
 

DISCLAIMER

This report can be used and clinically interpreted only by a physician. The physician may consider or disregard the information provided by this report based on other clinical factors. The 

ONCOMPASS Report provides information published in the scientific literature associated with the molecular profile of the tumor. However, ONCOMPASS Medicine cannot take responsibility for 

the content of these articles. The drugs indicated may or may not be registered and/or reimbursed in the tumor type or under the condition in the country in which this report is used.
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PATIENT INFORMATION

 Oncompass  ID
TM

:

 Name:

 Year of birth: 1973

 Primary Tumor Site: lung

 Histology Type: adenocarcinoma

 Metastatic sites: brain, bone

MEDICAL TEAM

Treating Physician: 

Case Coordinator: 

Case Manager: 

Molecular Pharmacologist: 

Genetic Counselor: 

Molecular Biologist: 

Consulting Physician: 

Biochemical Engineer: 

Info-bionics Engineer: 

PATHOLOGICAL AND MOLECULAR DIAGNOSTIC TESTS

Sample ID: 4519B8895 2 ( )histology sample

Sample source: primary tumor

Sampling type: biopsy

Tumor type: lung adenocarcinoma

Results of previous molecular diagnostic tests:

NGS - FoundationOne (324 genes) - (4519B8895 2)

IHC - PDL1 - Tumor Proportion Score (TPS): 0%

PREVIOUS THERAPIES

1. line - TRASTUZUMAB + ZOLEDRONIC ACID + docetaxel - 9 cycle - (2020-01-28 - 2020-08-04)

2. line - AFATINIB + DENOSUMAB - (2020-08-26 - 2020-12-17)

3. line - TRASTUZUMAB EMTANSINE - 4 cycle - (2020-12-17 - 2021-02-24)

4. line - NIVOLUMAB - 6 cycle - (2021-03-17 - 2021-05-20)

SUMMARY

Oncompass Report of your patient, DH, diagnosed with lung adenocarcinoma, has been completed for digital drug assignment and therapy 

planning purposes using Realtime Oncology Treatment Calculator. Our reinterpretation was carried out from an FMI-based molecular profile 

using a primary tumor tissue sample (ID: 4519B8895 2).

Tumor-agnostic biomarkers/immunotherapy biomarkers:

MSI and TMB status is unknown (could not be determined).

NTRK fusions were not detected.

Tumor-specific on-label biomarkers:

The tumor is PD-L1-IHC negative (normal expression).

No activating mutations/fusions were detected in the following genes: EGFR, KRAS, NRAS, BRAF, ALK, ROS1

EGFR inhibitors, such as Erlotinib, an on-label option, are contraindicated due to the detected ERBB2-A775_G776insYVMA driver mutation, 

which is thought to cause resistance to EGFR inhibition.

Immunotherapeutic agents in NSCLC independent of PD-L1 status:
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SUMMARY

NIVOLUMAB (PD-1 inhibitor) is approved for NSCLC patients after systematic treatment. NIVOLUMAB is also approved in combination with 

IPILUMUMAB (CTLA-4 monoclonal antibody) and platinum-based chemotherapy as a first-line treatment for metastatic or recurrent NSCLC 

patients with no EGFR or ALK mutations. ATEZOLIZUMAB (PD-L1 inhibitor) is approved for the treatment of patients with locally advanced or 

metastatic NSCLC after they have been previously treated with chemotherapy or as a first-line treatment combined with bevacizumab and 

chemotherapy. PEMBROLIZUMAB (PD-1 inhibitor) in combination with first-line chemotherapy (carboplatin + pemetrexed) is approved for the 

treatment of non-squamous NSCLC patients.

HER2 mutant NSCLC patients had 7% response rate on checkpoint inhibitors according to a retrospective study, which is lower compared to the 

general population. The authors recommend considering immunotherapies only after receiving targeted therapies, and chemotherapies to 

patients with actionable driver alterations.

Histology based on-label therapies:

Docetaxel-Nintedanib 2ndL

Ramucirumab-Docetaxel 2ndL

Bevacizumab-Platinum-based chemotherapy 1stL

Based on NGS, the following results could be relevant for off-label treatment options:

ERBB2-A775_G776insYVMA driver (AEL: 976.79, AF/TR: NA/NA), TP53-R267W driver (AEL: 56.54, AF/TR: NA/NA)

ERBB2-A775_G776insYVMA is a HER2 exon 20 insertion listed in the COSMIC database (n> 50), according to the ClinVar database, it is a likely 

pathogenic alteration. ERBB2-Y772_A775dup is the most common HER2 exon 20 insertion and also occurs in the literature under the following 

names: ERBB2- Y772_A775dup, M774_A775insAYVM, E770delinsEAYVM. According to preclinical data, it is sensitive to neratinib and poziotinib 

(currently under development), but it was shown to be less sensitive to lapatinib, dacomitinib, and afatinib compared to wild-type EGFR.

Response to afatinib with specific ERBB2 ex 20 insertions varies from 0% to 100% DCR, results are controversial.

In one study, 11 NSCLC patients, carrying the Y772_A775dup mutation, were treated with afatinib. A partial response was achieved in two 

patients and stable disease in one. Additional case studies also report the efficacy of afatinib therapy in patients carrying the Y772_A775dup 

mutation. The efficacy of erlotinib, trastuzumab, afatinib and/or sirolimus in mutant xenografts was investigated in a preclinical trial. The most 

effective inhibitory effect was elicited by afatinib + sirolimus therapy. In another study, the efficacy of afatinib was investigated. Patients with this 

mutation (n=10) had a median TTF of 9.6 months compared to 2.9 in the whole group (n=28). In patients with response data available (6 in 

patients with this mutation, and 16 carrying other HER2 mutations) disease control rate (DCR) was 100%, and 69% respectively. Contradictory, a 

study also looking at the efficacy of afatinib found that the objective response rates with afatinib were 0% (n=14) in patients with the ERBB2-

Y772_A775dup mutation. TP53 co-mutations conferred additional resistance to afatinib.

In one patient with HER2 + and Y772_A775dup mutants, T-DM1 therapy resulted in an immediate partial response. Tumor response to 

trastuzumab deruxtecan was found in 6 of 8 HER2 exon 20 insertion mutant NSCLC patients, although specific mutations are not detailed in the 

article. Adding neratinib to T-DM1 or trastuzumab deruxtecan has been shown to be synergetic in ERBB2-Y772_A775dup mutant breast cancer 

models, as neratinib increases the endocytosis of these drugs.

HER2-mutant non-small cell lung cancer (NSCLC) patients were treated with  in a phase I study. The response rate was trastuzumab deruxtecan

72.7% (8/11), and median progression-free survival (PFS) was 11.3 months. In a phase II clinical trial HER2-mutant NSCLC patients (HER2 mutations 

were predominantly in the kinase domain) were treated with trastuzumab deruxtecan. The objective response rate was 61.9%, the disease 

control rate was 90.5% and the estimated median PFS was 14.0 months.  therapy reached 44% response rate in HER2 mutant NSCLC TDM-1

patients. The median PFS was 5 months. Afatinib therapy resulted in 19% response rate and 69% disease control rate in heavily pretreated HER2 

mutant NSCLC patients. In a prospective trial, afatinib resulted in 53,8% disease control rate at 12 weeks in HER2 mutant NSCLC patients. 

Neratinib + temsirolimus therapy reached 19% response rate in a phase II trial in HER2 mutant lung cancer patients. The median PFS was 4.1 

months and the median overall survival was 15.8 months.

TP53-R267W is a non-functional, deleterious variant. According to preclinical studies, the mutation results in partial loss of function of the TP53 

gene. In the presence of loss of function TP53 alterations CHEK1, ATR, PLK1, WEE1 and CDK inhibitors can be mentioned in positive association 

with the molecular profile. The CDK inhibitors PALBOCICLIB, RIBOCICLIB, and ABEMACICLIB are approved in breast cancer indication.

Based on the histology, previous molecular profile and therapies, the patient would likely benefit from the following treatments if this HER2 ex 

20 insertion is still present:

Trastuzumab deruxtecan or pyrotinib or poziotinib in clinical trial. Adding neratinib to trastuzumab deruxtecan, or T-DM1 (if TDx is unavailable) 

could be synergistic.

Immunotherapy could be supported after HER2 inhibitions, which the patient is currently receiving.
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MOLECULAR TARGET ANALYSIS

MOLECULAR ALTERATIONS

  ERBB2-A775_G776insYVMA driver (AEL: 1042.51, AF/TR: NA/NA),

  TP53-R267W driver (AEL: 56.56, AF/TR: NA/NA),

  STAG2-E403D VUS in a driver gene (AEL: 4.32, AF/TR: NA/NA),

  STAG2-H1191Y VUS in a driver gene (AEL: 4.32, AF/TR: NA/NA),

  MYD88-P11R VUS in a driver gene (AEL: 1.62, AF/TR: NA/NA),

  ASXL1-G653R VUS in a driver gene (AEL: 1.21, AF/TR: NA/NA),

  SETD2-D699G VUS in a driver gene (AEL: 0.24, AF/TR: NA/NA),

  FANCL-T23I driver (AEL: 0.15, AF/TR: NA/NA),

  SPEN-N2957D VUS in a driver gene (AEL: 0.12, AF/TR: NA/NA),

  KRAS  wild-type biomarker (AEL: 0.00),

  BCL6-R459C conflicting driver (AEL: 0.00, AF/TR: NA/NA),

  TYRO3-P266R variant of unknown significance (AEL: 0.00, AF/TR: NA

/NA)

TARGET GENES

  ERBB2  wild-type (AEL: 1628.06),

  ERBB2-A775_G776insYVMA  driver (AEL: 1042.51)

  TP53  mutant gene (AEL: 125.68),

  TP53-R267W  driver (AEL: 56.56)

  ATR  wild-type (AEL: 67.52),

  TP53-R267W  driver (AEL: 56.56) ;

  STAG2-H1191Y  VUS in a driver (AEL: 4.32) ;

  STAG2-E403D  VUS in a driver (AEL: 4.32)

  PRKDC  wild-type (AEL: 66.58),

  STAG2-E403D  VUS in a driver (AEL: 4.32) ;

  STAG2-H1191Y  VUS in a driver (AEL: 4.32) ;

  TP53-R267W  driver (AEL: 56.56)

  WEE1  wild-type (AEL: 60.36),

  TP53-R267W  driver (AEL: 56.56)

  CHEK1  wild-type (AEL: 58.34),

  TP53-R267W  driver (AEL: 56.56)

  CDK4  wild-type (AEL: 57.54),

  TP53-R267W  driver (AEL: 56.56)

  RARG  wild-type (AEL: 57.45),

  TP53-R267W  driver (AEL: 56.56)

  PLK1  wild-type (AEL: 57.04),

  TP53-R267W  driver (AEL: 56.56)

  CDK9  wild-type (AEL: 56.89),

  TP53-R267W  driver (AEL: 56.56)

  CDK1  wild-type (AEL: 56.89),

  TP53-R267W  driver (AEL: 56.56)

  CDK2  wild-type (AEL: 56.89),

  TP53-R267W  driver (AEL: 56.56)

  AURKB  wild-type (AEL: 56.85),

  TP53-R267W  driver (AEL: 56.56)

  BTK  wild-type (AEL: 18.29),

  MYD88-P11R  VUS in a driver (AEL: 1.62)

  PARP1  wild-type (AEL: 13.74),

  STAG2-E403D  VUS in a driver (AEL: 4.32) ;

  FANCL-T23I  driver (AEL: 0.15) ;

  STAG2-H1191Y  VUS in a driver (AEL: 4.32)

  STAG1  wild-type (AEL: 12.07),

  STAG2-H1191Y  VUS in a driver (AEL: 4.32) ;

  STAG2-E403D  VUS in a driver (AEL: 4.32)

  XRCC5  wild-type (AEL: 9.62),

  STAG2-E403D  VUS in a driver (AEL: 4.32) ;

  STAG2-H1191Y  VUS in a driver (AEL: 4.32)

  BRCA1  wild-type (AEL: 9.62),

  STAG2-H1191Y  VUS in a driver (AEL: 4.32) ;

  STAG2-E403D  VUS in a driver (AEL: 4.32)

  RAD51  wild-type (AEL: 9.62),

  STAG2-H1191Y  VUS in a driver (AEL: 4.32) ;

  STAG2-E403D  VUS in a driver (AEL: 4.32)

  HCK  wild-type (AEL: 3.52),

  MYD88-P11R  VUS in a driver (AEL: 1.62)

  BRD4  wild-type (AEL: 2.16),

  ASXL1-G653R  VUS in a driver (AEL: 1.21)

  PIK3CB  wild-type (AEL: 1.29)

  SETD2-D699G  VUS in a driver (AEL: 0.24)
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DRUGS POSITIVELY ASSOCIATED DRUGS NEGATIVELY ASSOCIATED

DRUGS IN CLINICAL USE

10 selected from 95

  TRASTUZUMAB EMTANSINE  (breast - all [FDA+EMA]) (AEL: 2938.57)

  ERBB2-A775_G776insYVMA  driver (AEL: 1042.51) ;

  ERBB2  wild-type  target (AEL: 1628.06)

 TRASTUZUMAB DERUXTECAN (gastric - adenocarcinoma [FDA]; 

breast - all [FDA+EMA]; gastroesophageal junction - adenocarcinoma 

  [FDA]) (AEL: 2699.21)

  ERBB2-A775_G776insYVMA  driver (AEL: 1042.51) ;

  ERBB2  wild-type  target (AEL: 1628.06)

 TRASTUZUMAB (gastroesophageal junction - adenocarcinoma 

[FDA+EMA]; gastric - adenocarcinoma [FDA+EMA]; breast - all 

  [FDA+EMA]) (AEL: 2691.97)

  ERBB2  wild-type  target (AEL: 1628.06) ;

  ERBB2-A775_G776insYVMA  driver (AEL: 1042.51)

 BEVACIZUMAB (ovary - epithelial carcinoma [FDA+EMA]; breast - all 

[FDA+EMA]; lung - non-small cell carcinoma [FDA+EMA]; kidney - renal 

cell carcinoma [FDA+EMA]; colon - all [FDA+EMA]; cervix - all 

[FDA+EMA]; fallopian tube - all [FDA+EMA]; liver - hepatocellular 

carcinoma [FDA]; rectum - all [FDA+EMA]; peritoneum - all [FDA+EMA]; 

  brain - glioblastoma multiforme [FDA]) (AEL: 78.94)

  TP53-R267W  driver (AEL: 56.56)

 PAZOPANIB (kidney - renal cell carcinoma [FDA+EMA]; soft tissue - 

  sarcoma [FDA+EMA]) (AEL: 66.27)

  TP53-R267W  driver (AEL: 56.56)

  ABEMACICLIB  (breast - all [FDA+EMA]) (AEL: 58.22)

  CDK4  wild-type  target (AEL: 57.54)

  RIBOCICLIB  (breast - all [FDA+EMA]) (AEL: 57.80)

  CDK4  wild-type  target (AEL: 57.54)

 IBRUTINIB (all - mantle cell lymphoma [FDA+EMA]; all - chronic 

lymphocytic leukemia (CLL) [FDA+EMA]; all - marginal zone lymphoma 

[FDA]; all - small lymphocytic lymphoma [FDA+EMA]; all - Waldenström 

  macroglobulinaemia [FDA+EMA]) (AEL: 33.00)

  MYD88-P11R  VUS in a driver (AEL: 1.62) ;

  BTK  wild-type  target (AEL: 18.29)

 ZANUBRUTINIB  (lymph node - mantle cell lymphoma [FDA]) (AEL: 

 27.68)

  MYD88-P11R  VUS in a driver (AEL: 1.62) ;

  BTK  wild-type  target (AEL: 18.29)

 OLAPARIB (breast - all [FDA+EMA]; prostate - all [FDA+EMA]; ovary - all 

[FDA+EMA]; peritoneum - all [FDA+EMA]; pancreas - all [FDA+EMA]; 

  fallopian tube - all [FDA+EMA]) (AEL: 27.17)

  STAG2-E403D  VUS in a driver (AEL: 4.32) ;

  STAG2-H1191Y  VUS in a driver (AEL: 4.32) ;

  PARP1  wild-type  target (AEL: 13.74)

DRUGS IN CLINICAL USE

10 selected from 34

 DACOMITINIB (lung - non-small cell carcinoma [FDA+EMA]; lung - 

adenocarcinoma [FDA+EMA]; lung - squamous cell carcinoma 

  [FDA+EMA]) (AEL: -2161.06)

  ERBB2-A775_G776insYVMA  driver (AEL: -1042.51) ;

  EGFR  wild-type  target (AEL: -1049.01)

 OSIMERTINIB (lung - adenocarcinoma [FDA+EMA]; lung - squamous 

cell carcinoma [FDA+EMA];  lung - non-small cell carcinoma [FDA+EMA])

 (AEL: -2091.63)

  ERBB2-A775_G776insYVMA  driver (AEL: -1042.51) ;

  EGFR  wild-type  target (AEL: -1049.01)

 PANITUMUMAB (rectum - all [FDA+EMA];  colon - all [FDA+EMA]) (AEL: 

 -2091.28)

  EGFR  wild-type  target (AEL: -1049.01) ;

  ERBB2-A775_G776insYVMA  driver (AEL: -1042.51)

  FULVESTRANT  (breast - all [FDA+EMA]) (AEL: -1053.19)

  ERBB2-A775_G776insYVMA  driver (AEL: -1042.51)

  TAMOXIFEN  (breast - carcinoma [FDA]) (AEL: -1052.96)

  ERBB2-A775_G776insYVMA  driver (AEL: -1042.51)

 CEMIPLIMAB (lung - adenocarcinoma [FDA+EMA]; lung - squamous cell 

carcinoma [FDA+EMA]; skin - squamous cell carcinoma [FDA+EMA]; 

lung - non-small cell carcinoma [FDA+EMA]; skin - basal cell carcinoma 

  [FDA+EMA]) (AEL: -1044.12)

  PDCD1  wild-type  target (AEL: -1044.25)

 DOSTARLIMAB (all - endometrioid carcinoma [EMA]; all - endometrial 

 carcinoma [FDA];  endometrium - all [FDA+EMA]) (AEL: -1044.05)

  PDCD1  wild-type  target (AEL: -1044.25)

