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To broaden patient participation in cancer clinical trials, the US 
Food and Drug Administration (FDA) in March released four 
draft guidance documents on cancer clinical trial eligibility 
criteria and one final guidance document on including 
adolescents in adult oncology trials.

These guidance documents provide recommendations on how 
sponsors can safely and effectively broaden clinical trial criteria to 
include certain patient populations—in particular, paediatric patients, 
patients with human immunodeficiency virus (HIV), hepatitis B virus 
(HBV), or hepatitis C virus (HCV) infections, and patients with brain 
metastases.

“A clinical trial that’s more representative of the patient population 
can maximise the generalisability of the trial results and the ability 
to understand the therapy’s benefit-risk profile across the patient 
population likely to receive the drug in clinical practice,” former FDA 
Commissioner Scott Gottlieb, MD, said in a March 12 statement.

The four draft guidance documents, which were developed by the 
FDA with input from the American Society of Clinical Oncology and 
the Friends of Cancer Research, include:
•	 Cancer Clinical Trial Eligibility Criteria: Minimum Age for 

Pediatric Patients; Draft Guidance for Industry
•	 Cancer Clinical Trial Eligibility Criteria: Patients with HIV, 

Hepatitis B Virus or Hepatitis C Virus Infections; Draft 
Guidance for Industry

•	 Cancer Clinical Trial Eligibility Criteria: Patients with Organ 
Dysfunction or Prior or Concurrent Malignancies; Draft 
Guidance for Industry

•	 Cancer Clinical Trial Eligibility Criteria: Brain Metastases; 
Draft Guidance for Industry

The final guidance, Considerations for the Inclusion of 
Adolescent Patients in Adult Oncology Clinical Trials, is the 
final version of the draft guidance of the same name issued 
on June 4, 2018. All five of the guidance documents note that 
sponsors should provide rationale for cases in which it is suitable 
to exclude patients from a given trial protocol. 

Minimum Age for Paediatric Patients
The draft guidance on paediatric patients discusses the minimum 
age eligibility criteria in cancer clinical trials and addresses 
specific situations in which the inclusion of paediatric patients 
may be appropriate based on disease biology and clinical course, 
the molecular target of the investigational drug, and/or its 
molecular mechanism.

According to the draft guidance, the eligibility of a specific 
paediatric population for a cancer clinical trial should be considered 

FDA Expands Eligibility for Cancer Trials in 
Five Guidance Documents

when there is clinical evidence or a strong scientific rationale to 
suggest that paediatric patients with a specific cancer diagnosis, 
histologic subtype, or tumour associated with the same relevant 
molecular target may benefit, and when there is compelling non-
clinical and/or adequate clinical information to sufficiently justify 
patient risk.

Considerations for Patients with HIV, HBV, or HCV Infections
Making cancer trial eligibility more inclusive of patients with HIV, 
HBV, or HCV infections is justified in many cases and may accelerate 
the development of effective therapies in cancer patients with these 
infections, according to the draft guidance on this topic.  

Eligibility criteria that address requirements regarding concurrent 
antiviral and other therapies and the degree of immunocompetence 
in patients with HIV, HBV, or HCV infections should be designed 
in a manner that is appropriate for a particular type of cancer, 
investigational drug, and intended use population, the draft guidance 
says. 

Considerations for Patients with Organ Dysfunction,  
or Previous or Concurrent Cancers
By excluding patients from cancer clinical trials who have major 
organ dysfunction or previous or concurrent cancers, trials favour 
younger patients and may not fully represent the population for 
whom the drug will be indicated, as noted in the draft guidance on 
this topic. 

When it comes to patients with organ dysfunction, the draft 
guidance says that where pharmacokinetics (PK) and major routes 
of elimination in humans are not well understood, it is reasonable 
to only enroll patients with relatively preserved organ function 
in cancer clinical trials. However, as data on toxicity, PK, and/or 
pharmacodynamics (PD) become available during drug development, 
protocols should be revised to include patients with compromised 
organ function where safe parameters regarding dosage adjustments 
have been determined, according to the guidance.

Patients with prior or concurrent second primary malignancy 
whose natural history or treatment does not have the potential to 
interfere with the safety or efficacy assessment of the investigational 
drug should generally be eligible for enrolment in clinical trials, the 
draft guidance says. 

Considerations for Patients with Brain Metastases
Clinical trials generally have either excluded all patients with known 
brain metastases or restricted enrolment to subgroups of those 
patients (e.g., those with treated and clinically stable brain metastases), 
the draft guidance on this topic mentions. Excluding patients with 
brain metastases may result in the assessment of an investigational 
drug’s efficacy or safety that does not fully represent the patient 
population that will be prescribed the drug in clinical practice.
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According to the draft guidance, patients with brain metastases 
should be included in clinical trials in a way that contributes to a 
greater understanding of the efficacy and safety profile of the 
investigational drug while maintaining patient safety. Patients with 
cancers that commonly metastasise to the brain should be included 
in early drug development trials, either in separate cohorts or in 
cohorts with planned subset analyses to assess preliminary efficacy 
and toxicity in patients with brain metastases. 

Inclusion of Adolescents in Adult Oncology Clinical Trials
The FDA recommends the inclusion of adolescent patients in disease-
appropriate and target-appropriate adult oncology clinical trials to 
enable earlier access to investigational and approved drugs for 
adolescent patients with cancer, according to the draft guidance on 
this topic. The draft guidance discusses the following topics:

•	 appropriate criteria for the inclusion of adolescent patients 
in adult oncology clinical trials at various states of drug 
development;

•	 dosing and pharmacokinetic and pharmacodynamic 
evaluations;

•	 safety monitoring; and
•	 ethical considerations. 


