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UNITED STATES DISTRICT COURT
FOR THE DISTRICT OF NEW JERSEY

JACOB GUNVALSON, CHERI AND JOHN
GUNVALSON, AS GUARDIANS FOR JACOB
GUNVALSON, AND CHERI AND JOHN
GUNVALSON, INDIVIDUALLY,
Plaintiffs,
V.

PTC THERAPEUTICS, INC.,

Defendant.

Civil Action No. 08-3559 (WIM) (MF)

DECLARATION OF MIKE HATCH

DOCUMENT FILED ELECTRONICALLY

MIKE HATCH, of full age, declares as follows:

1. Along with co-counsel at Saiber LI.C, I represent Plaintiffs Jacob, Cheri and John

Gunvalson in the above-captioned matter.

2. A true and correct copy of an article from FDA Consumer Magazine, dated

January 2000, entitled “Experimental Treatments?

attached hereto as Exhibit 1.

Unapproved But Not Always Unavailable” is
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3 A true and correct copy of a January 2004 Guidance Document issued by the U.S.
Food and Drug Administration is attached hereto as Exhibit 2. The Guidance Document,
published in the Federal Register, offers guidance to the pharmaceutical industry on how drugs
which are vet to be approved may be provided to a patient under “compassionate use” exceptions
such as a protocol exception/exemption, a single patient IND, or an expanded access protocol.

4. A true and correct copy of a proposed rule in 21 C.F.R. Part 312, published in the
Federal Register on December 14, 2006, is attached hereto as Exhibit 3. Final rulemaking for the
proposed rule, which would clarify and add new types of expanded access to investigational
drugs for treatment of life threatening disease, is due in Fall 2008.

5. A true and correct copy of a profile of PTC Therapeutics in Business Week, dated
May 4, 2008, is attached hereto as Exhibit 4.

6. A true and correct copy of a profile of Claudia Hirawat, Senjor Vice President of
Corporate Development for PTC Therapeutics, Inc. (“PTC Therapeutics” or “PTC”), on PIC’s
website is attached hereto as Exhibit 5.

7. A true and correct copy of the “Management’s Discussion and Analysis” portion
of the Securities Registration Statement filed by PTC Therapeutics with the Securities and
Exchange Commission in 2006 is attached hereto as Exhibit 6. This document states that the
company has not generated any product sale revenues, and that the total revenue loss by PTC
since its inception is $92 million.

8. A true and correct copy of various pages of FedSpending.org, which tracks the
federal government funding of PTC Therapeutics, is attached hereto as Exhibit 7. These pages
indicate that PTC received $8,321,548 in federal funding, involving 20 separate transactions,

from 2001 to 2006.



9. I have reviewed the federal government website www.clinicaltrials.gov. 1 cannot
locate any data on the site that reflects that PTC has submitted to the government its expanded
use protocols for clinical trials invalving PTC 124,

10. A tue and correct copy of the tabular view entry for the Phase ITb study for
PTC124 on the federal government website www.clinicaltrials.gov is attached hereto as Exhibit
8.

I certify that the foregoing statements made by me are true. I am aware that if any of the

foregoing statements made by me are willfully false, I am subject to punishment.

MIKE HATCH

Dated: /;7/ A5 Zoo 8
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| Experimental Treatments?
Unapproved but Not Always Unavailable

by Larry Thompson

The scalpel has failed. The IV.tubing stands abandoned on the side of the room. Friends and nurses visit
less often. The doctors say the limits of medical knowledge have been reached and there is nothing left
for you to do but go home and put your affairs in order.

This is a crushing moment. It's even more frightening than the day the doctors announced that you had a
serious and life-threatening disease, such as AIDS, cancer or Alzheimer's disease. For many people,
however, the limitations of medical knowledge do not define the limits of human hope. As long as life
lingers, many patients will fight on, refusing to give up even when biology is against them. So, they set
out on a search for treatment options.

And many alternatives exist. In today's medical bazaar, options range from alternative and
complementary therapies like acupuncture and homeopathic and naturopathic medicine to nutritional
supplements and macrobiotic diets, home-brewed remedies, and even outright frauds like laetrile. But
greater promise resides in the drug development pipeline where tomorrow's therapeutics await proof that
they work. Unlike alternative therapies, billions of dollars and decades of scientific study often have
been invested in the research that leads to promising new therapies. Might there be, somewhere in that
high-priced gauntlet, just the right molecule that cures a patient who is running out of time?

The answer is possibly, but finding it isn't easy. Short of randomly hearing about a promising study
through the media, most people know relatively little about what drugs are in development. Even if
experimental drugs existed in a database, "it is hard to know which drugs are truly promising," says
David Banks of the Food and Drug Administration's Office of Special Health Issues. But on average,
about 80 percent of the drugs in testing will ultimately be approved.

Getting your hands on a novel medicine can be even more difficult. Usually, only the company has any
supply of the new medicine, which is extremely limited to begin with, and most of what is made will be
used in clinical studies. '

As if these hurdles are not enough, there is the long-held, but incorrect, public perception that FDA
erects regulatory barriers that block patients from getting investigational new drugs (INDs). These are
drugs that pharmaceutical companies have in clinical trials to demonstrate their safety and effectiveness,
but which have yet to be approved by FDA for marketing. For those with a serious illness, the agency
rarely blocks access to unproven medications. But FDA does strive to protect all patients, even those

... who may be dying, from undue risks associated with investigational new drugs. At the same time, FDA

=% believes that the best way to benefit all patients is to speed promising new therapies through the
development and approval process so safety, effectiveness and proper use can be established.

http://www.fda.gov/fdac/features/2000/100_exp.html 4/22/2008
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"FDA has worked diligently to balance two compelling, and sometimes competing, factors," says FDA
Commissioner Jane E. Henney, M.D. "On one hand, there is the need for the disciplined, systematic,
scientifically controlled studies necessary to identify treatments that may improve patient health and that
lead to the approval of new drugs. At the same time, there is the desire of seriously ill persons, with no
effective options available, to have the earliest access to unapproved products that could be the best
therapy for them."

Over the last decade, FDA's institutional philosophy has evolved to be more supportive of thoughtful
risk-taking by patients who have run out of options. As a result, the agency has put in place a number of
regulatory mechanisms and worked with manufacturers to ensure that seriously ill patients can get
access to promising, but not fully evaluated, products. At the same time, FDA has protected the critical
scientific studies that must be carried out so that patients, physicians and the agency can determine .
which drugs are truly safe and effective, and how they can best be used.

"We believe that the best means of providing access to useful medical treatments for all Americans is to
continue to shorten the review times,” Henney says, "and to continue to work with the industry to
shorten development times for drugs, biologics and medical devices."

The Intervention of AIDS

Before the 1980s, a more paternalistic medical community argued that it was the government's jobto
protect patients from possible harm by withholding experimental drugs until there is proof that they
work and are safe.

AIDS helped alter that view. Not only did that lethal disease spread with terrifying speed, but it struck a
patient population capable of mounting a political response that grabbed the nation's attention and
galvanized public health policymakers to reconsider long-held beliefs.

Experimental treatments should be available, The Washington Post quoted one activist at the time, "so
people would be able to choose for themselves, working with their doctors, whether they want to risk
taking a drug because of the possible benefits."

Critics accused FDA of denying dying patients access to possibly lifesaving drugs. To drive home the
point, in October 1988, more than 1,000 gay activists staged a protest outside FDA's Rockville, Md.,
headquarters, trapping the agency's staff inside.

"FDA is the nexus between the government, the private sector and the consumer," the spokeswoman for
one of the protest organizers told the Post. "That's why we're targeting [the agency).”

The protest had an effect. The agency, already focused on the issue by the urgency of AIDS, accelerated
its reexamination of the way people with serious and life-threatening diseases could gain access to
unproven remedies. Although the treatment IND regulations were finalized in 1987, FDA put in place
additional mechanisms to make experimental drugs available to seriously ill patients earlier in the drug
development process.

With the activism around AIDS and the demands of people with other serious illnesses for access to

unproven treatments, the medical community, including FDA, began to appreciate that the traditional
=2; TiSk/benefit models may have been inappropriate for people with serious and life-threatening diseases.
== Dying patients were willing to take bigger risks for even the slenderest hope of benefit.

http://www.fda.gov/fdac/features/2000/100 exp.html 4/22/2008
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"The hope part of it is that it might work and keep them alive a little longer," says Theresa Toigo,
associate commissioner for the Office of Special Health Issues. "Even if it is only two months, by then
there might be a cure. It is a wonderful survival instinct."

Getting Access

For patients in search of a cutting edge treatment, the possibilities have improved dramatically. First of
all, there are more climical studies under way than ever before. FDA has on file more than 13,000 active
drug and biologic studies. These range from a few dozen patients to as many as 50,000 participating in a
single investigational new drug trial. More than 100,000 patients are enrolled each year in National
Institutes of Health-sponsored studies conducted all over the United States.

Studies with investigational new drugs can be conducted by the federal government, primarily through
the National Institutes of Health; by research universities, nsually with federal funding, though also
through private foundations or drug companies; and by private, for-profit companies on behalf of
pharmaceutical manufacturers.