 AVELUMAB (skin - Merkel cell carcinoma (MCC) [FDA+EMA]; ureter - all 

[FDA+EMA]; bladder - urothelial carcinoma [FDA+EMA]; bladder - all 

 [FDA+EMA];  kidney - renal cell carcinoma [FDA+EMA]) (AEL: -1033.03)

  CD274  wild-type  target (AEL: -1035.27)

 DURVALUMAB (all - urothelial carcinoma [FDA]; lung - non-small cell 

carcinoma [FDA+EMA];  lung - small cell carcinoma [FDA+EMA]) (AEL: 

 -1023.07)

  CD274  wild-type  target (AEL: -1035.27)

 PEMBROLIZUMAB (all - urothelial carcinoma [FDA+EMA]; breast - all 

[FDA]; liver - hepatocellular carcinoma [FDA]; skin - squamous cell 

carcinoma [FDA]; lung - adenocarcinoma [FDA+EMA]; head-neck - 

squamous cell carcinoma [FDA+EMA]; esophagus - squamous cell 

carcinoma [FDA+EMA]; all - Hodgkin lymphoma [FDA+EMA]; skin - 

Merkel cell carcinoma (MCC) [FDA]; esophagus - carcinoma 

[FDA+EMA]; all - mediastinal B-cell lymphoma [FDA]; rectum - all 

[FDA+EMA]; all - endometrioid carcinoma [FDA]; lung - non-small cell 

carcinoma [FDA+EMA]; colon - all [FDA+EMA]; gastroesophageal 

junction - adenocarcinoma [FDA+EMA]; endometrium - all [FDA]; cervix 

- all [FDA]; gastric - adenocarcinoma [FDA]; all - renal cell carcinoma 

 [FDA+EMA];  all - malignant melanoma [FDA+EMA]) (AEL: -1017.18)

  PDCD1  wild-type  target (AEL: -1044.25)

DRUGS IN CLINICAL DEVELOPMENT

10 selected from 145

  PYROTINIB (AEL: 2740.20)

  ERBB2  wild-type  target (AEL: 1628.06) ;

  ERBB2-A775_G776insYVMA  driver (AEL: 1042.51)

  POZIOTINIB (AEL: 2691.97)

  ERBB2-A775_G776insYVMA  driver (AEL: 1042.51) ;

  ERBB2  wild-type  target (AEL: 1628.06)

  CANERTINIB (AEL: 2691.97)

  ERBB2-A775_G776insYVMA  driver (AEL: 1042.51) ;

  ERBB2  wild-type  target (AEL: 1628.06)

  RIVICICLIB (AEL: 228.22)

  CDK1  wild-type  target (AEL: 56.89) ;

  CDK4  wild-type  target (AEL: 57.54) ;

  CDK9  wild-type  target (AEL: 56.89) ;

DRUGS IN CLINICAL DEVELOPMENT

10 selected from 31

  AEE788 (AEL: -3719.58)

  ERBB2-A775_G776insYVMA  driver (AEL: -1042.51) ;

  EGFR  wild-type  target (AEL: -1049.01) ;

  ERBB2  wild-type  target (AEL: -1628.06)

  TAK-285 (AEL: -2091.52)

  ERBB2-A775_G776insYVMA  driver (AEL: -1042.51) ;

  ERBB2  wild-type  target (AEL: 0.00) ;

  EGFR  wild-type  target (AEL: -1049.01)

  BRILANESTRANT (AEL: -1053.19)

  ERBB2-A775_G776insYVMA  driver (AEL: -1042.51)

  MEHD7945A (AEL: -1049.01)

  EGFR  wild-type  target (AEL: -1049.01)
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DRUGS POSITIVELY ASSOCIATED DRUGS NEGATIVELY ASSOCIATED

  CDK2  wild-type  target (AEL: 56.89)

  RGB-286638 (AEL: 228.22)

  CDK2  wild-type  target (AEL: 56.89) ;

  CDK9  wild-type  target (AEL: 56.89) ;

  CDK4  wild-type  target (AEL: 57.54) ;

  CDK1  wild-type  target (AEL: 56.89)

  RONICICLIB (AEL: 228.22)

  CDK1  wild-type  target (AEL: 56.89) ;

  CDK9  wild-type  target (AEL: 56.89) ;

  CDK2  wild-type  target (AEL: 56.89) ;

  CDK4  wild-type  target (AEL: 57.54)

  EPRENETAPOPT (AEL: 197.40)

  TP53-R267W  driver (AEL: 56.56) ;

  TP53  mutant gene  target (AEL: 125.68)

  M3814 (AEL: 123.54)

  TP53-R267W  driver (AEL: 56.56) ;

  PRKDC  wild-type  target (AEL: 66.58)

  ADAVOSERTIB (AEL: 120.83)

  WEE1  wild-type  target (AEL: 60.36) ;

  TP53-R267W  driver (AEL: 56.56)

  MK-8776 (AEL: 117.24)

  CHEK1  wild-type  target (AEL: 58.34) ;

  TP53-R267W  driver (AEL: 56.56)

  ABBV-181 (AEL: -1044.25)

  PDCD1  wild-type  target (AEL: -1044.25)

  TORIPALIMAB (AEL: -1044.25)

  PDCD1  wild-type  target (AEL: -1044.25)

  GEPTANOLIMAB (AEL: -1044.05)

  PDCD1  wild-type  target (AEL: -1044.25)

  ROCILETINIB (AEL: -1042.94)

  ERBB2-A775_G776insYVMA  driver (AEL: -1042.51)

  NAZARTINIB (AEL: -1042.94)

  ERBB2-A775_G776insYVMA  driver (AEL: -1042.51)

  MDX-1105 (AEL: -1035.27)

  CD274  wild-type  target (AEL: -1035.27)

Compound scores displayed represent aggregated evidence levels (AEL). AEL represents the number, scientific impact and clinical relevance of evidence relations in the system, connecting 

tumor types, molecular alterations, targets and compounds. Individual evidence relation scores are normalized and weighted according to the degree of similarity of the parameters to the 

parameters of the given patient case. Compound AELs are obtained by aggregating all relevant associations (and AELs) between the specific compound, tumor type, drivers and targets. 

Compounds are listed in descending order of their AELs.

( Abbreviations: AEL - aggregated evidence level, AF - allele frequency, TR: tumor ratio )

This list of clinical trials has been generated by the Realtime Oncology Molecular Treatment Calculator by matching the clinical and molecular profile of the patient with inclusion and exclusion 

criteria of trials recorded in the system. Search criteria have been manually set to filter matching clinical trials but do not necessarily cover all screening parameters. Oncompass Medicine cannot 

take responsibility for the validity of the recorded clinical trial data concerning inclusion and exclusion criteria and status, and cannot guarantee that the patient is going to be enrolled in any of the 

trials included in the list provided.

DETAILED MOLECULAR PROFILE

MUTANT GENES

ASXL1-G653R, BCL6-R459C, ERBB2-A775_G776INSYVMA, FANCL-T23I, MYD88-P11R, SETD2-D699G, SPEN-N2957D, STAG2-E403D, STAG2-

H1191Y, TP53-R267W,  TYRO3-P266R

WILD TYPE GENES

ABL1, ACVR1B, AKT1, AKT2, AKT3, ALK, ALOX12B, AMER1, APC, AR, ARAF, ARFRP1, ARID1A, ATM, ATR, ATRX, AURKA, AURKB, AXIN1, AXL, BAP1, 

BARD1, BCL2, BCL2L1, BCL2L2, BCOR, BCORL1, BRAF, BRCA1, BRCA2, BRD4, BRIP1, BTG1, BTG2, BTK, CALR, CARD11, CASP8, CBFB, CBL, 

CCND1, CCND2, CCND3, CCNE1, CD22, CD274, CD70, CD79A, CD79B, CDC73, CDH1, CDK12, CDK4, CDK6, CDK8, CDKN1A, CDKN1B, CDKN2A, 

CDKN2B, CDKN2C, CEBPA, CHEK1, CHEK2, CIC, CREBBP, CRKL, CSF1R, CSF3R, CTCF, CTNNA1, CTNNB1, CUL3, CUL4A, CXCR4, CYP17A1, 

DAXX, DDR1, DDR2, DIS3, DNMT3A, DOT1L, EED, EGFR, EMSY, EP300, EPHA3, EPHB1, EPHB4, ERBB3, ERBB4, ERCC4, ERG, ERRFI1, ESR1, 

EZH2, FAM46C, FANCA, FANCC, FANCG, FAS, FBXW7, FGF10, FGF12, FGF14, FGF19, FGF23, FGF3, FGF4, FGF6, FGFR1, FGFR2, FGFR3, FGFR4, 

FH, FLCN, FLT1, FLT3, FOXL2, FUBP1, GABRA6, GATA3, GATA4, GATA6, GID4, GNA11, GNA13, GNAQ, GNAS, GRM3, GSK3B, H3F3A, HDAC1, 

HGF, HNF1A, HRAS, HSD3B1, ID3, IDH1, IDH2, IGF1R, IKBKE, IKZF1, INPP4B, IRF2, IRF4, IRS2, JAK1, JAK2, JAK3, JUN, KDM5A, KDM5C, KDM6A, 

KDR, KEAP1, KEL, KIT, KLHL6, KMT2A, KMT2D, KRAS, LTK, LYN, MAF, MAP2K1, MAP2K2, MAP2K4, MAP3K1, MAP3K13, MAPK1, MCL1, MDM2, 

MDM4, MED12, MEF2B, MEN1, MERTK, MET, MITF, MKNK1, MLH1, MPL, MRE11A, MSH2, MSH3, MSH6, MST1R, MTAP, MTOR, MUTYH, MYC, 

MYCL, MYCN, NBN, NF1, NF2, NFE2L2, NFKBIA, NKX2-1, NOTCH1, NOTCH2, NOTCH3, NPM1, NRAS, NSD3, NT5C2, NTRK1, NTRK2, NTRK3, 

P2RY8, PALB2, PARK2, PARP1, PARP2, PARP3, PAX5, PBRM1, PDCD1, PDCD1LG2, PDGFRA, PDGFRB, PDK1, PIK3C2B, PIK3C2G, PIK3CA, 

PIK3CB, PIK3R1, PIM1, PMS2, POLD1, POLE, PPARG, PPP2R1A, PPP2R2A, PRDM1, PRKAR1A, PRKCI, PTCH1, PTEN, PTPN11, PTPRO, QKI, RAC1, 

RAD21, RAD51, RAD51B, RAD51C, RAD51D, RAD52, RAD54L, RAF1, RARA, RB1, RBM10, REL, RET, RICTOR, RNF43, ROS1, RPTOR, SDHA, SDHB, 

SDHC, SDHD, SF3B1, SGK1, SMAD2, SMAD4, SMARCA4, SMARCB1, SMO, SNCAIP, SOCS1, SOX2, SOX9, SPOP, SRC, STAT3, STK11, SUFU, SYK, 

TBX3, TEK, TET2, TGFBR2, TIPARP, TNFAIP3, TNFRSF14, TSC1, TSC2, U2AF1, VEGFA, VHL, WHSC1, WT1, XPO1, XRCC2, ZNF217, ZNF703

FISH/CNA/IHC POSITIVE GENES FISH/CNA/IHC NEGATIVE GENES

 ALK  TRANSLOCATION ABSENCE,  BCL2  TRANSLOCATION ABSENCE, 

 BCR  TRANSLOCATION ABSENCE,  BRAF  TRANSLOCATION ABSENCE, 

 BRCA1  TRANSLOCATION ABSENCE,  BRCA2  TRANSLOCATION

ABSENCE,  CD74  TRANSLOCATION ABSENCE,  EGFR

 TRANSLOCATION ABSENCE,  ETV4  TRANSLOCATION ABSENCE,  ETV5

 TRANSLOCATION ABSENCE,  ETV6  TRANSLOCATION ABSENCE, 

 EWSR1  TRANSLOCATION ABSENCE,  EZR  TRANSLOCATION ABSENCE, 

 FGFR1  TRANSLOCATION ABSENCE,  FGFR2  TRANSLOCATION

ABSENCE,  FGFR3  TRANSLOCATION ABSENCE,  KIT  TRANSLOCATION

ABSENCE,  KMT2A  TRANSLOCATION ABSENCE,  MSH2

 TRANSLOCATION ABSENCE,  MYB  TRANSLOCATION ABSENCE,  MYC

 TRANSLOCATION ABSENCE,  NOTCH2  TRANSLOCATION ABSENCE, 

 NTRK1  TRANSLOCATION ABSENCE,  NTRK2  TRANSLOCATION
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ABSENCE,  NUTM1  TRANSLOCATION ABSENCE,  PDGFRA

 TRANSLOCATION ABSENCE,  PDL1  PROTEIN NORMAL,  RAF1

 TRANSLOCATION ABSENCE,  RARA  TRANSLOCATION ABSENCE,  RET

 TRANSLOCATION ABSENCE,  ROS1  TRANSLOCATION ABSENCE, 

 RSPO2  TRANSLOCATION ABSENCE,  SDC4  TRANSLOCATION

ABSENCE,  SLC34A2  TRANSLOCATION ABSENCE,  TERC

 TRANSLOCATION ABSENCE,  TERT  TRANSLOCATION ABSENCE, 

 TMPRSS2  TRANSLOCATION ABSENCE

MICROSATELLITE INSTABILITY

BIOMEDICAL INTERPRETATION

MOLECULAR ALTERATIONS

  ERBB2-A775_G776insYVMA driver (AEL: 1042.51, AF/TR: NA/NA),

  TP53-R267W driver (AEL: 56.56, AF/TR: NA/NA),

  STAG2-E403D VUS in a driver gene (AEL: 4.32, AF/TR: NA/NA),

  STAG2-H1191Y VUS in a driver gene (AEL: 4.32, AF/TR: NA/NA),

  MYD88-P11R VUS in a driver gene (AEL: 1.62, AF/TR: NA/NA),

  ASXL1-G653R VUS in a driver gene (AEL: 1.21, AF/TR: NA/NA),

  SETD2-D699G VUS in a driver gene (AEL: 0.24, AF/TR: NA/NA),

  FANCL-T23I driver (AEL: 0.15, AF/TR: NA/NA),

  SPEN-N2957D VUS in a driver gene (AEL: 0.12, AF/TR: NA/NA),

  KRAS  wild-type biomarker (AEL: 0.00),

  BCL6-R459C conflicting driver (AEL: 0.00, AF/TR: NA/NA),

  TYRO3-P266R variant of unknown significance (AEL: 0.00, AF/TR: NA

/NA)

TARGET GENES

  ERBB2  wild-type (AEL: 1628.06),

  ERBB2-A775_G776insYVMA  driver (AEL: 1042.51)

  TP53  mutant gene (AEL: 125.68),

  TP53-R267W  driver (AEL: 56.56)

  ATR  wild-type (AEL: 67.52),

  TP53-R267W  driver (AEL: 56.56) ;

  STAG2-H1191Y  VUS in a driver (AEL: 4.32) ;

  STAG2-E403D  VUS in a driver (AEL: 4.32)

  PRKDC  wild-type (AEL: 66.58),

  STAG2-E403D  VUS in a driver (AEL: 4.32) ;

  STAG2-H1191Y  VUS in a driver (AEL: 4.32) ;

  TP53-R267W  driver (AEL: 56.56)

  WEE1  wild-type (AEL: 60.36),

  TP53-R267W  driver (AEL: 56.56)

  CHEK1  wild-type (AEL: 58.34),

  TP53-R267W  driver (AEL: 56.56)

  CDK4  wild-type (AEL: 57.54),

  TP53-R267W  driver (AEL: 56.56)

  RARG  wild-type (AEL: 57.45),

  TP53-R267W  driver (AEL: 56.56)

  PLK1  wild-type (AEL: 57.04),

  TP53-R267W  driver (AEL: 56.56)

  CDK9  wild-type (AEL: 56.89),

  TP53-R267W  driver (AEL: 56.56)

  CDK1  wild-type (AEL: 56.89),

  TP53-R267W  driver (AEL: 56.56)

  CDK2  wild-type (AEL: 56.89),

  TP53-R267W  driver (AEL: 56.56)

  AURKB  wild-type (AEL: 56.85),

  TP53-R267W  driver (AEL: 56.56)

  BTK  wild-type (AEL: 18.29),

  MYD88-P11R  VUS in a driver (AEL: 1.62)

  PARP1  wild-type (AEL: 13.74),

  STAG2-E403D  VUS in a driver (AEL: 4.32) ;

  FANCL-T23I  driver (AEL: 0.15) ;

  STAG2-H1191Y  VUS in a driver (AEL: 4.32)

  STAG1  wild-type (AEL: 12.07),

  STAG2-H1191Y  VUS in a driver (AEL: 4.32) ;

  STAG2-E403D  VUS in a driver (AEL: 4.32)

  XRCC5  wild-type (AEL: 9.62),

  STAG2-E403D  VUS in a driver (AEL: 4.32) ;

  STAG2-H1191Y  VUS in a driver (AEL: 4.32)

  BRCA1  wild-type (AEL: 9.62),

  STAG2-H1191Y  VUS in a driver (AEL: 4.32) ;

  STAG2-E403D  VUS in a driver (AEL: 4.32)
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DETAILED MOLECULAR PROFILE

  RAD51  wild-type (AEL: 9.62),

  STAG2-H1191Y  VUS in a driver (AEL: 4.32) ;

  STAG2-E403D  VUS in a driver (AEL: 4.32)

  HCK  wild-type (AEL: 3.52),

  MYD88-P11R  VUS in a driver (AEL: 1.62)

  BRD4  wild-type (AEL: 2.16),

  ASXL1-G653R  VUS in a driver (AEL: 1.21)

  PIK3CB  wild-type (AEL: 1.29)

  SETD2-D699G  VUS in a driver (AEL: 0.24)

BIOMEDICAL INTERPRETATION

Functional interpretation of the detected alterations:

The detected genetic alterations were classified into the following categories by the Molecular Treatment Calculator (MTC), based on their 

functional consequences and their contribution to tumor formation (gains selective growth advantage compared to healthy cells): driver, variant 

of unknown significance in a driver gene (VUS, driver gene), non-confirmed driver, biomarker, variant of unknown significance (VUS), non-driver.

The algorithm calculates with positive score, in case of scientific evidence describing that a mutation or a gene contributes to cancer formation. 

