Y U.S. FOOD & DRUG

ADMINISTRATION

History of FDA Guidance on Drug
Evaluation in Older Adult Patients

S W Johnny Lau, RPh, PhD, DABCP
Center for Drug Evaluation and Research
Office of Translational Sciences
Office of Clinical Pharmacology

Roadmap to 2030 for New Drug Evaluation in Older Adults Workshop; March 23, 2021



Disclaimer

* This presentation reflects the views and
opinions of the presenter and does not
represent the views, opinions, and policies of
the Food and Drug Administration.

* This presenter declares no conflict of interest.



Outline

Background

Development of regulations, guidelines, and
guidances in the US - history and current
status

Enrollment of older adults in clinical trials
Take-home messages

Acknowledgements




Background

Older adult patients are the main consumers of medications.
This is the fundamental difference between geriatric patients
and pediatric patients.

For the current thinking of the FDA on certain topics, the FDA
communicates with the stakeholders via guidance documents.

Drug product label or “package insert” is an important tool to
communicate critical information of the drug product to
prescribers or health-care providers.
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Regulatory Development in the US
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ICH E7 Update 2012

Guidance for Industry

E7 Studies in Support of
Special Populations:
Geriatrics

Questions and Answers

U.S. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)
Center for Biologics Evaluation and Research (CBER)

February 2012
ICH

https://www.fda.gov/media/78220/download
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100 patients are unlikely to be sufficient (aging Baby Boomers);
include representative number of older adult patients

Present data for 4 age groups to assess consistency of treatment
efficacy and safety with non-older adult patients:

<65
65-74
75 -84
285

Emphasize studying patients 2 75 years of age.

Avoid arbitrary upper age limits in clinical trials.

Encourage inclusion of patients with concomitant illnesses.

Prefer inclusion of older adult patients in the pivotal Phase 3 trials,
not in separate trials.

Study PK of older adult patients:

Entire spectrum of the older adult patient population to
identify age-related differences not explained by other factors
(renal and weight)

If enough number of patients in different age ranges
(including patients 2 65 and 2 75 years) is included in the
clinical trials, then population PK analysis could provide such
data.
Or, a specific PK study comparing non-older adult and older
adult participants in the same study (matched for relevant
covariates such as weight and sex) could be performed.
Cerreta et al. J Nutr Health Aging 2015



FDASIA’s Section 907

SEC. 907. REPORTING OF INCLUSION OF DEMOGRAPHIC SUBGROUPS
IN CLINICAL TRIALS AND DATA ANALYSIS IN APPLICA-
TIONS FOR DRUGS, BIOLOGICS, AND DEVICES.

(a) REPORT.—
(1) IN GENERAL.—Not later than 1 vear after the date

of enactment of this Act, the Secretary, acting through the
Commissioner, shall publish on the Internet Web site of the
Food and Drug Administration a report, consistent with the
regulations of the Food and Drug Administration pertaining
to the protection of sponsors’ confidential commercial informa-
tion as of the date of enactment of this Act, addressing the
extent to which clinical trial participation and the inclusion
of safety and effectiveness data by demographic subgroups
inc[Uding seX, age, race, and ethnicity, 1s 1ncluded 1In applica-
tions submitteaﬂfo the Food and Drug Administration, and
shall provide such publication to Congress.

FDASIA = Food and Drug Administration Safety and Innovation Act
In 2012, the Section 907 of FDASIA directed the FDA to issue a report within 1
year and an action plan in the following year to Congress.

PUBLIC LAW 112-144—JULY 9, 2012 126 STAT. 1093



The 2013 FDA Report to Congress

FDA Report * Describes the

Collection, Analysis, and demographics and
Availability of Demographic subset analyses for 72

Subgroup Data for approved applications
FDA-Approved Medical in 2011 from:
Products
August 2013 — CDER (24 drugs + 6
biologics)

— CBER (5 biologics)
— CDRH (37 devices)

P
.'—j"_ / m U.S. Department of Health and Human Services
";_'_ r A Food and Drug Administration



The 2014 FDA Action Plan to Congress

FDA Report

Has 3 priorities:
— Quality: improve the

FDA ACTION PLAN TO ENHANCE THE completeness and quality of
COLLECTION AND AVAILABILITY OF demographic subgroup data
DEMOGRAPHIC SUBGROUP DATA analyses

— Participation: identify barriers
to subgroup enroliment in
clinical trials and employ
strategies to encourage
greater participation

— Transparency: making
demographic subgroup data
more available and

transparent
* To include the subgroup data
Bt o analyses in:
— product labeling
{@ EDA — information distributed to

patients and healthcare
providers 10



Make Available Clinical Trial Data that
Supported NDA or BLA Approvals in
Drug Trials Snapshots

Example: Drug X

Gender Race

Suggestions:
* Data on all age subgroups (not just < 65 or > 65 years)
will be very helpful.

 Update with data from supplements. H



Labeling for Clinical Pharmacology

Clinical Pharmacology Section e Section 12 of product
of Labeling for Human label, Specific Populations
Prescription Drug and
Biological Products — o L o I
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the specific population was not assessed: Geriatric Patients, Pediatric Patients, Male and Female
Patients, Racial or Ethnic Groups, Patients with Renal Impairment. Patients with Hepatic
Tmpairment, and Pregnant Women. Additional subheadings representing other specific

4. Specific Populations

Guidance for Industry

a. Geriatric Patiems|

Descriptions and results of PK studies and analyses conducted in subjects 65 years of age and
older should be presented under this subheading. Results should be compared to those obtained
in younger adult populations where possible. Analyses related to age can be mecluded with age
as a categorical variable or as a continuous variable. In some cases, it may be relevant to use age
breakpoints other than 65 years. For example. if exposures are found to be much higher in
patients older than 80 years, it would be appropriate to use 80 years of age as a breakpoint to
deseribe the results. If appropriate, ranges of ages could also be included to describe the results.