Clinical trials are essential to the development and approval of new drugs. In these studies, a group of
human volunteers receiving the investigational therapy are compared with another group that receives
either the standard treatment or a placebo. Placebos, sometimes called sugar pills, are any fake treatment
that has no therapeutic benefit. This allows the researchers to compare the effect of the treatment to no
treatment in otherwise similar patients. When the control group is given the standard treatment,
researchers are able to determine whether the experimental treatment provides a better outcome than
what is already available.

The clinical trial sefting helps ensure that risks are minimized because the research protocol, the set of
rules by which the clinical trial is conducted, have been scrutinized by FDA and a local ethics committee
called an institutional review board.

"We want to encourage people to participate in the clinical trial process because that is where
information is best developed about the drug product,” says David Lepay, M.D., director of the division
of scientific investigation in FDA's Center for Drug Evaluation and Research.

The downside of being in a clinical trial, indeed the downside of using any unproved medication, is that
the new drug may not work. It may even be dangerous and, sometimes, deadly.

Not everyone who wants to participate in a clinical trial can do so. Limits on the number of participants
and specific eligibility criteria keep some people out. In addition, it is often inconvenient for the patient
1o travel to the research center.

When individuals are unable to participate in a clinical study, FDA provides alternative mechanisms for
patients and their doctors to get their hands on a promising new drug.

Beyond Clinical Trials

In 1987, FDA created a regulatory mechanism (first proposed in 1982) to permit expanded access to
investigational drugs outside of controlled clinical trials. The "treatment IND" allows people with

.. serious and life-threatening illnesses to take investigational drugs while the products are being tested in

- a clinical trial. Typically, however, drugs allowed under treatment INDs already have shown promise
and proven safety. In addition to the benefit to individual patients, treatment INDs generate useful

http://www.fda.gov/fdac/features/2000/100_exp.html 4/22/2008
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information about how the drug affects larger segments of the patient population than might otherwise
receive it in a clinical study.

= For example, the AIDS drug Videx (ddI) was made available to people with AIDS outside the clinical
trial at a time when the choices for AIDS therapy were few and many people had already exhausted the
then available options. Although patients seeking treatment with ddI were told that it was still under
study and that there were nisks, more than 20,000 decided to take ddI anyway. This not only gave them a
better chance to survive but also gave researchers more information about the drug's safety than would
have been possible from the some 4,000 patients involved in the clinical studies.

Since the final treatment IND rule was published more than a decade ago, FDA has made more than 40
drug or biologic investigational products available to patients early and has approved 36. Of these,
nearly a dozen were for cancer and another dozen for AIDS or AIDS-related conditions.

Single-Patient INDs

As with a clinical trial, there inay not be an appropnate treatment IND for an individual patient's
condition, but there may be a new drug still working its way through development. If enough is known
about the drug's safety, and there is some clinical evidence of effectiveness, FDA may allow a patient to
become his or her own study. This so-called single-patient IND, or compassionate use IND, virtually
ensures that any patient can get access to any investigational new drug.

Although FDA's requirements for a single-patient IND are relatively simple, setting up this kind of
access for an individual patient is not. First of all, the company must be willing to provide the new drug
to the patient. This can be expensive and time consuming for the company since, in addition to
providing the drug, the company needs to track shipments of the drug, create special instructions for its
use, and create a way of collecting safety data and a mechanism for tracking outcomes for each patient.
Second, the patient must give informed consent, understanding that the drug is not approved and may
cause side effects from mild to fatal. Third, the patient's physician must be willing to take responsibility
for treating the patient and agree to collect information about the effects of the drug.

Companies sometimes say that they cannot make the drug available to a patient because FDA won't
allow it, but that is rarely true. FDA only denies access when there is evidence that the risk of using the
experimental drug clearly outweighs any potential benefit to the patient.

If a drug is frequently used in single-patient INDs, FDA streamlines the process for obtaining
permission. One example 1s thalidomide, a drug initially associated with birth defects in the 1950s but
now being used experimentally'to treat cancer. (FDA approved thalidomide in 1998 to treat leprosy.)

FDA has similar rules that give patients access to investigational new medical devices.

A Difficult Decision

All things being equal, is it worth it for a patient to get access to an experimental medication?

For society the additional safety information about the new drug may prove useful. And sometimes it
does make a difference for individual patients. For example, people with AIDS who participated in the
clinical trials for a category of drugs called protease inhibitors probably benefited because this class of

“£F drugs proved so dramatically effective. But for many other INDs, the success rates are much less
impressive, such as tacrine (Cognex) for the treatment of Alzheimer's disease.

i

d..
&
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Even if access does not change long-term survival, it may provide for the patient and the family a sense
that they are doing something and are not simply victims of some serious disease. Biomedical research
advances rapidly and breakthroughs come from unexpected places, all feeding the hope that the next
experimental drug will be the one that cures our ills.

Larry Thompson is a member of FDA's publié affairs staff.

Finding Information About Investigational New Drugs

While finding and getting into an appropriate clinical trial for your individual disease is something like a
scavenger hunt, the Internet has made it much easier to track down these studies. The following is a
listing of major Internet sites where you can search for a clinical trial that may benefit you.

Information Program on Clinical Trials, (www.lhncbe.nlm.nih.gov/clin/) mandated by the FDA’
Modernization Act of 1997, is a joint FDA/National Institutes of Health resource. While initially
containing only NIH studies, it will eventually include all federally and privately financed clinical
studies.

CancerNet (http://cancernet.nci.nih.gov) is run by NIH's National Cancer Institute (NCI). It provides
information on clinical trials. Information is also available through NCI's Cancer Information Service at
1-800-4-CANCER.

ACTIS (www.actis.org), the AIDS Clinical Trials Information Service, provides a wide range of
information on current AIDS research, including drug trials, vaccine trials, and other educational
material. Sponsored by the U.S. Public Health Service, including FDA, NIAID, Centers for Disease
Control and Prevention, and the National Library of Medicine, ACTIS also can be reached at 1-800-
TRIALS-A.

Information regarding clinical trials for rare disease can be found at hitp://rarediseases.info.nih.cov/, a
database compiled by NIH's Office of Rare Diseases.

CenterWatch Clinical Trials Listing Service (www.centerwatch,com) is published on the Internet by
CenterWatch Inc., a multimedia publishing company in Boston, Mass. It provides information on more
than 5,000 active clinical trials as well as other information.

When a clinical trial is not an option, FDA facilitates access to an investigational new drug or an
investigational medical device through other programs. For information on programs for, or access to,
an unapproved investigational new drug, call FDA's Office of Special Health Initiatives at 301-827-
4460.

-L.T.

Is The Risk Worth It?

No matter how promising a clinical trial or investigational new drug seems, there is no way to know

http://www.fda.gov/fdac/features/2000/100_exp.html 4/22/2008
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about all the risks before the study begins. While the hope is that the study will produce a cure, it's
important to recognize that risks can prove significant. For example, in 1992, tests for a promising
hepatitis B drug severely damaged the liver in 10 patients. Some died and others required liver
transplants. :

Because of these inherent uncertainties the health-care professionals conducting the study must ensure
that the patient understands the risks as well as the benefits beforehand and is willing to proceed.

Here are some questions patients might want to ask to make sure they understand the consequences of
entering a study or using an investigational new drug:

1. What are the potential benefits from the treatment being studied? What have the animal or

other human studies shown about the effectiveness of the drug?

2. What are the potential dangers from using this drug? Again, what do other animal and human

studies show about the side effects?

3. In what phase is this clinical trial? ,
Clinical trials are generally performed in three phases. A phase 1 trial is primarily designed to
assess the safety profile in a small number of patients. Phase 2 tests the effectiveness of the
treatment in a relatively small number of patients. Many drugs never progress beyond phase 2
because they are not effective. In phase 3, a large number of patients receive the drug to
substantiate that the effectiveness seen in phase 2 is real and to work out the details of its use.
Individual patients are most likely to benefit from drugs in the later phases of development.

4. Will there be a control group?

For a clinical trial to produce useful information, the group of patients receiving the new treatment
needs to be compared with patients who receive something--or nothing--else. Often, patients in
the control group receive whatever is the current standard therapy for the disease. Sometimes, the
control group patients will receive a placebo--so-called sugar pills that produce no therapeutic
benefit. In a clinical study, patients are randomly assigned to either the group treated with the
experimental drug or to a group receiving the standard therapy or placebo.

5. How do I know if I am eligible to be in the study?

Every trial has a set of criteria to select the people that will be included in the study. These criteria
generally relate to general health, stage of disease, and prior treatments and are designed to
produce useful scientific information.

6. Do I have to pay to be in a clinical study?

Generally, studies funded by the federal government are free for the patient. Many studies funded
by drug companies also do not cost anything. Some costs, however, may be paid by a patient's
health insurance or managed-care plan. '

7. So I'm just a guinea pig, right?

By the time most studies reach the stage where the new drug is being tested in people, a great deal
is known about how it affects the body. While there is always the chance that something could go
wrong, the safety of most drugs being studied is well understood. It is true, however, that
researchers do not know if a treatment being studied works better than current therapies or not.

-LT.

