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The mission of the Office of Inspector General (OIG), as mandated by Public Law 95-452, as amended,
is to protect the integrity of the Department of Health and Human Services (HHS) programs, as well as
the health and welfare of beneficiaries served by those programs. This statutory mission is carried out
through a nationwide network of audits, investigations, and inspections conducted by the following
operating components:

Office of Audit Services

The OIG's Office of Audit Services (OAS) provides al auditing services for HHS, either by conducting
audits with its own audit resources or by overseeing audit work done by others. Audits examine the
performance of HHS programs and/or its grantees and contractors in carrying out their respective
responsibilities and are intended to provide independent assessments of HHS programs and operations in
order to reduce waste, abuse, and mismanagement and to promote economy and efficiency throughout the
Department.

Office of Evaluation and | nspections

The OIG's Office of Evaluation and Inspections (OEI) conducts short-term management and program
evaluations (called inspections) that focus on issues of concern to the Department, the Congress, and the
public. The findings and recommendations contained in the inspections reports generate rapid, accurate,
and up-to-date information on the efficiency, vulnerability, and effectiveness of departmental programs.

Office of I nvestigations

The OIG's Office of Investigations (Ol) conducts criminal, civil, and administrative investigations of
allegations of wrongdoing in HHS programs or to HHS beneficiaries and of unjust enrichment by
providers. The investigative efforts of Ol lead to criminal convictions, administrative sanctions, or civil
monetary penalties. The Ol aso oversees State Medicaid fraud control units which investigate and
prosecute fraud and patient abuse in the Medicaid program.

Office of Counsal to the I nspector General

The Office of Counsel to the Inspector General (OCIG) provides general legal services to OIG, rendering
advice and opinions on HHS programs and operations and providing all legal support in OIG’s internal
operations. The OCIG imposes program exclusions and civil monetary penalties on health care providers
and litigates those actions within the Department. The OCIG also represents OIG in the global settlement
of cases arising under the Civil False Claims Act, develops and monitors corporate integrity agreements,
develops model compliance plans, renders advisory opinions on OIG sanctions to the health care
community, and issues fraud alerts and other industry guidance.
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EXECUTIVE SUMMARY

PURPOSE

To assess how wdl the Food and Drug Administration manages its new drug application review
process.

BACKGROUND

The Food and Drug Adminigtration (FDA) receives new drug gpplications (NDAS) from
sponsors, typicaly pharmaceutica companies, and reviews these gpplications for scientific
evidence pertaining to the safety and efficacy of drugs. Based on its assessments, the FDA
determines whether drugs can be marketed in the United States.

The Prescription Drug User Fee Act (PDUFA), enacted in 1992, authorized FDA to collect
user fees from sponsors to help speed up the review of NDAs. It also established time goas
for FDA’sreviews. In 1997, the FDA Modernization Act reauthorized user fees for another 5
years. It shortened the time goas and caled for FDA to work more collaboratively with
sponsors. 1n June 2002, the Public Hedlth Security and Bioterrorism Preparedness Act of
2002 once again reauthorized user fees. The part of this Act addressing user feesisreferred to
as PDUFA 1.

Thisinquiry focuses on FDA'’s Center for Drug Evaluation and Research (CDER), which
reviews NDAs. Thisinquiry does not assess the scientific merit of the decisonsthat FDA has
made. Ingtead, it examines how well FDA carries out its NDA review process. This report
draws heavily on the opinions of CDER officids. We surveyed CDER reviewers, recaiving an
estimated 47 percent response rate (N=401) and interviewed about 80 CDER officials,
including managers. In addition, we surveyed Sponsors, receiving a 60 percent response rate
(N=72), reviewed filesfor al 15 new molecular entities gpproved by CDER infisca year (FY)
2001, analyzed CDER data regarding the number of advisory committees, observed 17 CDER
meetings, interviewed 20 stakeholders, and reviewed relevant FDA policies and procedures.
We dso drew on data from an interna survey conducted by CDER of arandom sample of 188
reviewers that had a 72 percent response rate.

We conducted thisinquiry prior to the implementation of PDUFA [11. Where appropriate, we
indicate the potentia impact of PDUFA 111 on our findings.