It calculates with negative score, in case of scientific evidence describing that a mutation or a gene does not contribute to cancer formation.

The classification of a given variant is based on evidence describing the given alteration, the mutant gene or other specific mutations of the 

same gene as driver alterations. The algorithm summarizes and biases the related evidence and calculates the aggregated evidence level (AEL).

Driver: The algorithm classifies variants as drivers if there is available matching evidence in the database (describing the detected alteration) and 

it has a positive AEL.

Variant of unknown significance in a driver gene (VUS in a driver gene): In case of these variants there is no available matching evidence. The 

classification is based on evidence describing the mutant gene or other specific mutations of the same gene as drivers.

VUS (variant of unknown significance): There is no available evidence regarding the given alteration, the mutant gene or other specific mutations 

of the same gene.

Biomarker: These alterations are associated with the efficacy of a targeted drug based on matching scientific evidence (describing the detected 

alteration), but it does not fulfill the criteria to be a driver.

Conflicting driver: In case of these variants the number and level of the available matching evidence describing the detected alteration as a 

driver is limited.

Non-driver: The AEL values of these variants are negative.

ERBB2-A775_G776insYVMA

The HER2 exon 20 insertion is listed in the COSMIC database (n> 50), according to the ClinVar database, it is a likely pathogenic alteration. 

ERBB2-A775_G776insYVMA is the most common HER2 exon 20 insertion and also occurs in the literature under the following names: ERBB2-

Y772_A775dup, M774_A775insAYVM, E770delinsEAYVM.

According to preclinical data, it is an activating mutation (1, 2) and it is sensitive to neratinib (1) and poziotinib, but it was shown to be less 

sensitive to lapatinib, dacomitinib, and afatinib compared to wild-type EGFR (2).

In one study, 11 NSCLC patients, carrying the ERBB2-A775_G776insYVMA mutation, were treated with afatinib. A partial response was achieved 

in two patients and a stable disease in one (3). Additional case studies also report the efficacy of afatinib therapy in patients carrying the ERBB2-

A775_G776insYVMA mutation (4, 5).

The efficacy of erlotinib, trastuzumab, afatinib and/or sirolimus in mutant xenografts was investigated in a preclinical trial. The most effective 

inhibitory effect was elicited by afatinib + sirolimus therapy (6).

In another study, partial response to dacomitinib was not achieved in patients carrying the mutation, but survival of more than 10 months in 6 of 

13 patients was measured using this therapy (7).
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In another study, the efficacy of  P  had aafatinib was investigated. atients with this mutation (n=10)  median TTF of 9.6 months compared to 2.9 in 

the whole group (n=28). In patients with response data available (6 in patients with this mutation, and 16 carrying other HER2 mutations) diseas 

control rate (DCR) was 100%, and 69% respectively (8).

Contradictory, a study also looking at the efficacy of afatinib, found that the objective response rates with afatinib were 0% (n=14) in patients with 

ERBB2-A775_G776insYVMA mutation (9).the 

In one patient with HER2 + and Y772_A775dup mutation, T-DM1 therapy resulted in an immediate partial response (10).

Tumor response to trastuzumab deruxtecan was found in 6 of 8 HER2 exon 20 insertion mutant NSCLC patients, although specific mutations are 

not detailed in the article (11).

Adding neratinib to T-DM1 or trastuzumab deruxtecan has been shown to be synergetic in ERBB2-A775_G776insYVMA mutant breast cancer 

modells, as neratinib .increases the endocytosis of these drugs (12)
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ERBB2 (HER2) mutant gene - targets

HER2 inhibitors can be beneficial in HER2 mutant tumors (1). HER2 inhibitors in clinical use are TRASTUZUMAB, PERTUZUMAB, LAPATINIB, T-

MARGETUXIMAB and topoisomerase-I inhibitor antibody-DM1, AFATINIB,  NERATINIB. The HER2 inhibitor TUCATINIB, and the anti-HER2 and 

drug conjugate, TRASTUZUMAB DERUXTECAN, are approved by the FDA and receieved conditional marketing authorization from the EMA.

HER2 activation causes resistance against EGFR inhibitor monotherapies and endocrine therapies.

In a phase II trial, TRASTUZUMAB DERUXTECAN showed efficacy in patients with central nervous system metastases (CNS subgroup: ORR: 

58.3%, mPFS: 18.1 months) (2).
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ERBB2 (HER2) mutant NSCLC
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HER2-mutant non-small cell lung cancer (NSCLC) patients were treated with trastuzumab deruxtecan in a phase I study. The response rate was 

72.7% (8/11), and median progression-free survival (PFS) was 11.3 months (1). In a phase II clinical trial HER2-mutant NSCLC patients (HER2 

) were treated with trastuzumab deruxtecan. The mutations were predominantly in the kinase domain objective response rate was 61.9%, the 

disease control rate was 90.5% and the estimated median PFS was 14.0 months (2).

TDM-1 therapy reached 44% response rate in HER2 mutant NSCLC patients. The median PFS was 5 months (3).

Afatinib therapy resulted in 19% response rate, and 69% disease control rate in heavily pretreated HER2 mutant NSCLC patients (4). In a 

prospective trial, afatinib resulted in 53,8% disease control rate at 12 weeks in HER2 mutant NSCLC patients (5).

Neratinib + temsirolimus therapy reached 19% response rate in a phase II trail in HER2 mutant lung cancer patients. The median PFS was 4.1 

months and the median overall survival was 15.8 months (6).

HER2 mutant NSCLC patients had 7% response rate on checkpoint inhibitors according to a retrospective study, that is lower compared to the 

general population. The authors recommend considering immunotherapies only after receiving targeted therapies, and chemotherapies to 

patients with actionable driver alterations (7).
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TP53-R267W

The variant is listed in the COSMIC database. According to the IARC TP53 database it is a non-functional, deleterious variant. In the ClinVar 

database, it is mentioned as a pathogenic / likely pathogenic variant. According to preclinical studies the mutation results in partial loss-of-

function of the TP53 gene (1, 2).
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TP53 loss-of-function mutation - targets

The p53 tumor suppressor encoded by the TP53 gene functions to block the cell cycle or to initiate apoptosis in response to cellular stress (e.g. 

genomic damage).

In the presence of loss of function TP53 alterations CHEK1 (1-3), ATR (4), PLK1 (5), WEE1 (6) and CDK (7, 8) inhibitors can be mentioned in positive 

association with the molecular profile. The CDK inhibitors PALBOCICLIB, RIBOCICLIB, and ABEMACICLIB are approved in breast cancer 

indication.

In addition, in the presence of non-functional p53 protein, the small molecule eprenetapopt (APR-246) can also be mentioned as a potential 

therapeutic agent with anti-tumor activity (9). The MQ (methylene quinuclidinone) prodrug APR-246 is a methylated structural analog of PRIMA-1 

(p53 reactivation and induction of massive apoptosis). By binding to the cysteine residues of the mutant p53 protein, MQ induces its 

destabilization, thereby reconstituting endogenous p53 activity. In addition, APR-246 also might have chemoradiotherapy sensitizing effect in 

tumor cells, through restoring p53 activity and induction of oxidative stress (9, 10). APR-246 is currently tested in phase I/II trials in hematologic 

and solid malignancies. The FDA granted fast track designation to eprenetapopt in TP53-mutant acute myeloid leukemia (AML) or 

myelodysplastic syndromes (MDS) indications.
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According to preclinical data, certain TP53 mutations (e.g. R175H, R248G, R273H, and C135F), may cause resistance to the chemotherapeutic 

drugs cisplatin, doxorubicin, paclitaxel, etoposide, and carboplatin.

In a study, the combination of ramucirumab plus paclitaxel achieved better overall survival in gastric cancer patients with loss of function TP53 

mutations, compared with chemotherapy (11).

In patients with different types of TP53 mutant advanced cancer median  PFS on standard systemic therapy was significantly longer with 

bevacizumab-containing regimens as compared to non-bevacizumab containing regimen (11.0 vs. 4.0 months), whereas no difference was seen 

in TP53 wild-type cases (12).

In a study, TP53 mutations were associated with improved PFS and OS in endometrial cancer patients who received chemotherapy combined 

with bevacizumab as compared to chemotherapy plus temsirolimus (PFS: HR 0.48; OS: HR 0.61) (13).
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FANCL-T23I

This variant is listed in the COSMIC database with low frequency (n<5). Functional effect of this mutation is not discussed in the scientific 

literature.

Lung adenocarcinoma - EGFR inhibitors

The EGFR pathway is frequently activated in lung cancers (1).

In patients with tumors without EGFR activating mutations, ERLOTINIB is indicated when other treatment options are not considered suitable. 

not recommended by Erlotinib has been shown to has some activity in EGFR wild type lung adenocarcinoma population as well (2). Erlotinib is 

the NCCN guideline for patients without EGFR driver mutations.

Erlotinib treatment resulted in improved median overall survival (OS) compared to placebo (6.7 vs 4.7 months) in non-selected non-small cell lung 

cancer (NSCLC) patients (3).

In non-selected patient population, docetaxel resulted in longer OS than erlotinib in EGFR wild-type patients (8.2 months vs 5.4 months) (4). 

Resistance mechanisms were not tested in this study.

Erlotinib resulted in 1.2% complete response rate, 20.2% partial response rate, and 48.8% stable disease rate in KRAS wild-type lung 

adenocarcinoma patients (5).
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Cetuximab combined with chemotherapy resulted in 25.7% overall response rate (ORR) in NSCLC patients, while the ORR was 17.2% for 

chemotherapy alone (6).

OSIMERTINIB is approved for the adjuvant treatment of NSCLC patients with EGFR exon 19 deletions or exon 21 L858R mutations. The approval 

was based on the results of the ADAURA phase III trial (NCT02511106).  is also approved for the first-line treatment of NSCLC with OSIMERTINIB

EGFR activating mutations, and previously treated NSCLC with EGFR-T790M mutation.

In a phase I/II study patients with EGFR-mutated (L858R or del19) NSCLC received combination therapy with osimertinib and gefitinib as first-line 

treatment. The ORR was 85.2%, and at 14.8 months median follow up the median progression free survival (PFS) was not yet reached (7).

NRAS, KRAS, BRAF, gain-of-function PIK3CA, and loss-of-function PTEN mutations can cause resistance to EGFR inhibitors (8).

Based on preclinical data, lung cancer cells with acquired TKI resistance, are sensitive to combined TKI and PARPi treatment, independent of the 

particular TKI resistance mechanism, through the redox regulatory function of PARP (9). A phase I clinical trial combining a PARPi with an EGFR 

TKI in TKI-resistant EGFR mutant NSCLC is ongoing (NCT03891615).

In a phase III clinical trial patients with untreated, EGFR-mutated (exon 19 deletion or L858R mutation), advanced NSCLC were treated with 

ramucirumab plus erlotinib (n=224) or placebo plus erlotinib. The  was significantly longer in the ramucirumab plus erlotinib group than in the PFS

placebo plus erlotinib group (19.4 months vs. 12.4) (10).
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Lung adenocarcinoma - immunotherapy regardless of PD-L1 status

Immunotherapeutic agents used in non-small cell lung cancer (NSCLC) indication irrespective of PD-L1 expression status are NIVOLUMAB (PD-1 

inhibitor), ATEZOLIZUMAB (PD-L1 inhibitor), and, as a combinational treatment, PEMBROLIZUMAB (PD-1 inhibitor).

NIVOLUMAB (PD-1 inhibitor) is approved for NSCLC patients after systematic treatment. NIVOLUMAB is also approved in combination with 

IPILUMUMAB (CTLA-4 monoclonal antibody) and platinum-based chemotherapy as a first-line treatment for metastatic or recurrent NSCLC 

patients with no EGFR or ALK mutations. ATEZOLIZUMAB (PD-L1 inhibitor) is approved for the treatment of patients with locally advanced or 

metastatic NSCLC after they have been previously treated with chemotherapy or as a first-line treatment combined with bevacizumab and 

chemotherapy. PEMBROLIZUMAB (PD-1 inhibitor) in combination with first-line chemotherapy (  is approved for the carboplatin + pemetrexed)

treatment of non-squamous NSCLC patients.

In a randomized, international phase III study, patients were enrolled with non-squamous NSCLC to receive nivolumab or docetaxel. The median 

overall survival (OS) was 12.2 months among 292 patients in the nivolumab group and 9.4 months among 290 patients in the docetaxel group (1). 

In a phase III clinical trial, first-line treatment with nivolumab plus ipilimumab resulted in a longer median overall survival than chemotherapy (17.1 

vs 13.9 months) in patients with NSCLC, irrespective of PD-L1 expression level (2). Furthermore, according to a post-hoc analysis, nivolumab + 

According to the interim analysis of ipilimumab as first-line treatment provided similar benefit in patients with and without brain metastases (3). 
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the CheckMate-9LA phase III trial, nivolumab and ipilimumab combined with 2 cycles of platinum-doublet chemotherapy (chemo) resulted in 

improved responses (PFS, ORR, OS) compared with 4 cycles chemo as first-line treatment for NSCLC patients (n=719). The median OS was 15.6 

versus 10.9 months, respectively (4).

Atezolizumab significantly improved survival compared with docetaxel (4.2 months vs 2.9 months) according to the OAK and POPLAR clinical 

trials, involving 1137 NSCLC patients (5, 6).

Addition of atezolizumab to bevacizumab + chemotherapy significantly increased progression-free survival (PFS) (8.3 vs 6.8 month) and OS (19.2 

vs 14.7 month) in patients with metastatic non-squamous NSCLC, independent of PD-L1 status and EGFR or ALK alterations as a first-line therapy 

(7).

Pembrolizumab in combination with pemetrexed and platinum therapy is approved as a first-line therapy irrespective of PD-L1 expression in non-

squamous NSCLC indication. This combination resulted in improved median PFS compared with pemetrexed and platinum therapy (8.8 vs 4.9 

months) regardless of PD-L1 status in a phase III trial (8). After a median follow-up of 23.1 months, the median PFS and OS were 9.0 and 22.0 

pemetrexed+platinum therapymonths in the pembrolizumab combination group, and 4.9 and 10.7 months in the placebo combination (placebo+ ) 

group (9).

In a phase II study, the combination of pembrolizumab and docetaxel resulted in improved ORR and PFS compared with docetaxel monotherapy 

advanced NSCLC who had previous progression after platinum-based chemotherapy, regardless of PD-L1 and EGFR status (10).in patients with 

According to a meta-analysis, second-line nivolumab, pembrolizumab, or atezolizumab resulted in longer survival than docetaxel in the EGFR 

wild-type and in the KRAS mutant subgroups, but not in the EGFR mutant or KRAS wild-type ones (11).

In a phase III clinical trial NSCLC patients were treated with atezolizumab plus chemotherapy (carboplatin plus nab-paclitaxel) or chemotherapy 

alone. The median PFS and the median OS were significantly longer in the atezolizumab plus chemotherapy group than in the chemotherapy 

group (PFS: 7.0 vs 5.5 months, OS: 18.6 vs 13.9 months) (12).

In the COSMIC-021 phase Ib trial, atezolizumab in combination with cabozantinib therapy resulted in an ORR of 23% (7/30), a DCR of 83%, and a 

median DOR of 5.6 months among NSCLC patients who had progressed non-squamous after prior ICI therapy (13).

In a phase III trial, sintilimab (PD-1 inhibitor) in combination with pemetrexed and platinum therapy resulted in improved median PFS compared 

with chemotherapy alone (8.9 vs 5.0 months) as a first-line therapy in patients with non-squamous NSCLC, regardless of PD-L1 status. Though, 

PFS benefit correlated with the level of PD-L1 expression (14).

Tislelizumab (PD-1 antibody) in combination with platinum-based chemotherapy demonstrated antitumor activity as a first-line treatment for 

NSCLC patients (NCT03432598). Efficacy of tislelizumab is currently tested compared to docetaxel in second or third-line treatment setting for 

NCT03358875NSCLC patients in the RATIONALE 303 phase III trial ( ). According to preliminary results, the study met its primary end point of OS.

Eftilagimod alpha is a soluble LAG3 protein, that participates in mediating the stimulation of the dendritic cells and T-cell recruitment. In the 

phase II TACTI-002 trial, initial results showed promising antitumor activity of pembrolizumab as a first-line treatment for eftilagimod alpha and 

NSCLC patients irrespective of PD-L1 expression (15).

According to a study, statin use improved the response to anti-PD1 agents as second line therapy in NSCLC patients (n=36 and n=94). Statin use 

was associated with improved ORR (40% vs 22%) and longer median PFS (7.8 vs 3.6 months) compared (16).

In a phase Ib/II study pepinemab (SEMA4D monoclonal antibody) was investigated in combination with avelumab in NSCLC patients. According 

to the interim results among 29 patients who progressed during or following immunotherapy, two experienced confirmed partial response (PR), 

and 15 additional patients experienced stable disease (SD). Among 21 immunotherapy-naive patients, 5 experienced PR, and the disease control 

rate (DCR) was 81% (17).

In a phase III clinical trial the anti-PD-L1 monoclonal antibody CS1001 in combination with chemotherapy reached significantly longer PFS 

compared to chemotherapy + placebo among previously untreated NSCLC patients (7.8 vs. 4.9 months). The ORR was 61.4% and 39.2% in the 

two arms (18).
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Lung adenocarcinoma - angiogenesis inhibitors

RAMUCIRUMAB (VEGFR-2 inhibitor) is not associated with the patient's molecular profile, but it is a registered compound in non-small-cell lung 

 indication in combination with docetaxel after prior platinum-containing chemotherapy. BEVACIZUMAB (VEGF inhibitor) and cancer (NSCLC)

NINTEDANIB (receptor tyrosine kinase inhibitor) are registered drugs in lung adenocarcinoma. They are indicated in combination with 

chemotherapy in first or second line, respectively.

The addition of bevacizumab to paclitaxel plus carboplatin in the treatment of selected patients with NSCLC has a significant survival benefit. 

The median survival (OS) was 12.3 months in the group assigned to chemotherapy plus bevacizumab, as compared with 10.3 months in the 

chemotherapy-alone group (1).

According to a study, involving 1314 patients, nintedanib in combination with docetaxel is an effective second-line option for patients with 

advanced NSCLC previously treated with one line of platinum-based therapy, especially for patients with adenocarcinoma. Progression-free 

survival (PFS) was significantly improved in the docetaxel plus nintedanib group compared with the docetaxel plus placebo group (median 3.4 

months vs 2.7 months (2).

