SessionName: Phase | Trials

Educational Objectives:

1. Formulate the objectives and endpoints of interest in a phase | clinical trial.

2. Understand the basic concepts of dose-limiting toxicity, maximum administered dose,
optimal biological dose, recommended phase IlI dose, pharmacokinetics and
pharmacodynamics.

3. Select a safe starting dose/schedule, eligible patient population and appropriate dose
escalation method for a phase I clinical trial.

4. Examine a variety of rule-based and model-based dose escalation methods commonly
utilized in phase | clinical trials.

References:

Adjei AA. What is the right dose? The elusive optimal biologic dose in phase | clinical

trials. J Clin Oncol 24(25):4054-5, 2006.

Agrawal M, Emanuel EJ. Ethics of phase 1 oncology studies: reexamining the arguments

and data. JAMA 290:1075-1082, 2003.

Agrawal M, Grady C, Fairclough DL, et al. Patients’ decision-making process regarding

participation in phase I oncology research. J Clin Oncol 24:4479-4484, 2006.

Daugherty CK, Ratain MJ, Minami H, et al. Study of cohort-specific consent and patient

control in phase | cancer trials. J Clin Oncol 16:2305-2312, 1998.

Eisenhauer EA, O'Dwyer PJ, Christian M, Humphrey JS. Phase | clinical trial design in

cancer drug development. J Clin Oncol 18:684-692, 2000.



Horstmann E, McCabe MS, Grochow L, et al. Risks and benefits of phase 1 oncology

trials, 1991 through 2002. N Engl J Med 352:895-904, 2005.

Korn EL, Arbuck SG, Pluda JM, et al. Clinical trial designs for cytostatic agents: are new

approaches needed? J Clin Oncol 19:265-72, 2001.

Koyfman SA, Agrawal M, Garrett-Mayer E, et al. Risks and benefits associated with

novel phase 1 oncology trial designs. Cancer 110:1115-24, 2007.

Le Tourneau C, Lee JJ, Siu LL. Dose escalation methods in phase | cancer clinical trials.

J Natl Cancer Inst 101;1-13, 2009.

Le Tourneau C, Razak AR, Gan HK, et al. Heterogeneity in the definition of dose-
limiting toxicity in phase | cancer clinical trials of molecularly targeted agents: A review

of the literature. Eur J Cancer 47:1468-1475, 2011.

Meropol NJ, Weinfurt KP, Burnett CB, et al. Perceptions of patients and physicians
regarding phase | cancer clinical trials: implications for physician-patient communication.

J Clin Oncol 21:2589-2596, 2003.

Parulekar WR, Eisenhauer EA. Phase | trial design for solid tumor studies of targeted,

non-cytotoxic agents: theory and practice. J Natl Cancer Inst 96:990-997, 2004.

Postel-Vinay S, Gomez-Roca C, Molife LR, et al. Phase | trials of molecularly targeted
agents : should we pay more attention to late toxicities ? J Clin Oncol 29 :1728-1735,

2011.



Roberts TG, Goulart BH, Squitieri L, et al. Trends in the risks and benefits to patients

with cancer participating in phase 1 clinical trials. JAMA 292:2130-2140, 2004.

Simon R, Freidlin B, Rubinstein L, Arbuck SG, Collins J, Christian MC. Accelerated
titration designs for phase | clinical trials in oncology. J Natl Cancer Inst 89:1138-1147,

1997.

Simon R. Clinical trial designs for therapeutic cancer vaccines. Cancer Treat Res.

123:339-50, 2005.

Strevel EL, Chau NG, Pond GR, et al. Improving the quality of abstract reporting for

phase | cancer trials. Clin Cancer Res 14:1782-7, 2008.