What FDA Does Not Do

Although FDA is responsible for overseeing the field of drug development, there are a number of

http://www.fda.gov/fdac/features/2000/100_exp.html 4/22/2008
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services the agency cannot provide to individual patients. For one thing, it cannot give out the name of
drugs in development, a common request from patients who call the agency. Unless the company
publicly releases information about the experimental treatment, FDA is currently forbidden to even
acknowledge that it knows about the drug. ‘

Along the same lines, FDA cannot make the drug available to individual patients or physicians. The
agency simply does not have the product; only the company that is developing the drug has a supply.
And FDA has no authority to require that the company make its drug available outside of the clinical
trial. _

FDA, itself, does not conduct any clinical trials or drug studies. The agency carries out its drug review
and approval responsibilities by examining clinical and other data generated by the drug company.

And lastly, FDA does not give advice. While staff from the Office of Special Health Issues and the
Center for Drug Evaluation and Research's drug information branch will often provide detailed 7
information and explain the process for getting access to an experimental medication, the agency does
not steer patients in one direction or the other. Information is provided so patients, in consultation with
their physicians, ¢an make their own informed decisions.

-L.T.

Table of Contents | How to Subscribe | Back Issues | FDA Home Page

Questions concerning the editorial content of FDA Consumer should be directed to FDA's Office of
Public Affairs.
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Information Program on Clinical Trials
for Serious or Life-Threatening Diseases and Conditions

[PDF version of this document)

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 comments to the
Division of Dockets Management (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 Terry Toigo, 301-827-4450.
- Additionzl copies-are available from:

Office of Training and Communication
Division of Drug Information, HFD-240
Center for Drug Evaluation and Research
Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Tel) 301-827-4573
hitp://www.fda.gov/cdet/guidancefindex.htm

and/or

Office of Communication, Training and

Manufacturers Assistance, HFM-40

Center for Biologics Evaluation and Research

Food and Drug Administration

1401 Rockville Pike, Rockville, MD 20852-1448

hitp.//www, fda.gov/cber/guidefines. htm.

(Tel} Voice Information System at 800-835-4709 or 301-827-1800

U.S. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)
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This draft guidance, when finalized, will represent the Food and Drug
Administration’s (FDA's) current thinking on this topic. It does not create or confer
any rights for or on any person and does not operate to bind FDA or the public. You
can use an alternative approach if the approach satisfies the requirements of the
applicable statutes and regulations. If you want to discuss an alternative approach,
contact the FDA staff responsible for implementing this guidance. if you cannot
identify the appropriate FDA staff, call the appropriate number listed on the title
page of this guidance.

INTRODUCTION

This guidance is intended to assist sponsors who will be submitting information to the Clinicat Trials
Data Bank. The data bank was established as required under section 113 of the Food and Drug
Administration Modernization Act of 1997 (Modernization Act). This guidance updates and replaces the
March 2002 guidance for industry of the same title to include assistance for sponsors who will be
submitting information required by the Best Pharmaceuticals for Children Act {(Public Law 107-109)
(BPCA). Additional updates on procedural issues not related to the BPCA will be discussed in future
revisions to this guidance.

FDA's guidance documents, including this guidance, do not establish legaily enforceable
responsibilities. Instead, guidances describe the Agency's current thinking on a topic and should be
viewed only as recommendations, unless specific regulatory or statutory requirements are cited. The
use of the word should in Agency guidances means that something is suggested or recommended, but
not required.

Table of Contents

BACKGROUND

Section 113 of the Modernization Act creates a public resource for information on studies of drugs,
including biological drug products, to treat serious or life-threatening diseases and conditions
conducted under FDA's investigational new drug (IND) reguiations (21 CFR part 312). Section 113 of
the Modernization Act, enacted November 21, 1297, amends section 402 of the Public Heaith Service
Act (42 U.8.C. 282). It directs the Secretary of Health and Human Services, acting through the Director
of the National Institutes of Health (NIH), to establish, maintain, and operate a data bank of information
on clinical trials for drugs to treat serious or life-threatening diseases and conditions. The Clinical Trials
Data Bank is intended to be a central resource, providing current information on dinical trials to
individuals with serious or life-threatening diseases or conditions, to other members of the public, and
to health care providers and researchers. Specifically, section 113 of the Modernization Act requires
that the Clinical Trials Data Bank contain (1) information about Federally and privately funded clinical
trials for experimental treatments (drug and biological products) for patients with serious or life-
threatening diseases or conditions, (2) a description of the purpose of each experimental drug, (3)
patient eligibility criteria, (4) a description of the location of clinical trial sites, and (5) a point of contact
for patients wanting to enroll in the trial, Section 113 of the Modernization Act requires that information
provided through the Clinical Trials Data Bank be in a form that can be readily understood by the public.
42 U.S.C. 282()(3)(A).

The BPCA, signed by the President on January 4, 2002, requires a description of whether, and through
what procedure, the manufacturer or sponsor of an IND will respond to requests for protocol exception,
with appropriate safeguards, for single-patient and expanded access use of the investigational drug,
particularly in children.

hitp://www.fda.gov/cber/gdlns/clintrial. htm 4/21/2008
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The NIH, through its National Library of Medicine (NLM) and with input from the FDA and others,
developed the Clinical Trials Data Bank. The first version of the Clinical Trials Data Bank was made
available to the public on February 29, 2000, on the Internet.2 At that time, the data bank included
primarily NIH-sponsored frials.

In response to the Modernization Act's requirements for a data bank, FDA made available two draft
guidances and a final guidance. The first draft guidance provided recommendations for industry on the
submission of protocol information to the Clinical Trials Data Bank.2 It included information about the
types of clinical frials for which submissions are required under section 113 of the Modernization Act, as
well as the content of those submissions.

The second draft guidance addressed procedural issues, including how to submit required and
voluntary protocol information to the Clinical Trials Data Bank, as well as issues related to submitting
certification to the Secretary that disclosure of information for a particular protocol would substantially
interfere with the timely enroliment of subjects in the clinical investigation.2 The second draft guidance
also proposed a time frame for submitting the information. A final guidance; made available on March
18, 2002,2 combined the two draft guidances into a single guidance.

This updated guidance includes new recommended procedures for submitting details, as required by
the BPCA, about single-patient use and expanded access use.

Table of Contents

Hl. REQUIREMENTS UNDER SECTION 113 OF THE MODERNIZATION ACT FOR IND SPONSORS
A. What information must | submit to the Clinical Trials Data Bank?

Section 113 of the Modernization Act requires you to submit information to the data bank about a
clinical trial conducted under an investigational new drug (IND) application if it is for a drug to
treat a serious or life-threatening disease or condition and it is a trial to test effectiveness (42
U.S.C. 282(j)(3)(A)). If you wish, you can also provide information on trials not designed to
assess effectiveness or for drugs to treat conditions not considered serious or life-threatening.

Section 113 of the Modemization Act requires that you submit a description of the purpose of
each experimental drug, patient eligibility criteria for participation in the trial, a description of the
location of clinical trial sites, and a point of contact for those wanting to enroll in the trial. Section
113 requires that the data bank provide this information in a form that can be readily understood
by members of the public (42 U.S.C. 282()(3)(A)).

The BPCA amended 42 U.S.C. 282 (j){3)(A) to require that you submit a description of whether,
and through what procedure, you (the manufacturer or sponsor of a clinical investigation of a
new drug) will respond to requests for protocol exception, with appropriate safeguards, for
single-patient and expanded access use of the investigational drug, particularly in children.©

To ensure that information available through the Clinical Trial Data Bank is in a form that is
readily understood, we have established four data elements, which are listed below. The data
elements are made up of the following data fields: (1) descriptive information, (2) recruitment
information, (3) location and contact information, and (4) administrative data. We have
established the Protocol Registration System (PRS), a Web-based data processing program, to
facilitate collection of this information for the data bank. The four data elements, which are listed
below, as well as definitions applicable io the PRS, can be viewed at

hitp://prsinfo.clinicaltrials.gov/.

http:/fwww.fda.gov/cber/gdlns/clintrial.htm 4/21/2008
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1. Descriptive Information

Brief Title (in lay language)

Brief Summary (in lay language)

Study Design/Study Phase/Study Type
Condition or Disease

intervention

Single-patient/expanded access use

+

2. Recruitment Information
Study Status Information including

» Overall Study Status (e.g., recruiting, no longer recruiting)
m [ndividual Site Status

Eligibility Criteria/Gender/Age
3. Location and Contact Information

Location of Trial
Contact information (includes an option fo list a central contact person for all trial sites)

4. Administrative Data

Unique Protocol ID Number
Study Sponsor
Verification date T T e e e

To verify the existence of an IND and to assist in administrative tracking, we ask that you also
include in your submission the IND number and serial number and designate whether the IND is
located in the Center for Drug Evaluation and Research (CDER) or the Center for Biclogics
Evaluation and Research (CBER). This administrative information is in a separate data field and
will not be made public.

. When should | begin submitting clinical trial information?

Section 113 of the Modernization Act requires that sponsors submit information no later than 21
days after the trial is opened for enrofiment? (42 U.S.C. 282(j}(3)). Section 113 does not specify
when sponsors must submit information about clinical trials that are existing and ongoing. To
provide a transitional period for sponsors of clinical trials that are currently ongoing and expected
to continue enrolling patientsfor more than 45 days, we ask that you submit information within
45 days after this guidance is made available through the Federal Register. We encourage you
to submit information through the PRS for inclusion in the data bank as soon as possible.2

Can | submit my information at specified intervals rather than on a rolling basis?