Ramucirumab plus docetaxel improves survival as second-line treatment of patients with stage IV NSCLC. Median OS was 10.5 months for 628 

patients allocated ramucirumab plus docetaxel and 9.1 months for 625 patients who received placebo plus docetaxel (3).
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Morris J, Moyer JD, Pustilnik LR, Rafidi K, Ralston S, Rossi AM, Steyn SJ, Wagner L, Winter SM, Bhattacharya SK. 

Discovery and pharmacologic characterization of CP-724,714, a selective ErbB2 tyrosine kinase inhibitor. Cancer 

Res. 2007 Oct 15;67(20):9887-93. PubMed PMID: 17942920.
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ALVOCIDIB Senderowicz AM. Flavopiridol: the first cyclin-dependent kinase inhibitor in human clinical trials. Invest New Drugs. 

1999;17(3):313-20. Review. PubMed PMID: 10665481.
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PMID: 27601554.
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Schiller G, Olin R, Litzow M, Foran J, Lin TL, Ball B, Boyiadzis M, Traer E, Odenike O, Arellano M, Walker A, Duong 

VH, Kovacsovics T, Collins R, Shoben AB, Heerema NA, Foster MC, Vergilio JA, Brennan T, Vietz C, Severson E, 

Miller M, Rosenberg L, Marcus S, Yocum A, Chen T, Stefanos M, Druker B, Byrd JC. Precision medicine treatment in 

acute myeloid leukemia using prospective genomic profiling: feasibility and preliminary efficacy of the Beat AML 

Master Trial. Nat Med. 2020 Oct 26;:. doi: 10.1038/s41591-020-1089-8. Epub 2020 Nov 26. PubMed PMID: 
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leukemia cells. Oncotarget. 2015 Jul 10;6(19):17698-712. doi: 10.18632/oncotarget.4131. PubMed PMID: 25989842; 
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/S1470-2045(11)70244-3. Epub 2011 Oct 10. PubMed PMID: 21992853; PubMed Central PMCID: PMC3444811.

OBINUTUZUMAB Awasthi A, Ayello J, Van de Ven C, Elmacken M, Sabulski A, Barth MJ, Czuczman MS, Islam H, Klein C, Cairo MS. 
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Multicenter, Phase 2 Trial to Evaluate the Safety and Efficacy of the Combination of Tirabrutinib (ONO/GS-4059) 
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De Alvaro J, Di Martino J, Zuraek M, Sanchez-Pérez T, Aronchik I, Filvaroff EH, Lamba M, Hanna B, Nikolova Z, 
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C, Lyne P, Mills GB, Fawell SE, Waring MJ, Zinda M, Clark E, Chen H. AZD5153: A Novel Bivalent BET Bromodomain 

Inhibitor Highly Active against Hematologic Malignancies. Mol Cancer Ther. 2016 Nov;15(11):2563-2574. Epub 2016 

Aug 29. PubMed PMID: 27573426.
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Lancet. 2019 07 06;394(10192):29-38. doi: 10.1016/S0140-6736(19)31240-1. Epub 2019 Apr 03. PubMed PMID: 

31171419.
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Schmitt JM, Sommers SR, Fisher W, Ansari R, Robin E, Koneru K, McClean J, Liu Z, Tong Y, Hanna N. Sunitinib plus 

paclitaxel in patients with advanced esophageal cancer: a phase II study from the Hoosier Oncology Group. J 

Thorac Oncol. 2012 Apr;7(4):760-3. doi: 10.1097/JTO.0b013e31824abc7c. PubMed PMID: 22425927.

Reichardt P, Kang YK, Rutkowski P, Schuette J, Rosen LS, Seddon B, Yalcin S, Gelderblom H, Williams CC Jr, 

Fumagalli E, Biasco G, Hurwitz HI, Kaiser PE, Fly K, Matczak E, Chen L, Lechuga MJ, Demetri GD. Clinical outcomes 

of patients with advanced gastrointestinal stromal tumors: safety and efficacy in a worldwide treatment-use trial of 

sunitinib. Cancer. 2015 May 1;121(9):1405-13. doi: 10.1002/cncr.29220. Epub 2015 Jan 13. PubMed PMID: 25641662; 

PubMed Central PMCID: PMC4442000.

Kaley TJ, Wen P, Schiff D, Ligon K, Haidar S, Karimi S, Lassman AB, Nolan CP, DeAngelis LM, Gavrilovic I, Norden A, 

Drappatz J, Lee EQ, Purow B, Plotkin SR, Batchelor T, Abrey LE, Omuro A. Phase II trial of sunitinib for recurrent and 

progressive atypical and anaplastic meningioma. Neuro Oncol. 2015 Jan;17(1):116-21. doi: 10.1093/neuonc/nou148. 

Epub 2014 Aug 6. PubMed PMID: 25100872; PubMed Central PMCID: PMC4483051.

RITUXIMAB Véronique V, Anne A, Marta M, G A Amos GAA, Donald A DA, Keith K, Rafael F RF, Sarah S, Anne A, Catherine M 

CM, József J, Monika M, Bernarda B, Alan K AK, Rodney R RR, Andrew A, Peter C PC, Gilles G, Catherine C, Thomas 

G TG, . Rituximab for High-Risk, Mature B-Cell Non-Hodgkin's Lymphoma in Children. N Engl J Med. 2020 06 04;

382(23):2207-2219. doi: 10.1056/NEJMoa1915315. PubMed PMID: 32492302

DINUTUXIMAB Ploessl C, Pan A, Maples KT, Lowe DK. Dinutuximab: An Anti-GD2 Monoclonal Antibody for High-Risk 

Neuroblastoma. Ann Pharmacother. 2016 May;50(5):416-22. doi: 10.1177/1060028016632013. Epub 2016 Feb 25. 

Review. PubMed PMID: 26917818.

Yu AL, Gilman AL, Ozkaynak MF, London WB, Kreissman SG, Chen HX, Smith M, Anderson B, Villablanca JG, 

Matthay KK, Shimada H, Grupp SA, Seeger R, Reynolds CP, Buxton A, Reisfeld RA, Gillies SD, Cohn SL, Maris JM, 

Sondel PM; Children's Oncology Group. Anti-GD2 antibody with GM-CSF, interleukin-2, and isotretinoin for 

neuroblastoma. N Engl J Med. 2010 Sep 30;363(14):1324-34. doi: 10.1056/NEJMoa0911123. PubMed PMID: 

20879881; PubMed Central PMCID: PMC3086629.

TGX221 Feng C, Sun Y, Ding G, Wu Z, Jiang H, Wang L, Ding Q, Wen H. PI3K inhibitor TGX221 selectively inhibits renal cell 

carcinoma cells with both VHL and SETD2 mutations and links multiple pathways. Sci Rep. 2015 Apr 8;5:9465. doi: 

10.1038/srep09465. PubMed PMID: 25853938; PubMed Central PMCID: PMC5396071.

NAB-PACLITAXEL Von Hoff DD, Ervin T, Arena FP, Chiorean EG, Infante J, Moore M, Seay T, Tjulandin SA, Ma WW, Saleh MN, Harris 

M, Reni M, Dowden S, Laheru D, Bahary N, Ramanathan RK, Tabernero J, Hidalgo M, Goldstein D, Van Cutsem E, 

Wei X, Iglesias J, Renschler MF. Increased survival in pancreatic cancer with nab-paclitaxel plus gemcitabine. N 

Engl J Med. 2013 Oct 31;369(18):1691-703. doi: 10.1056/NEJMoa1304369. Epub 2013 Oct 16. PubMed PMID: 

24131140; PubMed Central PMCID: PMC4631139.

FOLFIRINOX



ID

NAME

PRINTED AT

Oncompass Report

powered by Realtime Oncology Molecular Treatment Calculator

 Printing Date: 2021-07-05 11:27

 Page: 33 / 61

 Powered by Realtime Oncology Molecular Treatment Calculator.

 All rights reserved, Oncompass GMBH.

Einsiedlerstrasse 23, 8834 Schindellegi, SWITZERLAND

 E-mail: info@realtimeoncology.com Web: www.realtimeoncology.com

COMPOUND NAME REFERENCES

Conroy T, Desseigne F, Ychou M, Bouché O, Guimbaud R, Bécouarn Y, Adenis A, Raoul JL, Gourgou-Bourgade S, 

de la Fouchardière C, Bennouna J, Bachet JB, Khemissa-Akouz F, Péré-Vergé D, Delbaldo C, Assenat E, Chauffert 

B, Michel P, Montoto-Grillot C, Ducreux M; Groupe Tumeurs Digestives of Unicancer; PRODIGE Intergroup. 

FOLFIRINOX versus gemcitabine for metastatic pancreatic cancer. N Engl J Med. 2011 May 12;364(19):1817-25. doi: 

10.1056/NEJMoa1011923. PubMed PMID: 21561347.

SELINEXOR Grosicki S, Simonova M, Spicka I, Pour L, Kriachok I, Gavriatopoulou M, Pylypenko H, Auner HW, Leleu X, Doronin 

V, Usenko G, Bahlis NJ, Hajek R, Benjamin R, Dolai TK, Sinha DK, Venner CP, Garg M, Gironella M, Jurczyszyn A, 

Robak P, Galli M, Wallington-Beddoe C, Radinoff A, Salogub G, Stevens DA, Basu S, Liberati AM, Quach H, 

Goranova-Marinova VS, Bila J, Katodritou E, Oliynyk H, Korenkova S, Kumar J, Jagannath S, Moreau P, Levy M, 

White D, Gatt ME, Facon T, Mateos MV, Cavo M, Reece D, Anderson LD, Saint-Martin JR, Jeha J, Joshi AA, Chai Y, 

Li L, Peddagali V, Arazy M, Shah J, Shacham S, Kauffman MG, Dimopoulos MA, Richardson PG, Delimpasi S. Once-

per-week selinexor, bortezomib, and dexamethasone versus twice-per-week bortezomib and dexamethasone in 

patients with multiple myeloma (BOSTON): a randomised, open-label, phase 3 trial. Lancet. 2020 Nov 14;396

(10262):1563-1573. doi: 10.1016/S0140-6736(20)32292-3. PubMed PMID: 33189178.

CEDIRANIB Ledermann JA, Embleton AC, Raja F, Perren TJ, Jayson GC, Rustin GJS, Kaye SB, Hirte H, Eisenhauer E, Vaughan 

M, Friedlander M, González-Martín A, Stark D, Clark E, Farrelly L, Swart AM, Cook A, Kaplan RS, Parmar MKB; ICON6 

collaborators. Cediranib in patients with relapsed platinum-sensitive ovarian cancer (ICON6): a randomised, double-

blind, placebo-controlled phase 3 trial. Lancet. 2016 Mar 12;387(10023):1066-1074. doi: 10.1016/S0140-6736(15)

01167-8. Erratum in: Lancet. 2016 Apr 23;387(10029):1722. PubMed PMID: 27025186.

IMATINIB Lankat-Buttgereit B, Hörsch D, Barth P, Arnold R, Blöcker S, Göke R. Effects of the tyrosine kinase inhibitor imatinib 

on neuroendocrine tumor cell growth. Digestion. 2005;71(3):131-40. doi: 10.1159/000084647. Epub 2005 Aug 22. 

PubMed PMID: 15785039.

Moss RA, Moore D, Mulcahy MF, Nahum K, Saraiya B, Eddy S, Kleber M, Poplin EA. A Multi-institutional Phase 2 

Study of Imatinib Mesylate and Gemcitabine for First-Line Treatment of Advanced Pancreatic Cancer. Gastrointest 

Cancer Res. 2012 May;5(3):77-83. PubMed PMID: 22888387; PubMed Central PMCID: PMC3415717.

Gharibo M, Patrick-Miller L, Zheng L, Guensch L, Juvidian P, Poplin E. A phase II trial of imatinib mesylate in patients 

with metastatic pancreatic cancer. Pancreas. 2008 May;36(4):341-5. doi: 10.1097/MPA.0b013e31815d50f9. PubMed 

PMID: 18437079.

Demestre M, Herzberg J, Holtkamp N, Hagel C, Reuss D, Friedrich RE, Kluwe L, Von Deimling A, Mautner VF, Kurtz 

A. Imatinib mesylate (Glivec) inhibits Schwann cell viability and reduces the size of human plexiform neurofibroma in 

a xenograft model. J Neurooncol. 2010 May;98(1):11-9. doi: 10.1007/s11060-009-0049-4. Epub 2009 Nov 17. PubMed 

PMID: 19921098.

Grignani G, Palmerini E, Stacchiotti S, Boglione A, Ferraresi V, Frustaci S, Comandone A, Casali PG, Ferrari S, 

Aglietta M. A phase 2 trial of imatinib mesylate in patients with recurrent nonresectable chondrosarcomas 

expressing platelet-derived growth factor receptor- or -: An Italian Sarcoma Group study. Cancer. 2011 Feb 15;117(4):

826-31. doi: 10.1002/cncr.25632. Epub 2010 Oct 5. PubMed PMID: 20925044.

RIPRETINIB Janku F, Abdul Razak AR, Chi P, Heinrich MC, von Mehren M, Jones RL, Ganjoo K, Trent J, Gelderblom H, Somaiah 

N, Hu S, Rosen O, Su Y, Ruiz-Soto R, Gordon M, George S. Switch Control Inhibition of KIT and PDGFRA in Patients 

With Advanced Gastrointestinal Stromal Tumor: A Phase I Study of Ripretinib. J Clin Oncol. 2020 Oct 01;38(28):

3294-3303. doi: 10.1200/JCO.20.00522. Epub 2020 Feb 17. PubMed PMID: 32804590; PubMed Central PMCID: 

PMC7526717.

Blay JY, Serrano C, Heinrich MC, Zalcberg J, Bauer S, Gelderblom H, Schöffski P, Jones RL, Attia S, D'Amato G, Chi 

P, Reichardt P, Meade J, Shi K, Ruiz-Soto R, George S, von Mehren M. Ripretinib in patients with advanced 

gastrointestinal stromal tumours (INVICTUS): a double-blind, randomised, placebo-controlled, phase 3 trial. Lancet 

Oncol. 2020 Jun 05;:. doi: 10.1016/S1470-2045(20)30168-6. Epub 2020 Jun 05. PubMed PMID: 32511981.

DENOSUMAB Fizazi K, Carducci M, Smith M, Damião R, Brown J, Karsh L, Milecki P, Shore N, Rader M, Wang H, Jiang Q, Tadros S, 

Dansey R, Goessl C. Denosumab versus zoledronic acid for treatment of bone metastases in men with castration-

resistant prostate cancer: a randomised, double-blind study. Lancet. 2011 Mar 5;377(9768):813-22. doi: 10.1016

/S0140-6736(10)62344-6. Epub 2011 Feb 25. PubMed PMID: 21353695; PubMed Central PMCID: PMC3090685.

PWT33597 Thorpe LM, Yuzugullu H, Zhao JJ. PI3K in cancer: divergent roles of isoforms, modes of activation and therapeutic 

targeting. Nat Rev Cancer. 2015 Jan;15(1):7-24. doi: 10.1038/nrc3860. Review. PubMed PMID: 25533673; PubMed 

Central PMCID: PMC4384662.

ACALISIB Thorpe LM, Yuzugullu H, Zhao JJ. PI3K in cancer: divergent roles of isoforms, modes of activation and therapeutic 

targeting. Nat Rev Cancer. 2015 Jan;15(1):7-24. doi: 10.1038/nrc3860. Review. PubMed PMID: 25533673; PubMed 

Central PMCID: PMC4384662.

SAR260301 Thorpe LM, Yuzugullu H, Zhao JJ. PI3K in cancer: divergent roles of isoforms, modes of activation and therapeutic 

targeting. Nat Rev Cancer. 2015 Jan;15(1):7-24. doi: 10.1038/nrc3860. Review. PubMed PMID: 25533673; PubMed 

Central PMCID: PMC4384662.

AZD8186 Thorpe LM, Yuzugullu H, Zhao JJ. PI3K in cancer: divergent roles of isoforms, modes of activation and therapeutic 

targeting. Nat Rev Cancer. 2015 Jan;15(1):7-24. doi: 10.1038/nrc3860. Review. PubMed PMID: 25533673; PubMed 

Central PMCID: PMC4384662.

FIMEPINOSTAT Qian C, Lai CJ, Bao R, Wang DG, Wang J, Xu GX, Atoyan R, Qu H, Yin L, Samson M, Zifcak B, Ma AW, DellaRocca S, 

Borek M, Zhai HX, Cai X, Voi M. Cancer network disruption by a single molecule inhibitor targeting both histone 

deacetylase activity and phosphatidylinositol 3-kinase signaling. Clin Cancer Res. 2012 Aug 01;18(15):4104-13. doi: 

10.1158/1078-0432.CCR-12-0055. Epub 2012 Sep 12. PubMed PMID: 22693356.

COPANLISIB Thorpe LM, Yuzugullu H, Zhao JJ. PI3K in cancer: divergent roles of isoforms, modes of activation and therapeutic 

targeting. Nat Rev Cancer. 2015 Jan;15(1):7-24. doi: 10.1038/nrc3860. Review. PubMed PMID: 25533673; PubMed 

Central PMCID: PMC4384662.



ID

NAME

PRINTED AT

Oncompass Report

powered by Realtime Oncology Molecular Treatment Calculator

 Printing Date: 2021-07-05 11:27

 Page: 34 / 61

 Powered by Realtime Oncology Molecular Treatment Calculator.

 All rights reserved, Oncompass GMBH.

Einsiedlerstrasse 23, 8834 Schindellegi, SWITZERLAND

 E-mail: info@realtimeoncology.com Web: www.realtimeoncology.com

COMPOUND NAME REFERENCES

CH 5132799 Thorpe LM, Yuzugullu H, Zhao JJ. PI3K in cancer: divergent roles of isoforms, modes of activation and therapeutic 

targeting. Nat Rev Cancer. 2015 Jan;15(1):7-24. doi: 10.1038/nrc3860. Review. PubMed PMID: 25533673; PubMed 

Central PMCID: PMC4384662.