U.S. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)
Center for Biologics Evaluation and Research (CBER)

December 2016
Labeling

https://www.fda.gov/media/74346/download 12



Enhance Clinical Trial Population Diversity

Enhancing the Diversity of  « |nclusive trial practices
Clinical Trial Populations — _ Relevant population:
Eligibility Criteria, age, sex, race, and
Enrollment Practices, and ethnicity
Trial Designs

, * Trial design and
Guidance for Industry

methodology

— Early characterizing of
drug metabolism and
clearance

— Adaptive trial design

U.5. Department of Health and Human Services
Food and Drug Administration

Center for Drug Evaluation and Research (CDER) ® I n CI u S i 0 n Of o I d e r a d u It
Center for Biologics Evaluation and Research (CBER)
[ ]
populations

November 2020
Clinical Medical

13
https://www.fda.gov/media/127712/download
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Inclusion of Older Adults in Cancer Trials

Inclusion of Older  Adequate representation of
older adults is necessary to

Adults in Cancer determine the benefit-risk
. . profile of cancer therapeutics
Clinical Trials in this population:

Guidance for Industry * Early clinical development

— Enroll older adults in early
DRAFT GUIDANCE phase trials, study drug-drug
interactions

* Clinical trials

This guidance document is being distributed for comment purposes only.

Comments and suggestions regarding this draft document should be submitted within 60 days of

pub]ication in rhe_ Federal Rezg:’srezr' of the notice.:::mnouruting th_e availa}:j_lir}' of _the_¢aﬂ —_— Tri a I d e si g 1] ’ recru it me nt
guidance. Submut electronic comments to hitps//www.regulations. gov. Submit written . I I d d . . I
comments to the Dockets Management Staff (HFA-305), Food and Dmug Administration, 5630
Fishers Lane, rm. 1061, Rockville, MD 20852, All comments should be identified with the .St rategl e.s’ co eCt a lt I o. n a .
docket mumber listed in the notice of availability that publishes in the Federal Register. | nfo rm at | o n’ Safety m O n |to ri ng
For questions regarding this draft document. contact (CDER) Harpreet Singh at 240-402-3561 or i i i
(CBER) Office of Commmumnication, Outreach and Development at §00-835-4709 or 240-402- St.rategl es’ re po rtl ng In
s010 discrete age groups
o [
_ | * Collection of post-marketing
U.S. Department of Health and Human Services h e. o I . I
Food and Drug Administration d d d
Oncology Center of Excellence ata t r u a It I O n a t rl a s’
Center for Drug Evaluation and Research (CDER) H H d d
Center for Biologics Evaluation and Research (CBER) regl St rl e S ) a n o r rea I WO rI
March 2020 data
Clinical/Medical

https://www.fda.gov/media/135804/download 14



Guidance on Geriatric Labeling

Geriatric Information in
Human Prescription Drug
and Biological Product
Labeling

Guidance for Industry

DRAFT GUIDANCE
This guidance document is being distributed for comment purposes only.

Comments and suggestions regarding this draft document should be submitted within 60 days of
publication in the Federal Register of the notice announcing the availability of the draft
guidance. Submit electronic comments to hitps://www regulations.gov. Submit written
comments to the Dockets Management Staff (HFA-305), Food and Drug Administration, 5630
Fishers Lane. Rm. 1061. Rockville, MD 20852, All comments should be identified with the
docket number listed in the notice of availability that publishes in the Federal Register.

For questions regarding this draft document, contact (CDER) Eric Brodsky at 301-796-0855, or

(CBER) the Office of Communication, Outreach, and Development at 800-835-4709 or 240-402-

8010.

U.S. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)
Center for Biologics Evaluation and Research (CBER)

September 2020
Labeling

https://www.fda.gov/media/142162/download
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. IU|Ic;date of the 2001 geriatric
a

eling guidance

* This guidance discusses:

FDA’s initiatives to T quantity
and quality of drug
information for patients > 65
years of age

Geriatric age subgroups:

* 65-74
e 75-84
285

e Or continuous function of age

Label based on sufficiency of
data to detect differences in
safety and or effectiveness
between geriatric and younger
adult patients

3 drug approval scenarios:

* Use in adult patients including
geriatric patients
* Geriatric-specific indication
* Not approved in geriatric patients
but approved in younger adults
15



Enroliment of Older Adults in Clinical Trials
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Selected New Drug Approvals

* Therapeutic Indications: * We searched internal clinical
] trials data that supported the
— Depression approval of NDAs or BLAs of
— Heart failure :‘I'rl‘(:_-jsczeonigdications between 2010
a Inso,mma (trouble * We derived the prevalence data
staying asleep) (from CDC-NHANES, NCI-SEER,
— Non-small cell |ung NIA, and pUb|IShEd literatures)
cancer (NSCLC) for these indications as
i comparators for the
— Osteoporosis corresponding clinical trial data.
— Prevention of stroke * The prevalence data are from
associated with non- gzm;g“"'ty dwelling older
valvular atrial '
fibrillation (NVAF) * The dates of some prevalence

data may not exactly align with
the timing of trials. Also, some
granularity in the data are
limited such as age cutoffs.
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Insomnia — Trouble Staying Asleep
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Additional safety for insomnia thus oversampled.
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Prevention of Stroke Associated with NVAF
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Take-home Messages

* Guidances exist to guide the inclusion of participants in
clinical trials and labeling of drugs for use in older
adults.

* Underrepresentation of the very old adults in clinical
trials remains a challenge across multiple therapeutic
areas.

24
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