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Ten Best Readings Relating to  
Clinical and Translational Research

Sleijfer S, Bogaerts J, Siu LL. Designing transforma-
tive clinical trials in the cancer genome era. J Clin 
Oncol. 2013;31(15):1834-1841.

The use of molecular profiling in clinical practice is 
increasing. Using genomic sequencing, cancers can be 
classified into molecular subsets. However, designing 
clinical trials for these molecular subsets is challeng-
ing secondary to the few numbers of available patients. 
Newer clinical trial designs are needed to identify novel 
anticancer therapy based on molecularly defined subsets.

Ji Y, Wang SJ. Modified toxicity probability interval 
design: a safer and more reliable method than the  
3 + 3 design for practical phase I trials. J Clin Oncol. 
2013;31(14):1785-1791.

The 3 + 3 design is the most commonly used dose 
escalation scheme in phase 1 clinical trials. In simula-
tion studies, adaptive designs, including the modified 
toxicity probability interval (mTPI), have been shown to 
be more efficient in identifying the maximum tolerated 
dose. Software is provided free of cost for utilizing the 
mTPI design.

Jardim DL, Hess KR, Lorusso P, et al. Predictive value 
of phase I trials for safety in later trials and final ap-
proved dose: analysis of 61 approved cancer drugs. 
Clin Cancer Res. 2014;20(2):281-288.

Dosing based on phase 1 trials was associated with 
a low toxicity-related death rate in later trials. The ability 
to predict relevant toxicities correlates with the number 
of patients in the initial phase 1 trial. The final dose ap-
proved was within 20% of the recommended phase 2 
dose in 73% of assessed trials.

Manji A, Brana I, Amir E, et al. Evolution of clinical 
trial design in early drug development: systematic 
review of expansion cohort use in single-agent phase 
I cancer trials. J Clin Oncol. 2013;31(33):4260-4267.

The use of expansion cohorts has increased with 
time. Safety and efficacy are common objectives, but 
26% of these cohorts fail to report explicit aims. Expan-
sion cohorts may provide useful supplementary data for 
phase 1 trials, particularly with regard to toxicity and 
defining the recommended dose for phase 2 studies.

Townsley CA, Selby R, Siu LL. Systematic review of  
barriers to the recruitment of older patients with  
cancer onto clinical trials. J Clin Oncol. 2005;23(13): 
3112-3124.

Physician education to dispel unfounded percep-
tions, improved access to available clinical trials, and the 
provision of personnel and resources to accommodate 
the unique requirements of an older population are pos-
sible solutions to remove the barriers of ageism.

Goede V, Fischer K, Busch R, et al. Obinutuzumab 
plus chlorambucil in patients with CLL and coexisting 
conditions. N Engl J Med. 2014;370(12):1101-1110.

Combining an anti-CD20 antibody with chemo-
therapy improved outcomes in patients with chronic 
lymphocytic leukemia and coexisting conditions. In this 
patient population, obinutuzumab was superior to ritux-
imab when each drug was combined with chlorambucil.

Flaherty KT, Infante JR, Daud A, et al. Combined 
BRAF and MEK inhibition in melanoma with BRAF 
V600 mutations. N Engl J Med. 2012;367(18): 
1694-1703.

Dabrafenib and trametinib were safely combined 
at full monotherapy doses. The rate of pyrexia was 
increased with combination therapy, whereas the rate 
of proliferative skin lesions was not significantly re-
duced. Progression-free survival rates were signifi-
cantly improved.

Wagle N, Van Allen EM, Treacy DJ, et al. MAP kinase 
pathway alterations in BRAF-mutant melanoma  
patients with acquired resistance to combined RAF/
MEK inhibition. Cancer Discov. 2014;4(1):61-68. 

The continued MAPK signaling–based resistance 
identified in patients with BRAF-mutant melanoma sug-
gests that an alternative dosing of current agents, more 
potent RAF/MEK inhibitors, and/or inhibition of the 
downstream kinase ERK may be needed for durable 
control of BRAF-mutant melanoma.

Sosman JA, Kim KB, Schuchter L, et al. Survival in 
BRAF V600-mutant advanced melanoma treated with 
vemurafenib. N Engl J Med. 2012;366(8):707-714.

Vemurafenib induces clinical responses in more 
than one-half of patients with previously treated BRAF 
V600-mutant metastatic melanoma. In this study with 
lengthy follow-up, the median overall survival rate was 
approximately 16 months.

Okazaki T, Honjo T. The PD-1-PD-L pathway in im-
munological tolerance. Trends Immunol. 2006;27 
(4):195-201.

The authors review recent studies on the role of 
programmed cell death 1 (PD-1) in immunological tol-
erance and discuss the possible clinical applications of 
manipulating PD-1.
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