As discussed above, you must submit information about new protocols open for enrollment
within 21 days after the trial is open for enroltment (42 U.S.C. 282(j)(3)), and we request that you
submit information about existing ongoing trials within 45 days after this guidance is published.
Supplemental information can be submitted at 30-day intervals. Such information includes
amendments to the protocol with respect to one of the data elements, or interruptions,
continuations, or completion of enroliment for a study. Protocol changes related to eligibility or
status information, such as routine opening and closing of trial sites, can be made at 30-day
intervals. FDA strongly encourages you to update information about trials that are unexpectedly

hitp://www.fda.gov/cber/gdlns/clintrialhtm 4/21/2008
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closed (e.g., clinical hold) within 10 days after the closing or sooner if possible. To ensure that
the information available through the data bank is timely and accurate, FDA also encourages
you to review, verify, and update all active protocol records on a semi-annual basis, at a
minimum.

D. What is a trial for a serious or life-threatening disease or condition?

FDA has defined serious and life-threatening diseases and conditions in previous documents.
Most recently, FDA discussed issues reiated to products intended to treat serious or life-
threatening diseases and conditions in the guidance for industry on Fast Track Drug
Development Programs - Designation, Development, and Application Review (November
1998).2 In that guidance, we stated that all conditions meeting the definition of life-threatening,
as set forth at 21 CFR 312.81(a), would also be serious conditions. The term fife-threatening is
defined as (1) diseases or conditions where the likelihood of death is high uniess the course of
the disease is interrupted and (2) diseases or conditions with potentially fatal outcomes, where
the endpoint of clinical trial analysis is survival (21 CFR 312.81(a)). All references in this
document to serious diseases or conditions include life-threatening diseases and conditions.

As FDA reiterated in the Fast Track Guidance, the seriousness of a disease is a matter of
judgment, but generally is based on such factors as survival, day-to-day functioning, and the
likelihood that the disease, if left untreated, will progress from a less severe condition to a more
serious one. For exampie, acquired immunodeficiency syndrome (AIDS), all other stages of
human immunodeficiency virus (HIV) infection, Alzheimer's disease, angina pectoris, heart
faiture, cancer, and many other diseases are clearly serious in their full manifestations.
Furthermore, many chronic illnesses that are generally well managed by available therapy can
have serious outcomes. For example, inflammatory bowel disease, asthma, rheumatoid arthritis,
diabetes meliitus, systemic lupus erythematosus, depression, psychoses, and many other
diseases can be serious in some or all of their phases or for certain populations.

Any investigational drug that has received fast track designation would be considered a drug to
treat a serious disease or condition.!C Information on effectiveness trials for drugs that have
received fast track designation would qualify for submission to the Clinical Trials Data Bank.

E. What is a trial to test effectiveness?

Not all trials carried out under 21 CFR part 312 are trials to test effectiveness. FDA considers all
phase 2, phase 3, and phase 4 trials with efficacy endpoints as trials to test effectiveness. 1

F. Which trials are provided to the public through the Clinical Trials Data Bank?

Section 113 of the Modernization Act requires sponsors to submit information about clinical trials
of experimental treatments for serious or life-threatening diseases and conditions when
conducted under the IND regulations (42 U.S.C. 282(j}(3)(A)). Such information can be
submitted at any time with the consent of the protocol sponsor, and must be submitted within 21
days after a trial to test effectiveness begins. In addition, section 113 of the Modernization Act
states that information on all treatment IND protocols and all Group C protocols12 must be
included in the Clinical Trials Data Bank.

There are situations in which there may be patients with the disease or condition for which the
drug is being developed who are not adequately treated by existing therapy, who do not meet
the eligibility criteria for enroltment, or who are otherwise unable to participate in a controlled
clinical study. In these situations, you may have initiated an expanded access protocol or be
willing to previde the drug to an individual patient through a single-patient IND or protocot
exception. ¥ The BPCA requires that you submit a description of whether, and through what
procedure, you will respond to requests for protocol exception for single-patient and expanded
access use of the investigational drug, particularly in children.

http://www.fda.gov/cher/gdlns/clintrial.htm : 4/21/2008
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For protocols not specifically mentioned above, sponsors should review each protocol submitted
to an IND to determine if the protocol is for a serious disease or condition and if it is a trial to test
effectiveness. If the protocol meets these criteria, the sponsor must submit information about the
trial to the Clinical Trials Data Bank, unless the sponsor provides detailed certification to FDA
that such a disclosure would substantially interfere with the timely enroliment of subjects in the
investigation (42 U.S.C. 282(j)(3) and (j)(4)). Sponsors with questions on whether protocols meet
the criteria for submission to the Clinical Trials Data Bank are encouraged to contact the
appropriate review division for additional guidance. :

Must | include information about foreign trial sites?

Yes, you must include information about foreign trials when those trials are conducted under an
IND submitted to FDA and the trial meets the criteria for submission to the Clinical Trials Data
Bank. Section 113 of the Modernization Act requires sponsors to submit information about
specified clinical trials that are “"under regulations promulgated pursuant to section 505(i) of the
Federal Food, Drug, and Cosmetic Act,” which are FDA's IND regulations (42 U.S.C. 282(j)(3)).
Sponsors may voluntarily conduct a foreign trial under the IND reguiations. Sponsors are not
required to submit information to the Clinical Trials Data Bank when a foreign trial is not
conducted under an IND.

Table of Contents

IV. IMPLEMENTATION ISSUES

A,

How do | submit information to the Clinical Trials Data Bank?

To facilitate the submission process, we have established the Web-based PRS at
ClinicalTrials.gov. The system allows for entry of required and veluntary information about
clinical trials. You or your designee can initiate submission of cinical trial information to
ClinicalTrials.gov by completing a registration form at http:/prsinfo_clinicaltrials.qov/. After you
have entered the data, the PRS generates a receipt for use by sponsors. An electronic copy of
the receipt will be sent to the FDA.

What information about trial sites must be included?

Section 113 of the Modemization Act requires sponsors to submit a description of the location of
trial sites and a point of contact. To ensure an adequate description, we recommend that you
provide for each individual trial site the full name of the organization, city, state, postal code, and
country where the protocol is being conducted; and a central contact name and phone number.
You can aiso provide the names and phone numbers of individual site contacts.

How long does it take for information to be made available on ClinicalTrials.gov?

Studies will be made available to the pubilic through ClinicalTrials.gov within 2 to 5 days after
submission by the sponsor. :

How long will information about studies remain available through ClinicalTrials.gov?

NLM intends to maintain the Data Bank as a long-term registry of clinical triais. Therefore, in
addition to information about open trials, information about closed trials will also be available
through ClinicalTrials.gov, even after accrual and analysis are completed and the product is
approved.

http-//www.fda.gov/cher/gdins/clintrial.htm 4/21/2008
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E. Can information be transferred from a sponsor computer to the PRS?

Yes. Information can be transferred according to the format specified by the PRS. The PRS has
a mechanism for uploading and downloading XML-formatted protocol records. Instructions for
transferring information are provided at http.//prsinfo.clinicaltrials.gov/

F. Can intermediaries acting on behalf of a sponsor submit data?

Yes. For example, in some cases a sponsor might want to contract with an information
management company to serve as an intermediary in preparing data for inclusion in
ClinicaiTrials.gov. The information management company, when authorized by the sponsor,
could act on behalf of the sponsor for this purpose.

G. Can sponsors designate multiple individuals to be data providers?

Yes. When sponsors register to become a PRS data provider, they will be given information,
including instructions, for creating additional users for their accounts. A sponsor can control
access to the account by designating users and administrators for the account.

H. What happens to the information submitted to the Clinical Trials Data Bank?

Except for the IND number, serial number, and FDA center designation, all information submitted
through the PRS is made available to the public at http.//clinicaltrials. gov.

l. Can | submit other information to the Clinical Trials Data Bank?

Yes. PRS is designed to permit you to submit more detailed information about a protocol.
Additional data fields (e.g., projected enrollment) and their definitions are included in the PRS.
You also can submit protocol information about other clinical trials under IND, inciuding trials for
a disease or condition that is not serious or any trial that is not designed to test effectiveness.
Finally, you can submit information about results of a trial. This information, which, according to
the structure of the Clinical Trials Data Bank, is to come from the published literature, should be
linked by including the unique MEDLINE identifier for citations of publications. You can use the
link section provided to allow pointers to Web pages directly relevant to the protocol. If you link to
other Web pages from your entries, you should ensure that the links do riot misbrand your
products, for example, by promoting the products before the product or an indication is
approved. (See 21 U.S.C. 321(n}, 331(a)(b){c)(d), 352(a)(n)
http:/iwww.fda.gov/iopacomflaws/fdcact/fdcact.htm.) When inputting links to other web pages,
the database will instruct you that the links should be directly relevant to the protocol, and that
you should not link to sites whose primary goal is to advertise or sell commercial products or
services. :

J. Should | continue submitting information to the ACTIS and PDQ databases?

No. All information for AIDS and cancer protocols that meet the requirements of section 113 of
the Modernization Act must now be submitted to ClinicalTrials.gov through the PRS. Data from
the cumrent AIDS Clinical Trials Information System (ACTIS) and Physician's Data Query (PDQ)
databases are included in ClinicalTrials.gov. information from the Rare Diseases and National
Institute of Aging Databases is also included in ClinicalTrials.gov.