SONOLISIB Thorpe LM, Yuzugullu H, Zhao JJ. PI3K in cancer: divergent roles of isoforms, modes of activation and therapeutic 

targeting. Nat Rev Cancer. 2015 Jan;15(1):7-24. doi: 10.1038/nrc3860. Review. PubMed PMID: 25533673; PubMed 

Central PMCID: PMC4384662.

GSK2636771 Thorpe LM, Yuzugullu H, Zhao JJ. PI3K in cancer: divergent roles of isoforms, modes of activation and therapeutic 

targeting. Nat Rev Cancer. 2015 Jan;15(1):7-24. doi: 10.1038/nrc3860. Review. PubMed PMID: 25533673; PubMed 

Central PMCID: PMC4384662.

OMIPALISIB Thorpe LM, Yuzugullu H, Zhao JJ. PI3K in cancer: divergent roles of isoforms, modes of activation and therapeutic 

targeting. Nat Rev Cancer. 2015 Jan;15(1):7-24. doi: 10.1038/nrc3860. Review. PubMed PMID: 25533673; PubMed 

Central PMCID: PMC4384662.

PICTILISIB Thorpe LM, Yuzugullu H, Zhao JJ. PI3K in cancer: divergent roles of isoforms, modes of activation and therapeutic 

targeting. Nat Rev Cancer. 2015 Jan;15(1):7-24. doi: 10.1038/nrc3860. Review. PubMed PMID: 25533673; PubMed 

Central PMCID: PMC4384662.

ZSTK474 Thorpe LM, Yuzugullu H, Zhao JJ. PI3K in cancer: divergent roles of isoforms, modes of activation and therapeutic 

targeting. Nat Rev Cancer. 2015 Jan;15(1):7-24. doi: 10.1038/nrc3860. Review. PubMed PMID: 25533673; PubMed 

Central PMCID: PMC4384662.

VOXTALISIB Thorpe LM, Yuzugullu H, Zhao JJ. PI3K in cancer: divergent roles of isoforms, modes of activation and therapeutic 

targeting. Nat Rev Cancer. 2015 Jan;15(1):7-24. doi: 10.1038/nrc3860. Review. PubMed PMID: 25533673; PubMed 

Central PMCID: PMC4384662.

PILARALISIB Thorpe LM, Yuzugullu H, Zhao JJ. PI3K in cancer: divergent roles of isoforms, modes of activation and therapeutic 

targeting. Nat Rev Cancer. 2015 Jan;15(1):7-24. doi: 10.1038/nrc3860. Review. PubMed PMID: 25533673; PubMed 

Central PMCID: PMC4384662.

SF1126 Thorpe LM, Yuzugullu H, Zhao JJ. PI3K in cancer: divergent roles of isoforms, modes of activation and therapeutic 

targeting. Nat Rev Cancer. 2015 Jan;15(1):7-24. doi: 10.1038/nrc3860. Review. PubMed PMID: 25533673; PubMed 

Central PMCID: PMC4384662.

GEDATOLISIB Thorpe LM, Yuzugullu H, Zhao JJ. PI3K in cancer: divergent roles of isoforms, modes of activation and therapeutic 

targeting. Nat Rev Cancer. 2015 Jan;15(1):7-24. doi: 10.1038/nrc3860. Review. PubMed PMID: 25533673; PubMed 

Central PMCID: PMC4384662.

PF-04691502 Thorpe LM, Yuzugullu H, Zhao JJ. PI3K in cancer: divergent roles of isoforms, modes of activation and therapeutic 

targeting. Nat Rev Cancer. 2015 Jan;15(1):7-24. doi: 10.1038/nrc3860. Review. PubMed PMID: 25533673; PubMed 

Central PMCID: PMC4384662.

APITOLISIB Thorpe LM, Yuzugullu H, Zhao JJ. PI3K in cancer: divergent roles of isoforms, modes of activation and therapeutic 

targeting. Nat Rev Cancer. 2015 Jan;15(1):7-24. doi: 10.1038/nrc3860. Review. PubMed PMID: 25533673; PubMed 

Central PMCID: PMC4384662.

DS-7423 Thorpe LM, Yuzugullu H, Zhao JJ. PI3K in cancer: divergent roles of isoforms, modes of activation and therapeutic 

targeting. Nat Rev Cancer. 2015 Jan;15(1):7-24. doi: 10.1038/nrc3860. Review. PubMed PMID: 25533673; PubMed 

Central PMCID: PMC4384662.

BGT226 Thorpe LM, Yuzugullu H, Zhao JJ. PI3K in cancer: divergent roles of isoforms, modes of activation and therapeutic 

targeting. Nat Rev Cancer. 2015 Jan;15(1):7-24. doi: 10.1038/nrc3860. Review. PubMed PMID: 25533673; PubMed 

Central PMCID: PMC4384662.

DACTOLISIB Thorpe LM, Yuzugullu H, Zhao JJ. PI3K in cancer: divergent roles of isoforms, modes of activation and therapeutic 

targeting. Nat Rev Cancer. 2015 Jan;15(1):7-24. doi: 10.1038/nrc3860. Review. PubMed PMID: 25533673; PubMed 

Central PMCID: PMC4384662.

METFORMIN Ma Y, Guo FC, Wang W, Shi HS, Li D, Wang YS. K‑ras gene mutation as a predictor of cancer cell responsiveness to 

metformin. Mol Med Rep. 2013 Sep;8(3):763-8. doi: 10.3892/mmr.2013.1596. Epub 2013 Aug 22. PubMed PMID: 

23877793.

Tan XL, Bhattacharyya KK, Dutta SK, Bamlet WR, Rabe KG, Wang E, Smyrk TC, Oberg AL, Petersen GM, 

Mukhopadhyay D. Metformin suppresses pancreatic tumor growth with inhibition of NFB/STAT3 inflammatory 

signaling. Pancreas. 2015 May;44(4):636-47. doi: 10.1097/MPA.0000000000000308. PubMed PMID: 25875801; 

PubMed Central PMCID: PMC4399019.

Zi FM, He JS, Li Y, Wu C, Yang L, Yang Y, Wang LJ, He DH, Zhao Y, Wu WJ, Zheng GF, Han XY, Huang H, Yi Q, Cai 

Z. Metformin displays anti-myeloma activity and synergistic effect with dexamethasone in vitro and in xenograft 

models. Cancer Lett. 2014 Oct 8. pii: S0304-3835(14)00591-6. doi: 10.1016/j.canlet.2014.09.050. [Epub ahead of 

print] PubMed PMID: 25305450.

Kato K, Gong J, Iwama H, Kitanaka A, Tani J, Miyoshi H, Nomura K, Mimura S, Kobayashi M, Aritomo Y, Kobara H, 

Mori H, Himoto T, Okano K, Suzuki Y, Murao K, Masaki T. The antidiabetic drug metformin inhibits gastric cancer 

cell proliferation in vitro and in vivo. Mol Cancer Ther. 2012 Mar;11(3):549-60. doi: 10.1158/1535-7163.MCT-11-0594. 

Epub 2012 Jan 5. PubMed PMID: 22222629.

Oppong BA, Pharmer LA, Oskar S, Eaton A, Stempel M, Patil S, King TA. The effect of metformin on breast cancer 

outcomes in patients with type 2 diabetes. Cancer Med. 2014 Aug;3(4):1025-34. doi: 10.1002/cam4.259. Epub 2014 

Jun 18. PubMed PMID: 24944108; PubMed Central PMCID: PMC4303170.

PASIREOTIDE Ferolla P, Brizzi MP, Meyer T, Mansoor W, Mazieres J, Do Cao C, Léna H, Berruti A, Damiano V, Buikhuisen W, 

Grønbæk H, Lombard-Bohas C, Grohé C, Minotti V, Tiseo M, De Castro J, Reed N, Gislimberti G, Singh N, Stankovic 

M, Öberg K, Baudin E. Efficacy and safety of long-acting pasireotide or everolimus alone or in combination in 

patients with advanced carcinoids of the lung and thymus (LUNA): an open-label, multicentre, randomised, phase 2 



ID

NAME

PRINTED AT

Oncompass Report

powered by Realtime Oncology Molecular Treatment Calculator

 Printing Date: 2021-07-05 11:27

 Page: 35 / 61

 Powered by Realtime Oncology Molecular Treatment Calculator.

 All rights reserved, Oncompass GMBH.

Einsiedlerstrasse 23, 8834 Schindellegi, SWITZERLAND

 E-mail: info@realtimeoncology.com Web: www.realtimeoncology.com

COMPOUND NAME REFERENCES

trial. Lancet Oncol. 2017 12;18(12):1652-1664. doi: 10.1016/S1470-2045(17)30681-2. Epub 2017 Sep 23. PubMed PMID: 

29074099.

SURUFATINIB Xu J, Shen L, Zhou Z, Li J, Bai C, Chi Y, Li Z, Xu N, Li E, Liu T, Bai Y, Yuan Y, Li X, Wang X, Chen J, Ying J, Yu X, Qin 

S, Yuan X, Zhang T, Deng Y, Xiu D, Cheng Y, Tao M, Jia R, Wang W, Li J, Fan S, Peng M, Su W. Surufatinib in 

advanced extrapancreatic neuroendocrine tumours (SANET-ep): a randomised, double-blind, placebo-controlled, 

phase 3 study. Lancet Oncol. 2020 Sep 18;:. doi: 10.1016/S1470-2045(20)30496-4. Epub 2020 Oct 18. PubMed 

PMID: 32966811.

LURBINECTEDIN Trigo J, Subbiah V, Besse B, Moreno V, López R, Sala MA, Peters S, Ponce S, Fernández C, Alfaro V, Gómez J, 

Kahatt C, Zeaiter A, Zaman K, Boni V, Arrondeau J, Martínez M, Delord JP, Awada A, Kristeleit R, Olmedo ME, 

Wannesson L, Valdivia J, Rubio MJ, Anton A, Sarantopoulos J, Chawla SP, Mosquera-Martinez J, D'Arcangelo M, 

Santoro A, Villalobos VM, Sands J, Paz-Ares L. Lurbinectedin as second-line treatment for patients with small-cell 

lung cancer: a single-arm, open-label, phase 2 basket trial. Lancet Oncol. 2020 05;21(5):645-654. doi: 10.1016

/S1470-2045(20)30068-1. Epub 2020 Jul 27. PubMed PMID: 32224306.

GSK2879552 Mohammad HP, Smitheman KN, Kamat CD, Soong D, Federowicz KE, Van Aller GS, Schneck JL, Carson JD, Liu Y, 

Butticello M, Bonnette WG, Gorman SA, Degenhardt Y, Bai Y, McCabe MT, Pappalardi MB, Kasparec J, Tian X, 

McNulty KC, Rouse M, McDevitt P, Ho T, Crouthamel M, Hart TK, Concha NO, McHugh CF, Miller WH, Dhanak D, 

Tummino PJ, Carpenter CL, Johnson NW, Hann CL, Kruger RG. A DNA Hypomethylation Signature Predicts 

Antitumor Activity of LSD1 Inhibitors in SCLC. Cancer Cell. 2015 Jul 13;28(1):57-69. doi: 10.1016/j.ccell.2015.06.002. 

PubMed PMID: 26175415.

TREBANANIB Marth C, Vergote I, Scambia G, Oberaigner W, Clamp A, Berger R, Kurzeder C, Colombo N, Vuylsteke P, Lorusso D, 

Hall M, Renard V, Pignata S, Kristeleit R, Altintas S, Rustin G, Wenham RM, Mirza MR, Fong PC, Oza A, Monk BJ, Ma 

H, Vogl FD, Bach BA. ENGOT-ov-6/TRINOVA-2: Randomised, double-blind, phase 3 study of pegylated liposomal 

doxorubicin plus trebananib or placebo in women with recurrent partially platinum-sensitive or resistant ovarian 

cancer. Eur J Cancer. 2017 Jan;70:111-121. doi: 10.1016/j.ejca.2016.09.004. Epub 2016 Dec 1. PubMed PMID: 

27914241.

Monk BJ, Poveda A, Vergote I, Raspagliesi F, Fujiwara K, Bae DS, Oaknin A, Ray-Coquard I, Provencher DM, Karlan 

BY, Lhommé C, Richardson G, Rincón DG, Coleman RL, Herzog TJ, Marth C, Brize A, Fabbro M, Redondo A, Bamias 

A, Tassoudji M, Navale L, Warner DJ, Oza AM. Anti-angiopoietin therapy with trebananib for recurrent ovarian 

cancer (TRINOVA-1): a randomised, multicentre, double-blind, placebo-controlled phase 3 trial. Lancet Oncol. 2014 

Jul;15(8):799-808. doi: 10.1016/S1470-2045(14)70244-X. Epub 2014 Jun 17. PubMed PMID: 24950985.

BELANTAMAB 

MAFODOTIN

Lonial S, Lee HC, Badros A, Trudel S, Nooka AK, Chari A, Abdallah AO, Callander N, Lendvai N, Sborov D, 

Suvannasankha A, Weisel K, Karlin L, Libby E, Arnulf B, Facon T, Hulin C, Kortüm KM, Rodríguez-Otero P, Usmani 

SZ, Hari P, Baz R, Quach H, Moreau P, Voorhees PM, Gupta I, Hoos A, Zhi E, Baron J, Piontek T, Lewis E, Jewell RC, 

Dettman EJ, Popat R, Esposti SD, Opalinska J, Richardson P, Cohen AD. Belantamab mafodotin for relapsed or 

refractory multiple myeloma (DREAMM-2): a two-arm, randomised, open-label, phase 2 study. Lancet Oncol. 2020 

Feb;21(2):207-221. doi: 10.1016/S1470-2045(19)30788-0. Epub 2019 Dec 16. PubMed PMID: 31859245.

ORTERONEL Saad F, Fizazi K, Jinga V, Efstathiou E, Fong PC, Hart LL, Jones R, McDermott R, Wirth M, Suzuki K, MacLean DB, 

Wang L, Akaza H, Nelson J, Scher HI, Dreicer R, Webb IJ, de Wit R; ELM-PC 4 investigators.. Orteronel plus 

prednisone in patients with chemotherapy-naive metastatic castration-resistant prostate cancer (ELM-PC 4): a 

double-blind, multicentre, phase 3, randomised, placebo-controlled trial. Lancet Oncol. 2015 Mar;16(3):338-48. doi: 

10.1016/S1470-2045(15)70027-6. PubMed PMID: 25701170.

TISOTUMAB VEDOTIN Coleman RL, Lorusso D, Gennigens C, González-Martín A, Randall L, Cibula D, Lund B, Woelber L, Pignata S, Forget 

F, Redondo A, Vindeløv SD, Chen M, Harris JR, Smith M, Nicacio LV, Teng MSL, Laenen A, Rangwala R, Manso L, 

Mirza M, Monk BJ, Vergote I, . Efficacy and safety of tisotumab vedotin in previously treated recurrent or metastatic 

cervical cancer (innovaTV 204/GOG-3023/ENGOT-cx6): a multicentre, open-label, single-arm, phase 2 study. 

Lancet Oncol. 2021 Apr 09;:. doi: 10.1016/S1470-2045(21)00056-5. Epub 2021 April 09. PubMed PMID: 33845034.

IPATASERTIB Kim SB, Dent R, Im SA, Espié M, Blau S, Tan AR, Isakoff SJ, Oliveira M, Saura C, Wongchenko MJ, Kapp AV, Chan 

WY, Singel SM, Maslyar DJ, Baselga J; LOTUS investigators. Ipatasertib plus paclitaxel versus placebo plus 

paclitaxel as first-line therapy for metastatic triple-negative breast cancer (LOTUS): a multicentre, randomised, 

double-blind, placebo-controlled, phase 2 trial. Lancet Oncol. 2017 Oct;18(10):1360-1372. doi: 10.1016/S1470-2045(17)

30450-3. Epub 2017 Aug 8. PubMed PMID: 28800861; PubMed Central PMCID: PMC5626630.

DUVELISIB Flinn IW, Hillmen P, Montillo M, Nagy Z, Illés Á, Etienne G, Delgado J, Kuss BJ, Tam CS, Gasztonyi Z, Offner F, Lunin 

S, Bosch F, Davids MS, Lamanna N, Jaeger U, Ghia P, Cymbalista F, Portell CA, Skarbnik AP, Cashen AF, Weaver 

DT, Kelly VM, Turnbull B, Stilgenbauer S. The phase 3 DUO trial: duvelisib vs ofatumumab in relapsed and 

refractory CLL/SLL. Blood. 2018 12 06;132(23):2446-2455. doi: 10.1182/blood-2018-05-850461. Epub 2018 Aug 04. 

PubMed PMID: 30287523; PubMed Central PMCID: PMC6284216.

VENETOCLAX Kater AP, Wu JQ, Kipps T, Eichhorst B, Hillmen P, D'Rozario J, Assouline S, Owen C, Robak T, de la Serna J, Jaeger 

U, Cartron G, Montillo M, Dubois J, Eldering E, Mellink C, Van Der Kevie-Kersemaekers AM, Kim SY, Chyla B, 

Punnoose E, Bolen CR, Assaf ZJ, Jiang Y, Wang J, Lefebure M, Boyer M, Humphrey K, Seymour JF. Venetoclax Plus 

Rituximab in Relapsed Chronic Lymphocytic Leukemia: 4-Year Results and Evaluation of Impact of Genomic 

Complexity and Gene Mutations From the MURANO Phase III Study. J Clin Oncol. 2020 Sep 28;:JCO2000948. doi: 

10.1200/JCO.20.00948. Epub 2020 Oct 28. PubMed PMID: 32986498.

T A L I M O G E N E  
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Chesney J, Puzanov I, Collichio F, Singh P, Milhem MM, Glaspy J, Hamid O, Ross M, Friedlander P, Garbe C, Logan 

TF, Hauschild A, Lebbé C, Chen L, Kim JJ, Gansert J, Andtbacka RHI, Kaufman HL. Randomized, Open-Label Phase 

II Study Evaluating the Efficacy and Safety of Talimogene Laherparepvec in Combination With Ipilimumab Versus 

Ipilimumab Alone in Patients With Advanced, Unresectable Melanoma. J Clin Oncol. 2018 06 10;36(17):1658-1667. 

doi: 10.1200/JCO.2017.73.7379. Epub 2017 Aug 05. PubMed PMID: 28981385; PubMed Central PMCID: 

PMC6075852.

