIoCVgQ4dUDCA8&oq=Cutaneous+side-effects+of+kinase+inhibitors+and+blocking+antibodies&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJ0oECEEYAFC7A1i7A2DXCmgBcAF4AIABAIgBAJIBAJgBAKABAaABArABCsABAQ&sclient=gws-wiz-serp
https://www.google.com/search?q=Cutaneous+side-effects+of+kinase+inhibitors+and+blocking+antibodies&sxsrf=APwXEde_3wD756OOyfImXjYKKSN1_0ELNw%3A1683797104535&ei=cLRcZN6aIOmE4-EPstCkwAU&ved=0ahUKEwjekqiC-ez-AhVpwjgGHTIoCVgQ4dUDCA8&oq=Cutaneous+side-effects+of+kinase+inhibitors+and+blocking+antibodies&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJ0oECEEYAFC7A1i7A2DXCmgBcAF4AIABAIgBAJIBAJgBAKABAaABArABCsABAQ&sclient=gws-wiz-serp
https://www.google.com/search?q=Improved+survival+with+vemurafenib+in+melanoma+with+BRAF+V600E+mutation&sxsrf=APwXEde3Z3r5uk1vE8gXSTeyywmzg5zilA%3A1683797073665&ei=UbRcZIySKKnl4-EP3cSBgAs&ved=0ahUKEwjM_svz-Oz-AhWp8jgGHV1iALAQ4dUDCA8&oq=Improved+survival+with+vemurafenib+in+melanoma+with+BRAF+V600E+mutation&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJ0oECEEYAFDnBFjnBGDODWgBcAB4AIABAIgBAJIBAJgBAKABAaABArABCsABAQ&sclient=gws-wiz-serp
https://www.google.com/search?q=Improved+survival+with+vemurafenib+in+melanoma+with+BRAF+V600E+mutation&sxsrf=APwXEde3Z3r5uk1vE8gXSTeyywmzg5zilA%3A1683797073665&ei=UbRcZIySKKnl4-EP3cSBgAs&ved=0ahUKEwjM_svz-Oz-AhWp8jgGHV1iALAQ4dUDCA8&oq=Improved+survival+with+vemurafenib+in+melanoma+with+BRAF+V600E+mutation&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJ0oECEEYAFDnBFjnBGDODWgBcAB4AIABAIgBAJIBAJgBAKABAaABArABCsABAQ&sclient=gws-wiz-serp
https://www.google.com/search?q=Inhibition+of+mutated%2C+activated+BRAF+in+metastatic+melanoma.+&sxsrf=APwXEdeSlTEjatGpK-7l721Gy_pb3f0Y2w%3A1683796980192&ei=9LNcZK2YC7nF4-EPsse60A4&ved=0ahUKEwit4oLH-Oz-AhW54jgGHbKjDuoQ4dUDCA8&oq=Inhibition+of+mutated%2C+activated+BRAF+in+metastatic+melanoma.+&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDEoECEEYAFAAWABgAGgAcAB4AIABAIgBAJIBAJgBAA&sclient=gws-wiz-serp
https://www.google.com/search?q=Inhibition+of+mutated%2C+activated+BRAF+in+metastatic+melanoma.+&sxsrf=APwXEdeSlTEjatGpK-7l721Gy_pb3f0Y2w%3A1683796980192&ei=9LNcZK2YC7nF4-EPsse60A4&ved=0ahUKEwit4oLH-Oz-AhW54jgGHbKjDuoQ4dUDCA8&oq=Inhibition+of+mutated%2C+activated+BRAF+in+metastatic+melanoma.+&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDEoECEEYAFAAWABgAGgAcAB4AIABAIgBAJIBAJgBAA&sclient=gws-wiz-serp
file:///D:/May/23.%20Zelboraf:%20Summary%20of%20Product%20Characteristics%20%5bInternet%5d.%20hpra.ie.%20Health%20Products%20Regulatory%20Authority%20(HPRA);%5bcited2023Apr10%5d.Availablefrom:%20http:/www.hpra.ie/docs/default-source/spc-spc-hplicensedb/zelboraf-240-mg-film-coate%20d-tablets-21850-1.pdf
file:///D:/May/23.%20Zelboraf:%20Summary%20of%20Product%20Characteristics%20%5bInternet%5d.%20hpra.ie.%20Health%20Products%20Regulatory%20Authority%20(HPRA);%5bcited2023Apr10%5d.Availablefrom:%20http:/www.hpra.ie/docs/default-source/spc-spc-hplicensedb/zelboraf-240-mg-film-coate%20d-tablets-21850-1.pdf
file:///D:/May/23.%20Zelboraf:%20Summary%20of%20Product%20Characteristics%20%5bInternet%5d.%20hpra.ie.%20Health%20Products%20Regulatory%20Authority%20(HPRA);%5bcited2023Apr10%5d.Availablefrom:%20http:/www.hpra.ie/docs/default-source/spc-spc-hplicensedb/zelboraf-240-mg-film-coate%20d-tablets-21850-1.pdf