K. Are there exemptions for submitting clinical trials information?

Information about an investigation will not be included in the data bank if you provide a detailed
certification to the Secretary of Health and Human Services that disclosure of such information
would substantially interfere with timely enroliment of subjects in the clinical trial and the

a
RS

http://www.fda.gov/cber/gdIns/clintrial. htm ' 4/21/2008
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+

Secretary does not disagree. If there is disagreement, the Secretary wili provide a detailed
writien determination that such disclosure would not substantially interfere with such enrollment
(42 U.5.C. 282(j)(4}).

FDA has not identified specific instances when disclosure of information would substantially
interfere with enroliment of subjects in a clinical investigation. We solicited comments on this
topic for the purpose of including a listing of acceptabie reasons for certification in the finai
guidance. We received no comments. Therefore, if you identify a specific instance when
disclosure of information would interfere with enrollment of subjects in a clinical investigation,
FDA will consider your request on a case-by-case-basis.

All requests for exemption should be forwarded to Director, Office of Special Health Issues,
Office of Communications and Constituent Relations, Office of the Commissioner, HF-12, 5600
Fishers Lane Rockville, MD 20857, or by email at 113trials@oc.fda.gov, or by fax at 301-443-
4555,

L. Is Institutional Review Board preapproval of the protocol listing required?

No. Section 113 of the Modernization Act does not require prior IRB approval when submitting
this information to the Clinical Trials Data Bank. Current FDA guidance recommends that IRB
review of listings need not occur when, as here, the system format limits the information
provided to basic information, such as title, purpose of the study, protocol summary, basic

eligibility criteria, study site locations, and how to contact the site for further information 14
M. Will FDA monitor compliance?

A copy of the protocol listing in ClinicalTrials.gov will be sent to the FDA. FDA's Qffice of Special
Health Issues initiated a pilot educational program in 2002 that included a component to
evaluate compliance. The primary objective of the pilot program is to educate sponsors about
the existence of the guidance document and the availability of the oniine PRS data entry toot.
The secondary objective of the pilot program is to evaluate the success of the educational
initiative. The pilot program will measure the number of protocols (voluntary and required) made
availabie through the ClinicalTrials.gov database. Data from the completed project will help
senior FDA officials assess the need for further efforts to facilitate or pernaps compel
participation in ClinicalTrials.gov.

N. What information about protocol exceptions, single-patient use, and expanded access
protocols must | include?

There are situations in which there may be patients with the disease or condition for which the
drug is being developed who are not adequately treated by existing therapy, who do not meet
the eligibility criteria for enrollment, or who are otherwise unable o participate in a controfled

>!?{ clinical study. In such a situation, you may wish to provide the drug to a patient through a
protocol exception/exemption, single patient IND, or expanded access protocol.

The BPCA amended Section 113 of the Modernization Act to require that you submit, in addition
to the information already included in the Clinicai Trials Data Bank, a description of whether and
through what procedure you wili respond to requests for protocol exception, with appropriate
safeguards, for single-patient and expanded access use of the investigational drug, particularly
in children.

The PRS includes a mechanism for providing information about protocol exceptions, single-
patient INDs, and expanded access protocols. In order to comply with the BPCA amendment to
section 113 of the Modernization Act, we suggest that you address the foliowing two questions
and provide a brief description as described below. This information is required for each new
protocol that is listed in the data bank; we encourage you also to provide this information for

http://www.fda.gov/cber/gdIns/clintrial.htm 41212008
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protocols currently open to enrcliment.

= Is this investigational drug available for use in adults through a protocol exception, single-
patient IND, or expanded access protocol?
Yes No

= s this investigational drug availabie for use in children through a protocol exception,
single-patient IND, or expanded access protocol?
Yes No

» Brief description of the procedure for responding to requests for expanded access,
including contact number and/or emaii address,

Table of Contents

1 This guidance has been prepared by the Implementation Team for section 113 of the Food and Drug
Administration Modernization Act of 1997, including individuals from the Office of the Commissioner, the
Center for Drug Evaluation and Research (CDER), the Center for Biclogics Evaluation and Research (CBER),
and the Center for Devices and Radiological Health (CDRH), at the Food and Drug Administration.

Paperwork Reduction Act Public Burden Statement: According to the Paperwork Reduction Act of 1995, a
coliection of information shouid display a valid OMB control number. The valid OMB control number for this
information collection is 0910-0459 (expires 03/31/2004). The time fo complete this information collection is
estimated to average 284 hours per response, including the time to review instructions, search existing data
resources, gather the data needed, and complete and review the information collection.

2 See http:/iclinicaitrials.gov
2 See http:/fwww.fda.gov/OHRMS/DOCKETS/98#r/001033gl.pdf
4 See 66 FR 35798 and http://www.fda.gov/OHRMS/DOCKETS/98fr/001033gd. pdf

2 See 67 FR 12022 and http:/Mmww.fda.gov/~OHRMS/DOCKETS/98fr/00d-1033_gdl0003.pdf Eﬁ 'VM-‘

€ See 42 U.S.C. 282())(3)(A) at http: /fwww.fda.goviopacom/laws/pharmkids/contents. htmil.

I Section 113 says "not later than 21 days after the approval of the protocol." Because the Agency does not
approve protocols, we have interpreted this o mean within 21 days after the trial is open for enroliment.

8 See http://prsinfo.clinicaltrials.gov.
® CDER guidances are available at http:/iwww.fda.gov/cder/guidancefindex.htm.

10 That a drug is intended to treat a serious or fife-threatening disease or condition, however, does not mean
that it fills an unmet medical need and qualifies for fast track designation under section 506 of the Food Drug
and CosmeticAct (21 U.8.C. 356).

1 Listing a trial in the Clinical Trials Data Bank is not a guarantee that the trial design is considered adequate
to support approval of a drug, nor does it refiect any judgment on the conduct, analysis, or outcome of the
study.

http://www.fda.gov/cber/gdlns/clintrial.htm 4/21/2008
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12"Group C protocols” refers to investigational drugs designated by FDA for the treatment of specific cancers.
These drugs have reproducibie efficacy in one or more specific tumor types. Such a drug has altered or is
likely to alter the pattern of treatment of disease and can be safely administered by properly trained physicians
without specialized supportive care facilities. See National Cancer Institute Handbook for Investigators,
Appendix XV, "Policy for Group C Drug Distribution,"

http://ctep.info.nih.gov/HandbookText/Appendix_XV. htm#Proc_Mgmt_GrpC_Prot.

13 There are a number of mechanisms FDA has used to provide access o promising investigational therapies.
In addition to treatment INDs and treatment protocols, which are described in FDA regulations, expanded
access mechanisms fall under a variety of terms, such as single patient INDs, emergency INDs, protocol
exemptions, special exceptions, open label extensions, and parallel track. FDAMA has codified certain FDA

regulations and practices regarding expanded patient access to experimental drugs. FDA is reviewing current
regulations and practices to assure coordination with FDAMA.

14 The 1998 update of Information Sheets: Guidance for Institutional Review Boards and Clinical Investigators
provides guidance on IRB review and approval of listings of clinical trials on the Internet. See
http://iwww.fda.gov/oc/ohrt/irbs/tocd. htmigrecruiting.

Updated January 28, 2004

CBER Home Page | CBER A-Z Index | CBER Search | Contact CBER
FDA Home Page } Search FDA Site | FDA A-Z Index | Comtact FDA | Privacy | Accessibility | HHS Home Page

FDA/ Center for Biclogics Evaluation and Ressarch

http://www.fda.gov/cber/gdins/clintrial. htm ' 4/21/2008
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the FAA proposes to amend 14 CFR part
39 as follows:

PART 30—AIRWORTHINESS
DIRECTIVES

1. The authority citation for part 39
continues to read as follows:

Authority: 49 U.S.C. 106(g), 40113, 44701,

§39.13 [Amended]

2. The Federal Aviation
Administration {FAA) amends § 39,13
by adding the following new
airworthiness directive {AD);

Airbus: Docket No. FAA-2006-26120;
Directorate Identifier 2006—-NM—184—AD.

Comments Due Date

(a) The FAA must receive comments on
this AD action by January 18, 2007.

Affected ADs

{(b) None.
Applicability

(c) This AD applies to all Airbus Model
A300 B4-601, B4-603, B4—620, and B4-622
airplanes; Model A300 B4-605R and Ba—
622R airplanes; Model A300 F4—605R and
F4—622R airplanes; and Model A300 Ca—
B05R Variant F airplanes; certificated in any
category.

Note 1: This AD requires revisions to
certain operator maintenance documents Lo
include new inspections and critical design
configuration control limitations (CDCCLs).
Compliance with the operator maintenance
documents is required by 14 CFR 91.403{c).
For airplanes that have been previously
modified, altered, or repaired in the areas
addressed by these inspections and CDCCLs,
the operator may not be able to accomplish
the inspections and CDCCLs described in the
revisions. In this situation, to comply with 14
CFR 91.403(c), the operator must request
approval for an alternative method of
compliance according to paragraph (j) of this
AD. The request should include a description
of changes to the required inspections and
CDCCLs that will preserve the critical
ignition source prevention feature of the
affected fuel system.