BELINOSTAT O'Connor OA, Horwitz S, Masszi T, Van Hoof A, Brown P, Doorduijn J, Hess G, Jurczak W, Knoblauch P, Chawla S, 

Bhat G, Choi MR, Walewski J, Savage K, Foss F, Allen LF, Shustov A. Belinostat in Patients With Relapsed or 

Refractory Peripheral T-Cell Lymphoma: Results of the Pivotal Phase II BELIEF (CLN-19) Study. J Clin Oncol. 2015 

Aug 10;33(23):2492-9. doi: 10.1200/JCO.2014.59.2782. Epub 2015 Oct 22. PubMed PMID: 26101246; PubMed 

Central PMCID: PMC5087312.
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MIRDAMETINIB Weiss BD, Wolters PL, Plotkin SR, Widemann BC, Tonsgard JH, Blakeley J, Allen JC, Schorry E, Korf B, Robison NJ, 

Goldman S, Vinks AA, Emoto C, Fukuda T, Robinson CT, Cutter G, Edwards L, Dombi E, Ratner N, Packer R, Fisher 

MJ. NF106: A Neurofibromatosis Clinical Trials Consortium Phase II Trial of the MEK Inhibitor Mirdametinib (PD-

0325901) in Adolescents and Adults With NF1-Related Plexiform Neurofibromas. J Clin Oncol. 2021 Mar 01;39(7):

797-806. doi: 10.1200/JCO.20.02220. Epub 2021 Apr 28. PubMed PMID: 33507822.

LENALIDOMIDE Nowakowski GS, Hong F, Scott DW, Macon WR, King RL, Habermann TM, Wagner-Johnston N, Casulo C, Wade JL, 

Nagargoje GG, Reynolds CM, Cohen JB, Khan N, Amengual JE, Richards KL, Little RF, Leonard JP, Friedberg JW, 

Kostakoglu L, Kahl BS, Witzig TE. Addition of Lenalidomide to R-CHOP Improves Outcomes in Newly Diagnosed 

Diffuse Large B-Cell Lymphoma in a Randomized Phase II US Intergroup Study ECOG-ACRIN E1412. J Clin Oncol. 

2021 Feb 08;:JCO2001375. doi: 10.1200/JCO.20.01375. Epub 2021 Feb 08. PubMed PMID: 33555941.

GLASDEGIB Michael Heuser, Tadeusz Robak, Pau Montesinos, Brian Leber, Walter M. Fiedler, Daniel Aaron Pollyea, Andrew 

Brown, Ashleigh O'Connell, Wendy Ma, Geoffrey Chan, Jorge E. Cortes. Glasdegib (GLAS) plus low-dose cytarabine 

(LDAC) in AML or MDS: BRIGHT AML 1003 final report and four-year overall survival (OS) follow-up. Journal of 

Clinical Oncology 2020 38:15_suppl, 7509-7509. doi: 10.1200/JCO.2020.38.15_suppl.7509

Cortes JE, Heidel FH, Hellmann A, Fiedler W, Smith BD, Robak T, Montesinos P, Pollyea DA, DesJardins P, Ottmann 

O, Ma WW, Shaik MN, Laird AD, Zeremski M, O'Connell A, Chan G, Heuser M. Randomized comparison of low dose 

cytarabine with or without glasdegib in patients with newly diagnosed acute myeloid leukemia or high-risk 

myelodysplastic syndrome. Leukemia. 2019 02;33(2):379-389. doi: 10.1038/s41375-018-0312-9. Epub 2018 Aug 16. 

PubMed PMID: 30555165; PubMed Central PMCID: PMC6365492.

SORAFENIB Echarri MJ, Lopez-Martin A, Hitt R. Targeted Therapy in Locally Advanced and Recurrent/Metastatic Head and Neck 

Squamous Cell Carcinoma (LA-R/M HNSCC). Cancers (Basel). 2016 Feb 26;8(3). pii: E27. doi: 10.3390

/cancers8030027. Review. PubMed PMID: 26927178; PubMed Central PMCID: PMC4810111.

Herzog TJ, Scambia G, Kim BG, Lhommé C, Markowska J, Ray-Coquard I, Sehouli J, Colombo N, Shan M, 

Petrenciuc O, Oza A. A randomized phase II trial of maintenance therapy with Sorafenib in front-line ovarian 

carcinoma. Gynecol Oncol. 2013 Jul;130(1):25-30. doi: 10.1016/j.ygyno.2013.04.011. Epub 2013 Apr 13. PubMed PMID: 

23591401.

Ray-Coquard I, Italiano A, Bompas E, Le Cesne A, Robin YM, Chevreau C, Bay JO, Bousquet G, Piperno-Neumann S, 

Isambert N, Lemaitre L, Fournier C, Gauthier E, Collard O, Cupissol D, Clisant S, Blay JY, Penel N; French Sarcoma 

Group (GSF/GETO). Sorafenib for patients with advanced angiosarcoma: a phase II Trial from the French Sarcoma 

Group (GSF/GETO). Oncologist. 2012;17(2):260-6. doi: 10.1634/theoncologist.2011-0237. Epub 2012 Jan 27. PubMed 

PMID: 22285963; PubMed Central PMCID: PMC3286175.

Makielski RJ, Lubner SJ, Mulkerin DL, Traynor AM, Groteluschen D, Eickhoff J, LoConte NK. A phase II study of 

sorafenib, oxaliplatin, and 2 days of high-dose capecitabine in advanced pancreas cancer. Cancer Chemother 

Pharmacol. 2015 Aug;76(2):317-23. doi: 10.1007/s00280-015-2783-y. Epub 2015 Jun 12. PubMed PMID: 26068189.

LoConte NK, Holen KD, Schelman WR, Mulkerin DL, Deming DA, Hernan HR, Traynor AM, Goggins T, Groteluschen 

D, Oettel K, Robinson E, Lubner SJ. A phase I study of sorafenib, oxaliplatin and 2 days of high dose capecitabine in 

advanced pancreatic and biliary tract cancer: a Wisconsin oncology network study. Invest New Drugs. 2013 Aug;31

(4):943-8. doi: 10.1007/s10637-012-9916-5. Epub 2012 Dec 21. PubMed PMID: 23263993; PubMed Central PMCID: 

PMC4199231.

ANLOTINIB The efficacy and safety of anlotinib in refractory colorectal cancer: A double-blinded, placebo controlled, 

randomized phase III ALTER0703 trial. doi: 10.1200/JCO.2021.39.3_suppl.65 Journal of Clinical Oncology 39, no. 

3_suppl (January 20, 2021) 65-65.

Y. Chi, M. Gao, Y. Zhang, F. Shi, Y. Cheng, Z. Guo, M. Ge, J. Qin, J. Zhang, Z. Li, X. Zhou, R. Huang, X. Chen, H. Liu, 

R. Cheng, Z. Xu, X. Zheng, D. Li, P. Tang. 265O - Anlotinib in locally advanced or metastatic radioiodine-refractory 

differentiated thyroid carcinoma: A randomized, double-blind, multicenter phase II trial. Annals of Oncology (2020) 

31 (suppl_6): S1347-S1354. 10.1016/annonc/annonc360

OLARATUMAB Andrick BJ, Gandhi A. Olaratumab: A Novel Platelet-Derived Growth Factor Receptor -Inhibitor for Advanced Soft 

Tissue Sarcoma. Ann Pharmacother. 2017 Aug 1:1060028017723935. doi: 10.1177/1060028017723935. [Epub ahead 

of print] PubMed PMID: 28778132.

Tobias A, O'brien MP, Agulnik M. Olaratumab for advanced soft tissue sarcoma. Expert Rev Clin Pharmacol. 2017 

Jul;10(7):699-705. doi: 10.1080/17512433.2017.1324295. Epub 2017 May 5. Review. PubMed PMID: 28447475.

William D. Tap, Robin L Jones, Bartosz Chmielowski, Anthony D. Elias, Douglas Adkins, Brian Andrew Van Tine, 

Mark Agulnik, Matthew M. Cooney, Michael B. Livingston, Gregory K. Pennock, Amy Qin, Ashwin Shahir, Robert L. 

Ilaria, Ilaria Conti, Jan Cosaert, Gary K. Schwartz. A randomized phase Ib/II study evaluating the safety and efficacy 

of olaratumab (IMC-3G3), a human anti-platelet-derived growth factor  (PDGFR) monoclonal antibody, with or 

without doxorubicin (Dox), in advanced soft tissue sarcoma (STS). DOI: 10.1200/jco.2015.33.15_suppl.10501 Journal 

of Clinical Oncology 33, no. 15_suppl

IXAZOMIB Meletios A. Dimopoulos, Ivan Spicka, Hang Quach, Albert Oriol, Roman Hajek, Mamta Garg, Meral Beksac, Sara 

Bringhen, Eirini Katodritou, Wee Joo Chng, Xavier Leleu, Shinsuke Iida, Maria-Victoria Mateos, Gareth Morgan, 

Alexander Vorog, Richard Labotka, Bingxia Wang, Antonio Palumbo, Sagar Lonial;. Ixazomib vs placebo 

maintenance for newly diagnosed multiple myeloma (NDMM) patients not undergoing autologous stem cell 

transplant (ASCT): The phase III TOURMALINE-MM4 trial. J Clin Oncol 38: 2020 (suppl; abstr 8527). doi: 10.1200

/JCO.2020.38.15_suppl.8527.

Kumar SK, Berdeja JG, Niesvizky R, Lonial S, Laubach JP, Hamadani M, Stewart AK, Hari P, Roy V, Vescio R, 

Kaufman JL, Berg D, Liao E, Rajkumar SV, Richardson PG. Ixazomib, lenalidomide, and dexamethasone in patients 
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with newly diagnosed multiple myeloma: long-term follow-up including ixazomib maintenance. Leukemia. 2019 Jul;

33(7):1736-1746. doi: 10.1038/s41375-019-0384-1. Epub 2019 Jan 29. PubMed PMID: 30696949; PubMed Central 

PMCID: PMC6755968.

VORINOSTAT Steven G. DuBois, Meaghan Granger, Susan G. Groshen, Denice Tsao-Wei, Anasheh Shamirian, Scarlett Czarnecki, 

Fariba Goodarzian, Rachel Berkovich, Hiroyuki Shimada, Yael P. Mosse, Suzanne Shusterman, Susan Lerner Cohn, 

Kelly C. Goldsmith, Brian D. Weiss, Gregory A. Yanik, Clare Twist, Meredith Irwin, Julie R. Park, Araz Marachelian, 

Katherine K. Matthay; Dana-Farber/Boston Children's Cancer and Blood Disorders Center, Boston, MA; Cook 

Children's Medical Center, Fort Worth, TX; University of Southern California, Los Angeles, CA; Children's Hospital 

Los Angeles, Los Angeles, CA; Loma Linda University Children's Hospital, Riverside, CA; Children's Hospital Los 

Angeles, Keck School of Medicine, University of Southern California, Los Angeles, CA; Stanford University Medical 

Center, Stanford, CA; Children's Hospital of Philadelphia, Philadelphia, PA; Dana-Farber/Boston Childrens Cancer 

and Blood Disorders Center, Boston, MA; The University of Chicago Medicine, Chicago, IL; Emory University School 

of Medicine, Atlanta, GA; Cincinnati Children's Hospital Medical Center, Cincinnati, OH; Roswell Park 

Comprehensive Cancer Center, Buffalo, NY; The Hospital for Sick Children, Toronto, ON, Canada; Seattle Children's 

Hospital, Seattle, WA; University of California San Francisco, San Francisco, CA. Randomized phase II trial of MIBG 

versus MIBG/vincristine/irinotecan versus MIBG/vorinostat for relapsed/refractory neuroblastoma: A report from the 

New Approaches to Neuroblastoma Therapy Consortium. J Clin Oncol 38: 2020 (suppl; abstr 10500). doi: 10.1200

/JCO.2020.38.15_suppl.10500.

Palmieri D, Lockman PR, Thomas FC, Hua E, Herring J, Hargrave E, Johnson M, Flores N, Qian Y, Vega-Valle E, 

Taskar KS, Rudraraju V, Mittapalli RK, Gaasch JA, Bohn KA, Thorsheim HR, Liewehr DJ, Davis S, Reilly JF, Walker R, 

Bronder JL, Feigenbaum L, Steinberg SM, Camphausen K, Meltzer PS, Richon VM, Smith QR, Steeg PS. Vorinostat 

inhibits brain metastatic colonization in a model of triple-negative breast cancer and induces DNA double-strand 

breaks. Clin Cancer Res. 2009 Oct 1;15(19):6148-57. doi: 10.1158/1078-0432.CCR-09-1039. Epub 2009 Sep 29. 

PubMed PMID: 19789319.

Buglio D, Georgakis GV, Hanabuchi S, Arima K, Khaskhely NM, Liu YJ, Younes A. Vorinostat inhibits STAT6-

mediated TH2 cytokine and TARC production and induces cell death in Hodgkin lymphoma cell lines. Blood. 2008 

Aug 15;112(4):1424-33. doi: 10.1182/blood-2008-01-133769. Epub 2008 Oct 09. PubMed PMID: 18541724; PubMed 

Central PMCID: PMC2515130.

RUXOLITINIB Loh ML, Tasian SK, Rabin KR, Brown P, Magoon D, Reid JM, Chen X, Ahern CH, Weigel BJ, Blaney SM. A phase 1 

dosing study of ruxolitinib in children with relapsed or refractory solid tumors, leukemias, or myeloproliferative 

neoplasms: A Children's Oncology Group phase 1 consortium study (ADVL1011). Pediatr Blood Cancer. 2015 Oct;62

(10):1717-24. doi: 10.1002/pbc.25575. Epub 2015 May 13. PubMed PMID: 25976292; PubMed Central PMCID: 

PMC4546537.

Padron E, Dezern A, Andrade-Campos M, Vaddi K, Scherle P, Zhang Q, Ma Y, Balasis ME, Tinsley S, Ramadan H, 

Zimmerman C, Steensma DP, Roboz GJ, Lancet JE, List AF, Sekeres MA, Komrokji RS; Myelodysplastic Syndrome 

Clinical Research Consortium. A Multi-Institution Phase I Trial of Ruxolitinib in Patients with Chronic Myelomonocytic 

Leukemia (CMML). Clin Cancer Res. 2016 Aug 1;22(15):3746-54. doi: 10.1158/1078-0432.CCR-15-2781. Epub 2016 Feb 

8. PubMed PMID: 26858309; PubMed Central PMCID: PMC5278764.

LUCITANIB Mayer IA, Arteaga CL, Nanda R, Miller KD, Jhaveri K, Brufsky AM, Rugo H, Yardley DA, Vahdat LT, Sadeghi S, Audeh 

MW, Rolfe L, Litten J, Knox A, Raponi M, Tankersley C, Isaacson J, Wride K, Morganstern DE, Vogel C, Connolly RM, 

Gradishar WJ, Patel R, Pusztai L, Abu-Khalaf M. A phase 2 open-label study of lucitanib in patients (pts) with FGF 

aberrant metastatic breast cancer (MBC) [abstract]. In: Proceedings of the 2016 San Antonio Breast Cancer 

Symposium; 2016 Dec 6-10; San Antonio, TX. Philadelphia (PA): AACR; Cancer Res 2017;77(4 Suppl):Abstract nr P6-

11-03.

H-Y. Zhao, Y. Zhang, Y-X. Ma, L. Zhang, J. Lin, S. Qin. A phase-Ib study of lucitanib (AL3810) in a cohort of patients 

with recurrent and metastatic nasopharyngeal carcinoma (NPC). Volume 31, Supplement 6, S1348, November 01, 

2020 doi: 10.1016/j.annonc.2020.10.262

BRENTUXIMAB VEDOTIN Straus DJ, Długosz-Danecka M, Alekseev S, Illés Á, Picardi M, Lech-Maranda E, Feldman T, Smolewski P, Savage 

KJ, Bartlett NL, Walewski J, Ramchandren R, Zinzani PL, Hutchings M, Connors JM, Radford J, Munoz J, Kim WS, 

Advani R, Ansell SM, Younes A, Miao H, Liu R, Fenton K, Forero-Torres A, Gallamini A. Brentuximab vedotin with 

chemotherapy for stage III/IV classical Hodgkin lymphoma: 3-year update of the ECHELON-1 study. Blood. 2020 03 

05;135(10):735-742. doi: 10.1182/blood.2019003127. PubMed PMID: 31945149.

CAPECITABINE Bennouna J, Lang I, Valladares-Ayerbes M, Boer K, Adenis A, Escudero P, Kim TY, Pover GM, Morris CD, Douillard 

JY. A Phase II, open-label, randomised study to assess the efficacy and safety of the MEK1/2 inhibitor AZD6244 

(ARRY-142886) versus capecitabine monotherapy in patients with colorectal cancer who have failed one or two 

prior chemotherapeutic regimens. Invest New Drugs. 2011 Oct;29(5):1021-8. doi: 10.1007/s10637-010-9392-8. 

PubMed PMID: 20127139.

CABOZANTINIB Boxtel et al. A phase II study on the efficacy and toxicity of cabozantinib in recurrent/metastatic salivary gland 

cancer patients. Journal of Clinical Oncology. 38. 6529-6529. DOI: 10.1200/JCO.2020.38.15_suppl.6529

Italiano A, Penel N, Toulmonde M, et al. : Cabozantinib in patients with advanced osteosarcomas and Ewing 

sarcomas: a French Sarcoma Group (FSG)/US National Cancer Institute phase II collaborative study. Connective 

Tissue Oncology Society Annual Meeting Rome, Italy2018.

Reuther C, Heinzle V, Spampatti M, Vlotides G, de Toni E, Spöttl G, Maurer J, Nölting S, Göke B, Auernhammer CJ. 

Cabozantinib and Tivantinib, but Not INC280, Induce Antiproliferative and Antimigratory Effects in Human 

Neuroendocrine Tumor Cells in vitro: Evidence for 'Off-Target' Effects Not Mediated by c-Met Inhibition. 

Neuroendocrinology. 2016;103(3-4):383-401. doi: 10.1159/000439431. Epub 2015 Aug 25. PubMed PMID: 26338447.