FDA'’s Review Process for New Drug Applications I OEI-01-01-00590

DOC KET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

FINDINGS

FDA’s new drug application review process has several strengths that contribute
significantly to its effectiveness.

Both FDA reviewer s and sponsor s have confidence in the decisions FDA makes. Our
review underscored that FDA’s NDA review process is science-based and comprehensive.
Thisis supported by the comments of both FDA reviewers and sponsors. Seventy-eight
percent of FDA respondents and 86 percent of sponsors indicated in our surveys that they
were confident in the decisons FDA makes with regard to adrug's efficacy.

FDA ishighly responsive to thetime goalsrequired under the Prescription Drug User
Fee Act and the FDA Moder nization Act. In 1993, median tota gpproval timefor CDER
was 27 months for standard NDAs classified as new molecular entities; in 2001, it was 19
months. The reduction in gpprova times helps to ensure timely access to new medications that
can bendfit the public hedth.

FDA works collabor atively with sponsors. In FY 2001, CDER conducted 1,021 formal
meetings with sponsors. In these meetings, FDA provides vauable advice to sponsors that can
help speed up the drug development process.

FDA hastaken numerous steps to improve efficiency and consistency. 1n 2000, CDER
issued about 40 guidance documents, most of which it directed to sponsors. Between 1996
and 2001, CDER issued about 140 policiesto help guide reviewers. 1t also now accepts
goplications dectronicdly.

FDA relieson expert scientific reviewers. Both sponsors and reviewers agreed that
FDA'’sin-house expertise is akey asset of the review process. Funds from user fees have
alowed FDA to increase the number of employees for drug reviews by about 700 employees
over the past 10 years.

But workload pressures increasingly challenge the effectiveness of the review
process.

Reviewers are under congtant pressure to meet time goals. They not only review NDAS, but
a0 other key documents submitted by sponsors, some of which aso have time gods attached.
At the same time, reviewers must provide advice to sponsors and stay abreast of the latest
scientific advancesin their fields. Below, we present the consequences of these workload
pressures.
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Reviewer concernsabout time pressures. Forty percent of FDA survey respondents who
had been at FDA at least 5 yearsindicated that the review process had worsened during their
tenure in terms of alowing for in-depth, science-based reviews. Respondents cited lack of time
asthe main reason. According to 58 percent of FDA respondents, the dlotted 6 months for a
priority review isinadequate. Thisiscongderably higher than the 25 percent of respondents
who indicated that the dlotted 10 months for a standard review is inadequate.

Reviewer concerns about time constraints do not necessarily mean that there is athrest to
public hedlth. We have no evidence of apublic hedth concern nor did we seek to obtain such
evidence. Reviewers commented in interviews thet they did not believe that they wereignoring
key information or data contained in the applicationsin order to meet time gods. The FDA has
a0 received the 4th highest composite score out of the 13 operating divisons within the
Department of Health and Human Services on the 2002 Secretary’s Qudity of Work Life
Survey on Organizationd Climate, which indicates a positive work environment. However, our
survey data do indicate a Sgnificant management issue warranting atention.

The PDUFA 111 should help to address reviewers concerns about time pressures, as CDER
estimates hiring close to 300 additional employees over the next 5 years with funds from user
fees.

L essuse of advisory committees. Advisory committees are comprised of independent
scientific experts who provide advice to FDA during the review process. The number of
advisory committee meetings CDER held for NDAs decreased from 40 in 1998 to 23 in 2001.
Although the declining number of NDAs submitted by sponsors has contributed in part to this
decline, FDA managers adso pointed out that they have little time to hold these mesetings.

Insufficient timefor raising scientific disputes. Pressure to meet time goas may inhibit the
raising of disputes. Reviewers may be reluctant to raise disputes due to concerns about dowing
down the process. Twenty-one percent of FDA respondents indicated that the work
environment alowed for the expression of differing scientific opinionsto asmdl or no extent.

Contributing to staff turnover. The FDA data show that medicd officers and

pharmacol ogists had the highest attrition rates within CDER for FY 2001, 8.4 percent and 6.9
percent respectively, compared to the overdl rate of 5.5 percent. On aninternal CDER
survey, 50 percent of reviewers who responded indicated thet their workloads are influentia
reasons to consider leaving FDA.
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