Unsafe Condition

(d) This AD results from fuel system
reviews conducted by the manufacturer. We
are issuing this AD to prevent the potential
of ignition sources inside fuel tanks, which,
in combination with flammable fiel vapors
eaused by latent failures, alterations, repairs,
or maintenance actions, could result in fuel
tank explosions and consequent loss of the
airplane.

Compliance

{e) You are responsible for having the

actions required by this AD performed within

the compliance times specified, unless the
actions have already been done.

Revise Airworthiness Limitations Section
(ALS) To Incorporate Fuel Maintenance and
Inspection Tasks

() Within 3 months after the effective date
of this AD, revise the ALS of the Instructions
for Continued Airworthiness to incorporate
Airbus A300-600 ALS Part 5—Fuel
Airwarthiness Limitations, dated May 31,
2008, as defined in Airbus A300-600 Fuel
Alirworthiness Limitations, Document
95A.1929/05, Issue 1, dated December 19,
2005 (approved by the Evropean Aviation
Safety Agency (EASA} on March 13, 2008),
Section 1, “Maintenance/Inspection Tasks."
For all tasks identified in Section 1 of
Document 95A.1929/05, the initial
compliance times start from the effective date
of this AD and must be accomplished within
the repetitive interval specifisd in Section 1
of Document 95A.1929/05, except as
provided by paragraph (g) of this AD.

Initial Compliance Time for Task 28-18-0D—
03-1 *

(g} For Task 28-18-00-03-1, “Operational
check of lo-level/underfull/calibration
sensors,” identified in Section 1,
“Maintenance/Inspection Tasks,” of Airbus
A300-600 Fuel Airworthiness Limitations,
Document 95A.1929/05, Issue 1, dated
December 19, 2005: The initial compliance
time is the later of the times specified in
paragraphs (g)(1) and (g)(2) of this AD.
Thereafter, Task 286-18-00-03-1 must be
accomplished within the repetitive interval
specified in Section 1 of Document
95A.1929/05,

{1} Prior to the accumulation of 34,000
total flight hours.

{2) Within 72 months or 20,000 flight hours
afier the effective date of Lhis AD, whichever
occurs first.

Revise ALS To Incorporate CDCCLs

(h) Within 12 months after the effective
date of this AD, revise the ALS of the
Instructions for Continued Airworthiness to
incorporate Airbus A300-600 ALS Part 5—
Fuel Airworthiness Limitations, dated May
31, 2006, as defined in Airbus A300—600
Fuel Airworthiness Limitations, Document
95A.1929/05, Issue 1, dated December 19,
2005 (approved by the EASA on March 13,
2008). Section 2, “Critical Design
Configuration Control Liritations,™

No Alternative inspections, Inspection
Intervais, or CDCCLs

{i) Except as provided by paragraph (j) of
this AD: After accomplishing the actions
specified in paragraphs (f] and (h) of this AD,
no alternative inspections, inspection
intervals, or CDCCLs may be used.

Alternative Methods of Compliance
{AMOCs)

((1} The Manager, International Branch,
ANM-116, Transport Airplane Directorate,
FAA, has the authority to approve AMOCs
for this AD, if requested in accordance with
the procedures found in 14 CFR 39.19,

{2) Before using any AMOC approved in
accordance with §39.19 on any airplane to
which the AMOC applies, notify the
appropriate principal inspector in the FAA
Flight Standards Certificate Holding District
Office.

Related Information

{k) EASA airworthiness directive 2006--
0201, dated July 11, 2006, also addresses the
subject of this AD.

Issued in Renton, Washinglon, on Octaber
17, 2006.
jeffrey E. Duven,

Acting Manager, Transport Airplane
Directorate, Afrcraft Certification Service.

[FR Doc. E6-21262 Filed 12-13-06: §:45 am)]
BILLING CODE 4910-13-p

DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration

21 CFR Part 312

[Docket No. 2006N-0062)

RIN 0910-AF14

Expanded Access 1o Investigational
Drugs for Treatment Use

AGENCY: Food and'Drug Administration,
HHS.

ACTION: Proposed rule.

SUMMARY: The Food and Drug
Administration (FDA) is proposing 1o
amend its regulations on access to
investigational new drugs for the
treatment of patients. The propaosed rule
would clarify existing regulations and
add new types of expanded access for
treatment use. Under the proposal,
expanded access to investigational
drugs for treatment use would be
available to individual patients,
including in emergencies; intermediate-
size patient populations; and larger
populations under a treatment protoceol
or ireatment investigational new drug
application (IND). The proposed rule is
intended to improve access to
investigational drugs for patients with
serious or immediately life-threatening
diseases or conditions, who lack other
therapeutic options and who may
benefit from such therapies.

DATES: Submit written or electronic
comments by March 14, 2007. Submit
written comments on the information
collection requirements by January 16,
2007.

ADDRESSES: You may submit comments,
identified by Docket No. 2006N—0062
and RIN 0910-AF14, by any of the
following methods:

Electronic Submissions

Submit electronic comments in the
following ways:

* Federal eRulemaking Portal: http.//
www.regulations.gov. Follow the
instructions for submitting comments.

¢ Agency Web site: http://
www.fda.gov/dockets/ecomments.
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Follow the instructions for submitting
comments on the agency Web site.
Written Submissions

Submil written submissions in the
following ways:

¢ FAX: 301-827-6870.

» Mail/Hand delivery/Courier [For
paper, disk, or CD—ROM submissions]:
Division of Dockets Management (HFA—
305), Food and Drug Administration,
5630 Fishers Lane, rm. 1061, Rockville,
MD 20852. .

To ensure more timely processing of
comments, FDA is no longer accepting
comments submitted to the agency by e-
mail. FDA encourages you to continue
to submit electronic comments by using
the Federal eRulemaking Portal or the
agency Web site, as described in the
Electronic Submissions portion of this
paragraph.

Instructions: All submissions received
must include the agency name and
docket number and Regulatory
Information Number (RIN) for this
rulemaking. All comments received may
be posted without change to http://
www.fda.gov/ohrms/dockets/
default. htm, including any personal
information provided. For additional
information on submitting comments,
see the “Cormments” heading of the
SUPPLEMENTARY INFORMATION section of
this document.

Docket: For access to the docket to
read background documents or
comments received, go to http://
www.fda.gov/ohrms/dockets/
default.htm and insert the docket
number, found in brackets in the
heading of this document, into the
“Search” box and follow the prompts
and/or go to the Division of Dockets
Management, 5630 Fishers Lane, rm.
1061, Rockville, MD 20852. :

The Office of Management and Budget
{OMB} is still experiencing significant
delays in the regular mail, including
Birst class and express mail, and
messenger deliveries are not being
accepted. To ensure that comrnents on
the information collection are received,
OMB recommends that written
comments be faxed to the Office of
Information and Regulatory Affairs,
OMB, Attn: Desk Officer for FDA, FAX:
202-395-6974.

FOR FURTHER INFORMATION CONTACT:
Colleen L. Locicero, Center for Drug
Evaluation and Research, Food and
Drug Administration, 10903 New
Hampshire Ave., Bldg. 22, rm. 4200,
Silver Spring, MD 20923-0002, 301—
796—2270; or Steve Ripley, Center for
Biologics Evaluation and Research
(HFM-17), Food and Drug
Administration, 1401 Rockville Pike,
Rockville, MD 20852, 301-827-6210.

SUPPLEMENTARY INFORMATION:
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I. Background

A. Informal Access to Drugs for
Treatment Use

FDA has a long history of permitting
access to investigational drugs to treat
serious or immediately life-threatening
diseases or conditions without adequate
available therapy under INDs, generally
for drugs being evaluated in clinical
studies intended to support marketing.
The distinction between these and the
usual studies covered under an IND is
that the treatment uses are not primarily
to answer safety or effectiveness
guestions about the drug, but are
intended to treat the patient. Before
1987, there was no formal recognition of
such treatment use in the IND
rsgulations, but investigational drugs
were made available for treatment use
informally. “Compassionate use INDs,"”
“single-patient protocel exceptions,”
and “large open protocols” are some of
the terms that have been used to refer
to such informal access. The vast
majority of these INDs were used to
make an investigational drug availabie

to an individual patient, but some of the
expanded access programs made
particularly promising investigational
drugs available to large populations. For
example, more than 10,000 patients
obtained access through treatment
access programs to the first
cardioselective beta-blockers and the
first calcium channel blockers for
vasespastic angina.

B. Current Regulations Concerning
Expanded Access for Treatment Use

In 1987, FDA revised the IND
regulations in part 312 (21 CFR part
312} to explicitly provide for one
specific kind of treatment use of
investigational drags (52 FR 19466, May
22, 1987). Section 312.34 authorizes
broad access to investigational drugs
under a treatment protocol or treatment
IND when the following criteria are met:

» The drug is intended to treai a
serious or immediately life-threatening
disease;

+ There is no comparable or
satisfactory alternative drup or other
therapy available to treat that stage of
the disease in the intended patient
population;

» The drug is under investigation in
a controlled clinical trial under an IND
in effect for the trial, or all clinical trials
have been completed; and

* The sponsor of the controlled
clinical trial is actively pursuing
marketing approval of the
investigational drug with due diligence.