Jennifer A. Chan, Jason Edward Faris, Janet E. Murphy, Lawrence Scott Blaszkowsky, Eunice Lee Kwak, Nadine 

Jackson McCleary, Charles S. Fuchs, Jeffrey A. Meyerhardt, Kimmie Ng, Andrew X. Zhu, Thomas Adam Abrams, 

Brian M. Wolpin, Sui Zhang, Amanda Reardon, Bridget Fitzpatrick, Matthew H. Kulke, and David P. Ryan; Phase II 
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trial of cabozantinib in patients with carcinoid and pancreatic neuroendocrine tumors (pNET). Journal of Clinical 

Oncology 2017 35:4_suppl, 228-228

AXITINIB Cohen EE, Tortorici M, Kim S, Ingrosso A, Pithavala YK, Bycott P. A Phase II trial of axitinib in patients with various 

histologic subtypes of advanced thyroid cancer: long-term outcomes and pharmacokinetic/pharmacodynamic 

analyses. Cancer Chemother Pharmacol. 2014 Dec;74(6):1261-70. doi: 10.1007/s00280-014-2604-8. Epub 2014 Oct 

15. PubMed PMID: 25315258; PubMed Central PMCID: PMC4236619.

Donson, A., Werner, E., Amani, V., Griesinger, A., Witt, D., Nellan, A, Foreman, N. EPND-12: Tyrosine kinase inhibitors 

axitinib, imatinib, and pazopanib are selectively potent in ependymoma. 2017. Neuro-Oncology, 19(Suppl 4), iv17. 

http://doi.org/10.

NICLOSAMIDE Osada T, Chen M, Yang XY, Spasojevic I, Vandeusen JB, Hsu D, Clary BM, Clay TM, Chen W, Morse MA, Lyerly HK. 

Antihelminth compound niclosamide downregulates Wnt signaling and elicits antitumor responses in tumors with 

activating APC mutations. Cancer Res. 2011 Jun 15;71(12):4172-82. doi: 10.1158/0008-5472.CAN-10-3978. Epub 2011 

Apr 29. PubMed PMID: 21531761; PubMed Central PMCID: PMC3117125.

NILUTAMIDE Dijkman GA, Janknegt RA, De Reijke TM, Debruyne FM. Long-term efficacy and safety of nilutamide plus castration 

in advanced prostate cancer, and the significance of early prostate specific antigen normalization. International 

Anandron Study Group. J Urol. 1997 Jul;158(1):160-3. PubMed PMID: 9186345.
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line chemotherapy: a phase II, single-arm, multicentre, prospective study. Br J Cancer. 2019 10;121(8):640-646. doi: 

10.1038/s41416-019-0583-6. Epub 2019 Apr 16. PubMed PMID: 31523058; PubMed Central PMCID: PMC6889407.

TEMSIROLIMUS A A, C C, I I, A L AL, M M, A A, J-M JM, B B. Treatment with the mTOR inhibitor temsirolimus in patients with 
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PMID: 20215136

IPILIMUMAB Quinn DI, Shore ND, Egawa S, Gerritsen WR, Fizazi K. Immunotherapy for castration-resistant prostate cancer: 

Progress and new paradigms. Urol Oncol. 2015 May;33(5):245-60. doi: 10.1016/j.urolonc.2014.10.009. Epub 2015 

Jan 7. Review. PubMed PMID: 25575714.

Madan RA, Gulley JL, Kantoff PW. Demystifying immunotherapy in prostate cancer: understanding current and 

future treatment strategies. Cancer J. 2013 Jan-Feb;19(1):50-8. doi: 10.1097/PPO.0b013e31828160a9. PubMed PMID: 

23337757; PubMed Central PMCID: PMC3556901.
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AICAR Bost F, Decoux-Poullot AG, Tanti JF, Clavel S. Energy disruptors: rising stars in anticancer therapy? Oncogenesis. 

2016 Jan 18;5:e188. doi: 10.1038/oncsis.2015.46. Review. PubMed PMID: 26779810; PubMed Central PMCID: 

PMC4728676.

ELTANEXOR Eltanexor (KPT-8602), a Second-Generation Selective Inhibitor of Nuclear Export (SINE) Compound, in Patients with 

Higher-Risk Myelodysplastic Syndrome. Sangmin Lee, MD, Bhavana Bhatnagar, DO, Sanjay R Mohan, MD MSCI, 

William T. Senapedis, Jr., Erkan Baloglu, PhD, Hongwei Wang, MD, Jatin J. Shah, MD, Sharon Shacham, PhD MBA, 
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/SIOPEN trial to improve outcome of high-risk neuroblastoma patients compared to historical controls. 2018.

TOFACITINIB Bouchekioua A, Scourzic L, de Wever O, Zhang Y, Cervera P, Aline-Fardin A, Mercher T, Gaulard P, Nyga R, 

Jeziorowska D, Douay L, Vainchenker W, Louache F, Gespach C, Solary E, Coppo P. JAK3 deregulation by 

activating mutations confers invasive growth advantage in extranodal nasal-type natural killer cell lymphoma. 

Leukemia. 2014 Feb;28(2):338-48. doi: 10.1038/leu.2013.157. Epub 2013 May 21. PubMed PMID: 23689514.

PERIFOSINE Kushner BH, Cheung NV, Modak S, Becher OJ, Basu EM, Roberts SS, Kramer K, Dunkel IJ. A phase I/Ib trial 

targeting the Pi3k/Akt pathway using perifosine: Long-term progression-free survival of patients with resistant 

neuroblastoma. Int J Cancer. 2017 Jan 15;140(2):480-484. doi: 10.1002/ijc.30440. Epub 2016 Jun 30. PubMed PMID: 

27649927; PubMed Central PMCID: PMC5118186.

MK2206 Molife LR, Yan L, Vitfell-Rasmussen J, Zernhelt AM, Sullivan DM, Cassier PA, Chen E, Biondo A, Tetteh E, Siu LL, 

Patnaik A, Papadopoulos KP, de Bono JS, Tolcher AW, Minton S. Phase 1 trial of the oral AKT inhibitor MK-2206 

plus carboplatin/paclitaxel, docetaxel, or erlotinib in patients with advanced solid tumors. J Hematol Oncol. 2014 

Jan 3;7:1. doi: 10.1186/1756-8722-7-1. PubMed PMID: 24387695; PubMed Central PMCID: PMC3884022.

RIGOSERTIB Shyamala C SC, Steven M SM, Rosalie R, Erin P EP, Michael E ME, Patrick S PS, James F JF, Lewis R LR. A phase 1/2 

study of rigosertib in patients with myelodysplastic syndromes (MDS) and MDS progressed to acute myeloid 

leukemia. Leuk Res. 2018 01;64:10-16. pii: S0145-2126(17)30584-2. Epub 2017 Jun 11. PubMed PMID: 29144985

NUTLIN-3A Bill KL, Garnett J, Meaux I, Ma X, Creighton CJ, Bolshakov S, Barriere C, Debussche L, Lazar AJ, Prudner BC, 

Casadei L, Braggio D, Lopez G, Zewdu A, Bid H, Lev D, Pollock RE. SAR405838: A Novel and Potent Inhibitor of the 

MDM2:p53 Axis for the Treatment of Dedifferentiated Liposarcoma. Clin Cancer Res. 2016 Mar 1;22(5):1150-60. doi: 
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10.1158/1078-0432.CCR-15-1522. Epub 2015 Oct 16. PubMed PMID: 26475335; PubMed Central PMCID: 

PMC4775372.

TRAMETINIB Laganà A et al. Precision Medicine for Relapsed Multiple Myeloma on the Basis of an Integrative Multiomics 

Approach. JCO Precision Oncology 2018 :2, 1-17. doi: 10.1200/PO.18.00019

Ikeda M, Ioka T, Fukutomi A, Morizane C, Kasuga A, Takahashi H, Todaka A, Okusaka T, Creasy CL, Gorman S, 

Felitsky DJ, Kobayashi M, Zhang F, Furuse J. Efficacy and safety of trametinib in Japanese patients with advanced 

biliary tract cancers refractory to gemcitabine. Cancer Sci. 2018 Jan;109(1):215-224. doi: 10.1111/cas.13438. Epub 2017 

Dec 9. PubMed PMID: 29121415; PubMed Central PMCID: PMC5765304.

KIM, Richard D., et al. SWOG S1310: Randomized phase II trial of single agent MEK inhibitor trametinib vs. 5-

fluorouracil or capecitabine in refractory advanced biliary cancer. 2017.

Heuck CJ, Jethava Y, Khan R, van Rhee F, Zangari M, Chavan S, Robbins K, Miller SE, Matin A, Mohan M, Ali SM, 

Stephens PJ, Ross JS, Miller VA, Davies F, Barlogie B, Morgan G. Inhibiting MEK in MAPK pathway-activated 

myeloma. Leukemia. 2016 Apr;30(4):976-80. doi: 10.1038/leu.2015.208. Epub 2015 Jul 31. PubMed PMID: 26228812; 

PubMed Central PMCID: PMC4832073.

THALIDOMIDE Lee SM, James L, Buchler T, Snee M, Ellis P, Hackshaw A. Phase II trial of thalidomide with chemotherapy and as 

maintenance therapy for patients with poor prognosis small-cell lung cancer. Lung Cancer. 2008 Mar;59(3):364-8. 

Epub 2007 Oct 24. PubMed PMID: 17920723.

SELUMETINIB Ambrosini G, Pratilas CA, Qin LX, Tadi M, Surriga O, Carvajal RD, Schwartz GK. Identification of unique MEK-

dependent genes in GNAQ mutant uveal melanoma involved in cell growth, tumor cell invasion, and MEK 

resistance. Clin Cancer Res. 2012 Jul 1;18(13):3552-61. doi: 10.1158/1078-0432.CCR-11-3086. Epub 2012 May 1. 

PubMed PMID: 22550165; PubMed Central PMCID: PMC3433236.

VALPROIC ACID Hubaux R, Vandermeers F, Cosse JP, Crisanti C, Kapoor V, Albelda SM, Mascaux C, Delvenne P, Hubert P, Willems 

L. Valproic acid improves second-line regimen of small cell lung carcinoma in preclinical models. ERJ Open Res. 

2015 Oct;1(2):. doi: 10.1183/23120541.00028-2015. Epub 2015 Feb 19. PubMed PMID: 27730151; PubMed Central 

PMCID: PMC5005116.

FLUVASTATIN Li Y, He X, Ding Y, Chen H, Sun L. Statin uses and mortality in colorectal cancer patients: An updated systematic 

review and meta-analysis. Cancer Med. 2019 Jun;8(6):3305-3313. doi: 10.1002/cam4.2151. Epub 2019 May 8. 

PubMed PMID: 31069997; PubMed Central PMCID: PMC6558478.

ATORVASTATIN Li Y, He X, Ding Y, Chen H, Sun L. Statin uses and mortality in colorectal cancer patients: An updated systematic 

review and meta-analysis. Cancer Med. 2019 Jun;8(6):3305-3313. doi: 10.1002/cam4.2151. Epub 2019 May 8. 

PubMed PMID: 31069997; PubMed Central PMCID: PMC6558478.

OCTREOTIDE Li Y, He X, Ding Y, Chen H, Sun L. Statin uses and mortality in colorectal cancer patients: An updated systematic 

review and meta-analysis. Cancer Med. 2019 Jun;8(6):3305-3313. doi: 10.1002/cam4.2151. Epub 2019 May 8. 

PubMed PMID: 31069997; PubMed Central PMCID: PMC6558478.

PENTOSTATIN Li Y, He X, Ding Y, Chen H, Sun L. Statin uses and mortality in colorectal cancer patients: An updated systematic 

review and meta-analysis. Cancer Med. 2019 Jun;8(6):3305-3313. doi: 10.1002/cam4.2151. Epub 2019 May 8. 

PubMed PMID: 31069997; PubMed Central PMCID: PMC6558478.

RILUZOLE Dolfi SC, Medina DJ, Kareddula A, Paratala B, Rose A, Dhami J, Chen S, Ganesan S, Mackay G, Vazquez A, 

Hirshfield KM. Riluzole exerts distinct antitumor effects from a metabotropic glutamate receptor 1-specific inhibitor 

on breast cancer cells. Oncotarget. 2017 Jul 4;8(27):44639-44653. doi: 10.18632/oncotarget.17961. PubMed PMID: 

28591718; PubMed Central PMCID: PMC5546507.

CERDULATINIB Guo A, Lu P, Coffey G, Conley P, Pandey A, Wang YL. Dual SYK/JAK inhibition overcomes ibrutinib resistance in 

chronic lymphocytic leukemia: Cerdulatinib, but not ibrutinib, induces apoptosis of tumor cells protected by the 

microenvironment. Oncotarget. 2017 Feb 21;8(8):12953-12967. doi: 10.18632/oncotarget.14588. PubMed PMID: 

28088788; PubMed Central PMCID: PMC5355069.

TIVANTINIB Reuther C, Heinzle V, Spampatti M, Vlotides G, de Toni E, Spöttl G, Maurer J, Nölting S, Göke B, Auernhammer CJ. 

Cabozantinib and Tivantinib, but Not INC280, Induce Antiproliferative and Antimigratory Effects in Human 

Neuroendocrine Tumor Cells in vitro: Evidence for 'Off-Target' Effects Not Mediated by c-Met Inhibition. 

Neuroendocrinology. 2016;103(3-4):383-401. doi: 10.1159/000439431. Epub 2015 Aug 25. PubMed PMID: 26338447.

NAVITOCLAX de Vos S, Leonard JP, Friedberg JW, Zain J, Dunleavy K, Humerickhouse R, Hayslip J, Pesko J, Wilson WH. Safety 

and efficacy of navitoclax, a BCL-2 and BCL-XL inhibitor, in patients with relapsed or refractory lymphoid 

malignancies: results from a phase 2a study. Leuk Lymphoma. 2021 04;62(4):810-818. doi: 10.1080/10428194.

2020.1845332. Epub 2020 November 25. PubMed PMID: 33236943.

XELIRI Cui C, Shu C, Yang Y, Liu J, Shi S, Shao Z, Wang N, Yang T, Hu S. XELIRI compared with FOLFIRI as a second-line 

treatment in patients with metastatic colorectal cancer. Oncol Lett. 2014 Oct;8(4):1864-1872. Epub 2014 Jul 10. 

PubMed PMID: 25202427; PubMed Central PMCID: PMC4156196.

MEDI-573 Zhong H, Fazenbaker C, Breen S, Chen C, Huang J, Morehouse C, Yao Y, Hollingsworth RE. MEDI-573, alone or in 

combination with mammalian target of rapamycin inhibitors, targets the insulin-like growth factor pathway in 

sarcomas. Mol Cancer Ther. 2014 Nov;13(11):2662-73. doi: 10.1158/1535-7163.MCT-14-0144. Epub 2014 Sep 5. 

Erratum in: Mol Cancer Ther. 2015 Mar;14(3):844. PubMed PMID: 25193511.

ARV-110 Taavi Neklesa, Lawrence B Snyder, Ryan R Willard, Nicholas Vitale, Jennifer Pizzano, Deborah A Gordon, Mark 

Bookbinder, Jennifer Macaluso, Hanqing Dong, Caterina Ferraro, Gan Wang, Jing Wang, Craig M Crews, John 

Houston, Andrew P Crew, and Ian Taylor. ARV-110: An oral androgen receptor PROTAC degrader for prostate 

cancer. Journal of Clinical Oncology 37, no. 7_suppl (March 01, 2019) 259-259. doi: 10.1200/JCO.2019.37.7_suppl.

259

NAXITAMAB Jaume Mora, Godfrey Chi-Fung Chan, Daniel A. Morgenstern, Karsten Nysom, Melissa K Bear, Lene Worsaae Dalby, 

Steen Lisby, Brian H. Kushner; Pediatric Cancer Center Barcelona, Hospital Sant Joan de Déu, Barcelona, Spain; 

Queen Mary Hospital, University of Hong Kong, Pokfulam, China; Hospital for Sick Children, Toronto, ON, Canada; 
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Rigshospitalet, Copenhagen, Denmark; Riley Hospital for Children, Indianapolis, IN; Y-mAbs Therapeutics A/S, 

Hoersholm, Denmark; Memorial Sloan Kettering Cancer Center, New York, NY. Naxitamab, a new generation anti-

GD2 monoclonal antibody (mAb) for treatment of relapsed/refractory high-risk neuroblastoma (HR-NB). J Clin Oncol 

38: 2020 (suppl; abstr 10543). doi: 10.1200/JCO.2020.38.15_suppl.10543.

HER2-BBz-CAR T cells Nellan, Anandani, Christopher Rota, Robbie Majzner, Cynthia M. Lester-McCully, Andrea M. Griesinger, Jean M. 

Mulcahy Levy, Nicholas K. Foreman, Katherine E. Warren, and Daniel W. Lee. "Durable regression of 

Medulloblastoma after regional and intravenous delivery of anti-HER2 chimeric antigen receptor T cells." Journal for 

immunotherapy of cancer 6, no. 1 (2018): 30.

CILTACABTAGENE 

AUTOLEUCEL

Fan F (Xiaohu), Zhao W, Liu J, He A, Chen Y, Cao X, et al. Durable remissions with BCMA-specific chimeric antigen 

receptor (CAR)-modified T cells in patients with refractory/relapsed multiple myeloma. JCO. 2017 Jun 13;35

(18_suppl):LBA3001-LBA3001.

TRILACICLIB O'Shaughnessy J et al., PD1-06. Trilaciclib improves overall survival when given with gemcitabine/carboplatin in 

patients with metastatic triple-negative breast cancer: Final analysis of a randomized phase 2 trial. 2020 San 

Antonio Breast Cancer Symposium. Abstract PD1-06.

TRABECTEDIN Preusser M, Spiegl-Kreinecker S, Lötsch D, Wöhrer A, Schmook M, Dieckmann K, Saringer W, Marosi C, Berger W. 

Trabectedin has promising antineoplastic activity in high-grade meningioma. Cancer. 2012 Oct 15;118(20):5038-49. 

doi: 10.1002/cncr.27460. Epub 2012 Dec 05. PubMed PMID: 22392434.

Metarrestin Kanis MJ, Qiang W, Pineda M, Maniar KP, Kim JJ. A small molecule inhibitor of the perinucleolar compartment, 

ML246, attenuates growth and spread of ovarian cancer. Gynecol Oncol Res Pract. 2018;5:7. doi: 10.1186/s40661-

018-0064-2. Epub 2018 Jul 02. PubMed PMID: 30305911; PubMed Central PMCID: PMC6167785.