file:///D:/May/23.%20Zelboraf:%20Summary%20of%20Product%20Characteristics%20%5bInternet%5d.%20hpra.ie.%20Health%20Products%20Regulatory%20Authority%20(HPRA);%5bcited2023Apr10%5d.Availablefrom:%20http:/www.hpra.ie/docs/default-source/spc-spc-hplicensedb/zelboraf-240-mg-film-coate%20d-tablets-21850-1.pdf
file:///D:/May/24.%20Drug%20Shortages%20in%20Oncology%20%5bInternet%5d.%20asco.org.%20American%20Society%20of%20Clinical%20Oncology;%202019%20%5bcited%202023%20Apr%2010%5d.%20Available%20from:%20https:/www.asco.org/practice-policy/policy-issues-statements/drug-shortages-oncology
file:///D:/May/24.%20Drug%20Shortages%20in%20Oncology%20%5bInternet%5d.%20asco.org.%20American%20Society%20of%20Clinical%20Oncology;%202019%20%5bcited%202023%20Apr%2010%5d.%20Available%20from:%20https:/www.asco.org/practice-policy/policy-issues-statements/drug-shortages-oncology
file:///D:/May/24.%20Drug%20Shortages%20in%20Oncology%20%5bInternet%5d.%20asco.org.%20American%20Society%20of%20Clinical%20Oncology;%202019%20%5bcited%202023%20Apr%2010%5d.%20Available%20from:%20https:/www.asco.org/practice-policy/policy-issues-statements/drug-shortages-oncology
https://www.google.com/search?q=FDA+approval+summary%3A+vemurafenib+for+treatment+of+unresectable+or+metastatic+melanoma+with+the+BRAFV600E+mutation.+&sxsrf=APwXEdcXVl_qjF4cJOicmWAXC70mxCWLsQ%3A1683796956229&ei=3LNcZMfODdT04-EPn4CS8AE&ved=0ahUKEwjHrMy7-Oz-AhVU-jgGHR-ABB4Q4dUDCA8&oq=FDA+approval+summary%3A+vemurafenib+for+treatment+of+unresectable+or+metastatic+melanoma+with+the+BRAFV600E+mutation.+&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJ0oECEEYAFCJAliJAmDjCWgBcAF4AIABAIgBAJIBAJgBAKABAaABArABCsABAQ&sclient=gws-wiz-serp
https://www.google.com/search?q=FDA+approval+summary%3A+vemurafenib+for+treatment+of+unresectable+or+metastatic+melanoma+with+the+BRAFV600E+mutation.+&sxsrf=APwXEdcXVl_qjF4cJOicmWAXC70mxCWLsQ%3A1683796956229&ei=3LNcZMfODdT04-EPn4CS8AE&ved=0ahUKEwjHrMy7-Oz-AhVU-jgGHR-ABB4Q4dUDCA8&oq=FDA+approval+summary%3A+vemurafenib+for+treatment+of+unresectable+or+metastatic+melanoma+with+the+BRAFV600E+mutation.+&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJ0oECEEYAFCJAliJAmDjCWgBcAF4AIABAIgBAJIBAJgBAKABAaABArABCsABAQ&sclient=gws-wiz-serp
https://www.google.com/search?q=FDA+approval+summary%3A+vemurafenib+for+treatment+of+unresectable+or+metastatic+melanoma+with+the+BRAFV600E+mutation.+&sxsrf=APwXEdcXVl_qjF4cJOicmWAXC70mxCWLsQ%3A1683796956229&ei=3LNcZMfODdT04-EPn4CS8AE&ved=0ahUKEwjHrMy7-Oz-AhVU-jgGHR-ABB4Q4dUDCA8&oq=FDA+approval+summary%3A+vemurafenib+for+treatment+of+unresectable+or+metastatic+melanoma+with+the+BRAFV600E+mutation.+&gs_lcp=Cgxnd3Mtd2l6LXNlcnAQDDIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJzIHCCMQ6gIQJ0oECEEYAFCJAliJAmDjCWgBcAF4AIABAIgBAJIBAJgBAKABAaABArABCsABAQ&sclient=gws-wiz-serp
https://www.google.com/search?q=Combined+vemurafenib+and+cobimetinib+in+BRAF-mutated+melanoma.&oq=Combined+vemurafenib+and+cobimetinib+in+BRAF-mutated+melanoma.&aqs=chrome..69i57j0i22i30.492j0j7&sourceid=chrome&ie=UTF-8
https://www.google.com/search?q=Combined+vemurafenib+and+cobimetinib+in+BRAF-mutated+melanoma.&oq=Combined+vemurafenib+and+cobimetinib+in+BRAF-mutated+melanoma.&aqs=chrome..69i57j0i22i30.492j0j7&sourceid=chrome&ie=UTF-8