Section 312.34 states that for a serious
disease, data from phase 3 trials or, in
appropriate circumstances, data from
phase 2 trials would ordinarily be
needed to permit treatment use in a
substantial population. For an
immediately life-threatening disease,
less evidence of safety and effectiveness
is needed for treatment use. The
standard for treatment use for
immediately life-threatening conditions
is that the available scientific evidence,
taken as a whole, provides a reasonable
basis to conclude that the drug may be
effective and would not expose patients
to an unreasonable and significant
additional risk of illness or injury. FDA
estimates that more than 100,000
patients have received investigational
drugs through treatment INDs.

Tie 1987 IND regulations recognized
only one kind of treatment use, the
treatment protocol or treatment IND,
generally providing availability te a
broad population. However, it also
implicitly acknowledged the existence
of other kinds of treatment use, notably
use in individual patients, by adding a
provision describing an expedited
procedure to obtain an investigational
drug for ireatment use in an emergency



A

Federal Register/Vol. 71, No. 240/ Thursday, December 14,

2006 / Proposed Rules 75149

situation (§ 312.36). However, §312.36
does not describe criteria or
requirements that must be met to
authorize individual patienl treatment
use.

C. Concerns About Tregtment Use
Programs

FDA has been criticized for its failure
to explain in regulation or guidance the
basis for apency decisionmaking on
individual patient treatment use and
other treatment use programs not
currently described in FDA's
regulations. One concern is that the lack
of specific criteria and submission
requirements resulis in disparale access
to treatment use for different types of
patients and diseases. Some have
asserted that knowledge of FDA's
policies on these other kinds of
treatment use tends 1o be concentrated
among physicians in academic medical
centers who are familiar with
investigational drugs and FDA
procedures. Consequently, according lo
this line of criticism, patients treated
outside of academic medical centers are
less likely to have access to
investigational drugs for treatment use.
There has also been concern that access
to investigational drugs for treatment
use has focused primarilv on cancer-
and human immunodeficiency virus
(HIV}-related conditions, and that
patients with other types of serious
diseases or conditions have not had
comparable access 1o appropriate
treatment use of unapproved drugs.

D. The Food and Drug Administration
Modernization Act of 1997

In response Lo these concerns about

inconsistent policies, inequitable access,

and preferential access for certain
categories of disease, in the Food and
Drug Administration Modernization Act

- of 1997 (FDAMA) (Public Law 105~

115}, Congress amended the Federal
Food, Drug, and Cosmetic Act {the act)
to include specific provisions
concerning expanded access to
investigational drugs for treatment use
(Expanded Access o Unapproved
Therapies and Diagnostics, section 561
{21 U.5.C. 360bbb) of the act). By
incorporating specific expanded access
provisions in the statute, Congress
intended to emphasize that
“opportunities to participate in
expanded access programs are available
to every individual with a life-
threatening or seriously debilitating
illness for which there is notan
effective, approved therapy™ (Joint
Explanatory Statement of the Committee
of Conference in House Report 105-399,
November 9, 1997, p. 200).

Section 561(zg) of the act provides
specific statutory authority 1o make
investigational drugs available for the
diagnosis, monitoring, or treatment of a
serious disease or condition in an
emergency situation. The Secrelary of
Health and Human Services (the
Secretary) is to determine appropriate
conditions under which an
investigational drug may be made
avatlable in an emergency situation.

Section 561(b) of the act permits any
person, acting through a ficensed
physician, to request access to an
investigational drug to diagnose,
monitor, or treat a serious disease or
condition provided that the following
conditions are met:

» The licensed physician determines
that the person has no comparable or
satisfactary alternative therapy to
diagnose, monitor, or treat the disease or
condition, and that the probable risk
from the investigational drug is not
greater than the probable risk from the
disease or condition;

» The Secretary determines that there
is sufficient evidence of safety and
effectiveness to support the use of the
investigational drug;

* The Secretary determines that
provision of the investigational drug
will not interfere with the initiation,
conduct, or completion of ¢linical
investigations to support marketing
spproval; and

* The sponsor or clinical investigator
submits a protocol consistent with the
requirernents of section 505(i} of the act
{21 U.5.C 355(i)} and its implementing
regulations in par! 312, which describe
use of the drug in a single patient ora
smali group of patients.

Section 561(c} of the act closely tracks
existing § 312.234 of the IND regulations.
Section 561{c) authorizes the Secretary
to permit an investigational drug to be
made available for widespread access if
the following determinations have been
made:

1. The investigational drug is
intended for use in the diagnosis,
monitoring, or treatment of a serious or
immediately life-threatening disease or
condition;

2. There is no comparable or
satisfactory alternative therapy available
to diagnose, monilor, or treat that stage
of disease or condition in a particular
patient population;

3. The investigational drug is under
investigation in a controlled clinical
trial under an IND, or all ¢linical trials
necessary for approvai of the use have
been completed:

4. The sponsor of the controlled
clinical trial is actively pursuing
marketing appraoval with due diligence;

5. The provision of the investigational
drug will not interfere with the
enroliment of patients in ongoing
clinical investigations;

6. In the case of serious diseases, there
is sufficient evidence of safety and
effectiveness o support the use;

7. In the case of immediately life-
threatening diseases, the available
scientific evidence, taken as a whaole,
provides a reasonable basis to conclude
that the investigational drug may be
effective for its inlended use and would
not expose patients to an unreasonable
and significant risk of illness or injury.

Section 561(c) elso provides that a
protocal for an expanded access
treatment IND shall be subject 1o the
requirements of section 505(i) of the act
and FDA’s implementing regulations in
part 312.

To specifically address concerns that
physicians and their patients are often
unaware of the availability of
investigational drugs under access
programs, section 561(c} of the act also
allows the Secretary lo inform national,
State, and local medical associations
and societies, voluntary heaith
associations, and other appropriate
persons about the availability of
expanded access treatment INDs or
treatment protocols.

1. Why FDA Is Proposing This Rule

This proposed rule is intended to
further address the concerns that
motivated Congress to include in the act
specific provisions on expanded access
to investigational drugs for treatment
use. As discussed in section I of this
document, these concerns included
inconsistent application of access
policies and programs and inequities in
access based on the relative
sophistication of the setting in which a
patient is treated or on the patient’s
disease or condition. By describing in
detail in the proposed rule the criteria,
submission requirements, and
safeguards for the different types of
expanded access for treatment uses of
investigational drugs, the agency seeks
to increase awareness and knowledge of
expanded access programs and the
procedures for obtaining investigational
drugs. Increased knowledge and
awareness about expanded access
options should make investigational
drugs more widely available in
appropriate situations. Clearly
articulated procedures for obtaining
investigational drugs for treatment use
should ease the administrative burdens
on individual physicians seeking
investigational drugs for their patients,
as well as the burdens on sponsors who
make investigational drugs available for
treatment use. In addition, we expect
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that clearly articulating procedures and
standards for expanded access will
result in more patients with serious or
immediately life-threatening diseases or
conditions getting the earliest possible
access to these therapies.

IH. Goals and Limitations of the
Proposed Rule

Recognizing that FDA's authority
derives from the act, the proposed rule
attempts to reconcile individual
patients’ desires to make their own
decisions about their health care with
society’s need for drugs to be developed
for marketing. It recognizes the need for
the risks and benefits of drugs to be welil
characterized and the need for
appropriate protection of human
subjects in an investigation. These
interests are not always easily
reconciled. Allowing individual
patients relatively unfettered access to
an investigational drug at a preliminary
stage in its development, for example,
may expose them to significant and
unacceptable risks.

In addition, patients may find
participation in a clinical trial less
desirable than receiving the drug for
treatment use for a variety of reasons.
For example, clinical trial participants
may receive a treatment other than the
study drug, and clinical trials may have
more Onerous monitoring requirements
{such as laboratory and other tests).
Thus, a system of blindly permitting
uncontrolled access to investigational
drugs could make it difficult or
impossible to enroll adequate numbers
of patients in clinical trials to establish
the safety and effectiveness of the drug
for marketing approval.

FDA has a statutory responsibility to
ensure that marketed drugs are safe and
effective, and its rules should not
compromise the integrity of the drug
development process. In this proposed
rule, as envisioned by the act, the
agency has tried to strike the
appropriate balance between
authorizing access to promising drugs
for treatment use under our expanded
access authority and ensuring the
integrity of the drug approval process.

While this propesed rule aims ta
clarify, and thereby expand, the
situations in which expanded access to
unapproved drugs could be available,
under its existing authority, FDA cannot
compel a drug manufacturer to provide
access to investigational drugs for
treatment use.

IV. Description of the Proposed Rule

FDA is proposing to amend its
regulations on INDs by removing the
current sections on treatment use,
revising the section on clinical holds,

and adding subpart | on expanded
access. The term “expanded access” is
used here to refer to all types of
treatment uses. The term “treatment
protocol or treatment IND'' continues to
refer to one specific kind of treatment
use, the large access protocol.

A. Sections Removed

The proposed rule would remove the
following three sections of FDA's
regulations:

» Current § 312.34 concerning the
treatment use of an investigational new
drug;

* Current § 312.35 concerning
submissions for treatment use; and

+ Current § 312.36 concerning
emergency use of an investigational new
drug.