ZOLEDRONIC ACID Conry RM, Rodriguez MG, Pressey JG. Zoledronic acid in metastatic osteosarcoma: encouraging progression free 

survival in four consecutive patients. Clin Sarcoma Res. 2016 Apr 28;6:6. doi: 10.1186/s13569-016-0046-2. 

eCollection 2016. PubMed PMID: 27127605; PubMed Central PMCID: PMC4848872.

CD30 CAR T-cells Hong LK, Chen Y, Smith CC, Montgomery SA, Vincent BG, Dotti G, Savoldo B. CD30-Redirected Chimeric Antigen 

Receptor T Cells Target CD30+ and CD30- Embryonal Carcinoma via Antigen-Dependent and Fas/FasL 

Interactions. Cancer Immunol Res. 2018 10;6(10):1274-1287. doi: 10.1158/2326-6066.CIR-18-0065. Epub 2018 Aug 07. 

PubMed PMID: 30087115.

SIROLIMUS Benson C, Vitfell-Rasmussen J, Maruzzo M, Fisher C, Tunariu N, Mitchell S, Al-Muderis O, Thway K, Larkin J, Judson 

I. A retrospective study of patients with malignant PEComa receiving treatment with sirolimus or temsirolimus: the 

Royal Marsden Hospital experience. Anticancer Res. 2014 Jul;34(7):3663-8. PMID: 24982384.

FOLFOX Jin CH, Wang AH, Chen JM, Li RX, Liu XM, Wang GP, Xing LQ. Observation of curative efficacy and prognosis 

following combination chemotherapy with celecoxib in the treatment of advanced colorectal cancer. J Int Med Res. 

2011;39(6):2129-40. PubMed PMID: 22289528.

NILOTINIB Wei J, Freytag M, Schober Y, Nockher WA, Mautner VF, Friedrich RE, Manley PW, Kluwe L, Kurtz A. Nilotinib is more 

potent than imatinib for treating plexiform neurofibroma in vitro and in vivo. PLoS One. 2014 Oct 23;9(10):e107760. 

doi: 10.1371/journal.pone.0107760. eCollection 2014. PubMed PMID: 25340526; PubMed Central PMCID: 

PMC4207688.

AZD4547 Liu L, Ye TH, Han YP, Song H, Zhang YK, Xia Y, Wang NY, Xiong Y, Song XJ, Zhu YX, Li de L, Zeng J, Ran K, Peng 

CT, Wei YQ, Yu LT. Reductions in myeloid-derived suppressor cells and lung metastases using AZD4547 treatment 

of a metastatic murine breast tumor model. Cell Physiol Biochem. 2014;33(3):633-45. doi: 10.1159/000358640. Epub 

2014 Mar 4. PubMed PMID: 24642893.

PROPRANOLOL Pasquier E, André N, Street J, Chougule A, Rekhi B, Ghosh J, Philip DSJ, Meurer M, MacKenzie KL, Kavallaris M, 

Banavali SD. Effective Management of Advanced Angiosarcoma by the Synergistic Combination of Propranolol and 

Vinblastine-based Metronomic Chemotherapy: A Bench to Bedside Study. EBioMedicine. 2016 Apr;6:87-95. doi: 

10.1016/j.ebiom.2016.02.026. Epub 2016 Feb 17. PubMed PMID: 27211551; PubMed Central PMCID: PMC4856748.

PRACINOSTAT Chen J, Li N, Liu B, Ling J, Yang W, Pang X, Li T. Pracinostat (SB939), a histone deacetylase inhibitor, suppresses 

breast cancer metastasis and growth by inactivating the IL-6/STAT3 signalling pathways. Life Sci. 2020 May 01;248:

117469. doi: 10.1016/j.lfs.2020.117469. Epub 2020 February 25. PubMed PMID: 32109485.

MIDOSTAURIN Yoshikawa N, Nakamura K, Yamaguchi Y, Kagota S, Shinozuka K, Kunitomo M. Effect of PKC412, a selective 

inhibitor of protein kinase C, on lung metastasis in mice injected with B16 melanoma cells. Life Sci. 2003 Feb 7;72

(12):1377-87. PubMed PMID: 12527035.

NEO1132 Ryan KR, Giles F, Morgan GJ. Targeting both BET and CBP/EP300 proteins with the novel dual inhibitors NEO2734 

and NEO1132 leads to anti-tumor activity in Multiple Myeloma. Eur J Haematol. 2020 Sep 30;:. doi: 10.1111/ejh.13525. 

Epub 2020 Oct 30. PubMed PMID: 32997383.

MIBG Riad R, Kotb M, Omar W, Zaher A, Khalafalla K, Fawzy M, El-Wakil M, Ebeid E. Role of 131-I MIBG Therapy in the 

Treatment of Advanced Neuroblastoma. J Egypt Natl Canc Inst. 2009 Mar;21(1):51-8. PubMed PMID: 20601971.

CAPMATINIB Reuther C, Heinzle V, Spampatti M, Vlotides G, de Toni E, Spöttl G, Maurer J, Nölting S, Göke B, Auernhammer CJ. 

Cabozantinib and Tivantinib, but Not INC280, Induce Antiproliferative and Antimigratory Effects in Human 

Neuroendocrine Tumor Cells in vitro: Evidence for 'Off-Target' Effects Not Mediated by c-Met Inhibition. 

Neuroendocrinology. 2016;103(3-4):383-401. doi: 10.1159/000439431. Epub 2015 Aug 25. PubMed PMID: 26338447.

PANOBINOSTAT Crisanti MC, Wallace AF, Kapoor V, Vandermeers F, Dowling ML, Pereira LP, Coleman K, Campling BG, Fridlender 

ZG, Kao GD, Albelda SM. The HDAC inhibitor panobinostat (LBH589) inhibits mesothelioma and lung cancer cells in 

vitro and in vivo with particular efficacy for small cell lung cancer. Mol Cancer Ther. 2009 Aug;8(8):2221-31. doi: 

10.1158/1535-7163.MCT-09-0138. Epub 2009 Aug 11. PubMed PMID: 19671764; PubMed Central PMCID: 

PMC3605895.

de Marinis F, Atmaca A, Tiseo M, Giuffreda L, Rossi A, Gebbia V, D'Antonio C, Dal Zotto L, Al-Batran SE, Marsoni S, 

Wolf M. A phase II study of the histone deacetylase inhibitor panobinostat (LBH589) in pretreated patients with 

small-cell lung cancer. J Thorac Oncol. 2013 Aug;8(8):1091-4. doi: 10.1097/JTO.0b013e318293d88c. PubMed PMID: 

23857399.
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MELPHALAN Tweddle DA, Malcolm AJ, Bown N, Pearson AD, Lunec J. Evidence for the development of p53 mutations after 

cytotoxic therapy in a neuroblastoma cell line. Cancer Res. 2001 Jan 1;61(1):8-13. PubMed PMID: 11196202.

DOVITINIB Milowsky MI, Dittrich C, Durán I, Jagdev S, Millard FE, Sweeney CJ, Bajorin D, Cerbone L, Quinn DI, Stadler WM, 

Rosenberg JE, Lochheed M, Sen P, Squires M, Shi M, Sternberg CN. Phase 2 trial of dovitinib in patients with 

progressive FGFR3-mutated or FGFR3 wild-type advanced urothelial carcinoma. Eur J Cancer. 2014 Dec;50(18):

3145-52. doi: 10.1016/j.ejca.2014.10.013. Epub 2014 Oct 30. PubMed PMID: 25457633.

ROMIDEPSIN Otterson GA, Hodgson L, Pang H, Vokes EE; Cancer and Leukemia Group B. Phase II study of the histone 

deacetylase inhibitor Romidepsin in relapsed small cell lung cancer (Cancer and Leukemia Group B 30304). J 

Thorac Oncol. 2010 Oct;5(10):1644-8. doi: 10.1097/JTO.0b013e3181ec1713. PubMed PMID: 20871263; PubMed 

Central PMCID: PMC3782083.

DASATINIB Kluger HM, Dudek AZ, McCann C, Ritacco J, Southard N, Jilaveanu LB, Molinaro A, Sznol M. A phase 2 trial of 

dasatinib in advanced melanoma. Cancer. 2011 May 15;117(10):2202-8. doi: 10.1002/cncr.25766. Epub 2010 Nov 29. 

PubMed PMID: 21523734; PubMed Central PMCID: PMC3116034.

Schuetze SM, Bolejack V, Choy E, Ganjoo KN, Staddon AP, Chow WA, Tawbi HA, Samuels BL, Patel SR, von Mehren 

M, D'Amato G, Leu KM, Loeb DM, Forscher CA, Milhem MM, Rushing DA, Lucas DR, Chugh R, Reinke DK, Baker LH. 

Phase 2 study of dasatinib in patients with alveolar soft part sarcoma, chondrosarcoma, chordoma, epithelioid 

sarcoma, or solitary fibrous tumor. Cancer. 2017 Jan 1;123(1):90-97. doi: 10.1002/cncr.30379. Epub 2016 Oct 3. 

PubMed PMID: 27696380.

Chee CE, Krishnamurthi S, Nock CJ, Meropol NJ, Gibbons J, Fu P, Bokar J, Teston L, O'Brien T, Gudena V, Reese A, 

Bergman M, Saltzman J, Wright JJ, Dowlati A, Brell J. Phase II study of dasatinib (BMS-354825) in patients with 

metastatic adenocarcinoma of the pancreas. Oncologist. 2013;18(10):1091-2. doi: 10.1634/theoncologist.2013-0255. 

Epub 2013 Sep 26. PubMed PMID: 24072218; PubMed Central PMCID: PMC3805150.

Evans TRJ, Van Cutsem E, Moore MJ, Bazin IS, Rosemurgy A, Bodoky G, Deplanque G, Harrison M, Melichar B, 

Pezet D, Elekes A, Rock E, Lin C, Strauss L, O'Dwyer PJ. Phase 2 placebo-controlled, double-blind trial of dasatinib 

added to gemcitabine for patients with locally-advanced pancreatic cancer. Ann Oncol. 2017 Feb 1;28(2):354-361. 

doi: 10.1093/annonc/mdw607. PubMed PMID: 27998964.

FK866 Thakur BK, Dittrich T, Chandra P, Becker A, Kuehnau W, Klusmann JH, Reinhardt D, Welte K. Involvement of p53 in 

the cytotoxic activity of the NAMPT inhibitor FK866 in myeloid leukemic cells. Int J Cancer. 2013 Feb 15;132(4):766-

74. doi: 10.1002/ijc.27726. PubMed PMID: 22815158; PubMed Central PMCID: PMC3562481.

GEFITINIB Murray S, Bobos M, Angouridakis N, Nikolaou A, Linardou H, Razis E, Fountzilas G. Screening for EGFR Mutations in 

Patients with Head and Neck Cancer Treated with Gefitinib on a Compassionate-Use Program: A Hellenic 

Cooperative Oncology Group Study. J Oncol. 2010;2010:709678. doi: 10.1155/2010/709678. Epub 2011 Jan 3. 

PubMed PMID: 21274259; PubMed Central PMCID: PMC3022192.

Oizumi S, Kobayashi K, Inoue A, Maemondo M, Sugawara S, Yoshizawa H, Isobe H, Harada M, Kinoshita I, Okinaga 

S, Kato T, Harada T, Gemma A, Saijo Y, Yokomizo Y, Morita S, Hagiwara K, Nukiwa T. Quality of life with gefitinib in 

patients with EGFR-mutated non-small cell lung cancer: quality of life analysis of North East Japan Study Group 002 

Trial. Oncologist. 2012;17(6):863-70. doi: 10.1634/theoncologist.2011-0426. Epub 2012 May 11. PubMed PMID: 

22581822; PubMed Central PMCID: PMC3380886.

Arteaga CL, Johnson DH. Tyrosine kinase inhibitors-ZD1839 (Iressa). Curr Opin Oncol. 2001 Nov;13(6):491-8. Review. 

PubMed PMID: 11673690.

Moasser MM, Basso A, Averbuch SD, Rosen N. The tyrosine kinase inhibitor ZD1839 ("Iressa") inhibits HER2-driven 

signaling and suppresses the growth of HER2-overexpressing tumor cells. Cancer Res. 2001 Oct 1;61(19):7184-8. 

PubMed PMID: 11585753.

Bell DW, Lynch TJ, Haserlat SM, Harris PL, Okimoto RA, Brannigan BW, Sgroi DC, Muir B, Riemenschneider MJ, 

Iacona RB, Krebs AD, Johnson DH, Giaccone G, Herbst RS, Manegold C, Fukuoka M, Kris MG, Baselga J, Ochs JS, 

Haber DA. Epidermal growth factor receptor mutations and gene amplification in non-small-cell lung cancer: 

molecular analysis of the IDEAL/INTACT gefitinib trials. J Clin Oncol. 2005 Nov 1;23(31):8081-92. Epub 2005 Oct 3. 

PubMed PMID: 16204011.

SAPITINIB "Barlaam B, Anderton J, Ballard P, Bradbury RH, Hennequin LF, Hickinson DM, Kettle JG, Kirk G, Klinowska T, 

Lambert-van der Brempt C, Trigwell C, Vincent J, Ogilvie D. Discovery of AZD8931, an Equipotent, Reversible 

Inhibitor of Signaling by EGFR, HER2, and HER3 Receptors. ACS Med Chem Lett. 2013 May 31;4(8):742-6. doi: 

10.1021/ml400146c. eCollection 2013 Aug 8. PubMed PMID: 24900741; PubMed Central PMCID: PMC4027407. "

Nagano M, Kohsaka S, Ueno T, Kojima S, Saka K, Iwase H, Kawazu M, Mano H. High-throughput functional 

evaluation of variants of unknown significance in ERBB2. Clin Cancer Res. 2018 Jul 2. pii: clincanres.0991.2018. doi: 

10.1158/1078-0432.CCR-18-0991. [Epub ahead of print] PubMed PMID: 29967253.

VEMURAFENIB Shen CH, Kim SH, Trousil S, Frederick DT, Piris A, Yuan P, Cai L, Gu L, Li M, Lee JH, Mitra D, Fisher DE, Sullivan RJ, 

Flaherty KT, Zheng B. Loss of cohesin complex components STAG2 or STAG3 confers resistance to BRAF inhibition 

in melanoma. Nat Med. 2016 Sep;22(9):1056-61. doi: 10.1038/nm.4155. Epub 2016 Aug 8. PubMed PMID: 27500726; 

PubMed Central PMCID: PMC5014622.
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APPENDIX

1001, IPI-145, IPI-493, IPI-504, IPI-549, ITF2357, JNJ-26481585, JNJ-26483327, JNJ-26854165, JNJ-38877605, JNJ-42756493, JNJ-61186372, 

KA2237, KAI-1678, KOS-1022, KTN0158, KU55933, KW-2478, LBT613, LDK378, LESTAURTINIB, LGX818, LINIFANIB, LOP628, LORLATINIB, 

LUCITANIB, LXS196, LY2606368, LY287445, LY-2874455, LY2875358, LY294002, LY3023414, LY3039478, LY3076226, LY3164530, M344, 

MASITINIB, MATUZUMAB, MC1568, ME-344, ME-401, MEDI4276, MEHD7945A, MEK162, MFGR1877S, MGAH22, MGCD0103, MGCD265, MI-773, 

MK0752, MK-1496, MK-1775, MK-2461, MK-7965, MK-8242, MK-8776, MLN0128, MLN1117, MM-111, MM-151, MM-302, MOMELOTINIB, MOTESANIB, 

MPC-3100, MPT0E028, MR1-1, MRX34, MSC2156119J, NIMESULIDE, NIMOTUZUMAB, NMS-1286937, NMS-E973, NMS-P937, NS-018, NS-398, 

NVP-BEP800, OBP-801, ODM-203, ON-01910, ONARTUZUMAB, ORANTINIB, OSI-027, OSI-930, P1446A-05, P276-00, P7170, PACRITINIB, 

PARECOXIB, PCI-34051, PD-0166285, PD0325901, PD184352, PD98059, PEFICITINIB, PEGDINETANIB, PELITINIB, PEPIDH1M, PEXIDARTINIB, 

PF-00337210, PF-02341066, PF-03084014, PF-03446962, PF-04217903, PF-04691502, PF-04965842, PF-06459988, PF-06463922, PF-

06747775, PF-477736, PHA-793887, PHA-848125AC, PKI-166, PKI179, PKI-587, PLX-5622, PLX8394, PLX-9486, POZIOTINIB, PQR309, 

PRT062070, PU-H71, PWT143, PWT33597, PX-478, PX-866, PYROTINIB, QUIZARTINIB, R547, RAF265, RDEA119, REBASTINIB, RG1530, RGB-

286638, RIDAFOROLIMUS, RILOTUMUMAB, RINDOPEPIMUT, Ro3280, RO4929097, RO4987655, RO5045337, RO5083945, RO5126766, 

RO5212054, RO5503781, RO6839921, ROCILETINIB, RP6530, RUBOXISTAURIN, RXDX-101, S-222611, S49076, SAIT301, SAPITINIB, SAR125844, 

SAR260301, SB939, SCH-900776, SEMAGACESTAT, SEMAXANIB, SF1126, SGX523, SHP-141, SIMOTINIB, SNDX-275, SNS-032, SNX-2112, SNX-

5422 mesylate, SOLCITINIB, SOTRASTAURIN, STA-9090, SU-014813, SU-11274, SU9516, SULFATINIB, Sym004, TAK-165, TAK-285, TAK-733, 

TANDUTINIB, TAREXTUMAB, TAS-120, TASELISIB, TELATINIB, TEPOTINIB, TESEVATINIB, TEW-7197, TG02, TG100-115, TG100-801, TG101348, 

TGR-1202, TIVANTINIB, TIVOZANIB, TSA, TSR-011, TSU-68, U0126, UCN-01, VARLITINIB, VATALANIB, VELIPARIB, VER155008, VER-49009, VER-

50589, VS-5584, VX-970, WP1066, WX-037, WX-554, X-396, X-82, XL019, XL147, XL-281, XL647, XL765, XL-820, XL888, XL-999, 

ZALUTUMUMAB, ZD4547, ZM336372, ZSTK474

Functional description of the genes is provided by UniProt (Universal Protein Resource).
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