B. Clinical Holds

The proposed rule would amend
§312.42 Clinjeal holds and requests for
modification by providing for clinical
holds, when necessary, of any of the
types of expanded access uses described
in this proposed rule. A clinical hold is
an order issued by FDA to the sponsor
to delay a proposed clinical
investigation or suspend an ongoing
investigation (§ 312.42(a)). Proposed
§312.42(b)(3)(i) provides that FDA may
Place an expanded access IND or
protocol? on clinical held if it is
determined that the pertinent criteria in
proposed subpart 1 for permitting the
expanded access use to begin are not
satisfied or the IND or protocol does not
comply with the requirements for
expanded access submissions in
proposed subpart L.

Proposed § 312.42(b)(3){ii) provides
that FDA may place an ongoing
expanded access IND or protocol on
clinical hold if it is determined that the
pertinent criteria in proposed subpart 1
for permitting the expanded access are
no longer satisfied (e.g., a satisfactory
alternative therapy becomes available).

C. Expanded Access Overview

The agency is proposing to add new
subpart I to part 312. Proposed subpart
I describes the following ways that
expanded access to treatment use of
investigational drugs would be
available:

« Expanded access for individual
patients, including emergency
procedures;

» Expanded access for intermediate-
size patient populations {smaller than

1A submission seeking to allow an expanded
access use of an investigational drug may come to
FDA either in the form of a new, separate IND or
as a new protocel submitied to an already existing

those typical of a treatment IND or
treatment protocol); and

* Expanded access treatment IND or
treatment protocol (described in current
£6312.34 and 312.35).

The following items are set forth in
the proposed rule: (1) Criteria that must
be met to authorize the expanded access
use, {2) requirements for expanded
access submissions, and (3) safeguards
to protect patients and preserve the
ability to develop meaningful data about
treatment use.

D. General Provisions

Proposed § 312.300(a) states that the
aim of subpart I is to facilitate the
availability of investigational new drugs
to seriously ill patients when there is no
comparable or satisfactory alternative
therapy to diagnose, monitor, or treat
the patient’s disease or condition.
Proposed §312.300(b} provides a
definition of the term “'immediately life-
threatening disease™ as a stage of
disease in which there is reasonable
likelihood that death will occur within
a matter of months or in which
premature death is likely without early
treatment.

E. Requirements for All Expanded
‘Access Uses (Proposed § 312.305)

Proposed § 312.305 contains the
general requirements for the nse of
investigational drugs when the primary
purpose is to diagnose, monitor, or treat
a patient’s disease or condition, rather
than to generate safety and effectiveness
data to supporl a marketing application.
Proposed §312.305 contains criteria,
submission requirements, and
safeguards that apply to all expanded
access uses described in proposed
subpart 1. Additional criteria,
submission requirements, and
safeguards that apply to specific types of
expanded access use are described in
the sections of the proposed rule
describing those expanded access types.

1. Criteria for All Expanded Access Uses

Proposed § 312.305(a) sets forth three
criteria that apply to all types of
expanded access use:

a. First criterion. Under proposed
§312.305(a){1), FDA musi determine
that the patient (or patients) to be
treated has a serious or immediately
life-threatening disease or condition,
and there is no comparable or
salisfactory alternative therapy to
diagnose, monitor, or treat the diseuse or
condition. Because, by definition, ihe
risks and benefits of investigational
drugs are not as well characterized as
those of approved drugs, the agency
believes, and the acl contemplates, that
expanded access to investigational
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drugs is warranied only under these
conditions. Section 561(c)(1) and {c}(2)
of the act expressly requires FDA 1o
make these determinations in order to
authorize a treatment IND or treatment
protocol, and section 561{h}(1) and
(b){2) of the act likewise requires FDA
to determine that there is sufficient
evidence of safety and effectiveness 10
support the use of the unapproved drug
in treating an individual patient or a
small group of patients. Delermining
{hat the patient has a serious or
immediately life-threatening disease or
condition and that there is no
comparable or satisfactory alternative
therapy are integral paris of deiermining
whether there is sufficient evidence of
safety and effectiveness to support the
proposed use in the situation described
by the physician or sponsor seeking the
authorization.

In various documents, the agency has
described or illustrated what is meant
by a serious condition (see, €.g., FDAs
guidance for industry entitled “Fast
Track Drug Development Programs—
Designation, Development, and
Application Review” (63 FR 64093,
November 18, 1998), revised 2004, pp.
3-4; preamble to the 1992 proposed rule
on accelerated approval of new drugs
for serious or life-threatening illnesses
(57 FR 13234 at 13235, April 15, 1992)).
As discussed in these documents, the
*“serious disease or condition”
requirement refers to conditions that
have an important effect on functioning
(e.g., stroke, schizophrenia, rheumatoid
arthritis, osteoarthritis) or on other .
aspects of quality of life {e.g., chronic
depression, seizures). Alzheimer’s
dementia, Amyotrophic Lateral
Sclerosis (ALS), and narcolepsy are
specific examples of serious conditions
for which FDA has granted expanded
access to investigational drugs in the
past, Short-lived and self-limiting
morbidity will usually not be sufficient
to qualify a condition as serious, but the
morbidity need not be irreversible,
provided it is persistent or recurrent.
Similarly, the proposed requirement
here that treatment be for a ““serious
disease or condition” is not intended to
be unnecessarily restrictive. It is
primarily intended to exclude expanded
access to investigational drugs for
conditions that are clearly not serious
(e.g., symptomatic relief of minor pain
or allergic symptoms and other self-
limiting conditions not associated with
major morbidity). Because of the
difficulty of specifically describing the
criteria that characterize a “‘serious
disease or condition,” the proposed rule
itself does not provide a definition of
“serious,” though it does provide a

definition of “immediately life-
threatening.” See proposed § 312.300(b).
We solicit comments on this approach.
If a disease or condition were to be both
serious and immediately life-
threatening, for the purpose of this
proposed rule, it would be considered
“immediately life-threatening.”

Ordinarily, a lack of comparable or
satisfactory therapeutic alternatives
would mean that there exists no other
available therapy 1o treat the patient’s
condition or that the patient has tried
available therapies and failed to respond
adequately or is intolerant to them.
Available therapy, as defined in FDA's
guidance for industry entitled
“Available Therapy” (69 FR 44039, July
23, 2004), generally refers to FDA-
approved products that are labeled to be
used for the relevant disease or
condition. In some cases, however,
available therapy might mean a
treatment that is not regulated by FDA
(e.g., surgery) or one that is not labeled
for use for the relevant diseass or
condition, but is supported by
compelling literature evidence.

b. Second criterion. Under proposed
§312.305(a)(2), FDA must determine
that the potential patient benefit
justifies the potential risks of the
treatment use and that those potential
risks are not unreasonable in the context
of the disease or condition to be treated.
FDA is required to make this
determination under sections 561(b)(2),
(c)(6), and (c}{7) of the act.

c. Third criterion. Under proposed
§312.305(a)(3), FDA must determine
that providing the investigational drug
for the requested use will not interfere
with the initiation, conduct, or
completion of clinical investigations
that could support marketing approval
of the expanded access use or otherwise
compromise the potential development
of the expanded access use. Section
561(b)(3) and (c}{5) of the act requires
FDA to make this determination. The
most efficient and sffective way to make
a drug available to all those who can
benefit from the drug, is to market it.
Therefore, it is important to ensure that
expanded access use does not
compromise enrollment in the trials
needed to demonstrate the safety and
effectiveness of the drug.

Proposed § 312.305(a) does not
elaborate on the safety and/or
effectiveness showing that must be
made to merit authorization of the
expanded access use. Rather, the
showing is described in the criteria that
pertain {o each type of expanded access
because the evidence needed to
demonstrate the safety and potential
benefit of a proposed use varies with the
size of the population to be treated and

the relative seriousness of the disease or
condition to be treated. Treatment of a
large patient population through a
treatiment IND or treatment protocol?
generally would require more evidence
of safety and effectiveness than
treatment of just a few patients. The
svidence required to support expanded
access for an intermediate-size patient
population would be somewhere
between that needed for expanded
access for an individual patient and that
needed for a treatment IND or treatment
protocol.

In addition, as the seripusness of the
disease increases, it may be appropriate
to authorize expanded access use based
on less data, still taking the size of the
population into account. For example,
to support expanded access for an
individual patient when the patient has
an immediately life-threatening
condition that is not responsive to
available therapy, ordinarily, completed
phase 1 safety testing in humans at
doses similar to those to be used in the
treatment use, together with preliminary
evidence suggesting possible
effectiveness, would be sufficient to
support such a use. In some cases,
however, there may be no relevant
clinical experience, and the case for the
potential benefit may be based on
preclinical data or on the mechanism of
action.

In contrast, much more safety and
effectiveness data would be needed to
support a treatment IND or treatment
protocol that anticipated enrollment of
several thousand patients with a
serious, but not imminently life-
threatening, condition. Ordinarily,
evidence of safety and effectiveness
from phase 3 clinical trials would be
needed to support such an expanded
access use in these significantly larger
populations. If the disease being treated
under a treatment IND or treatment
protocol were immediately life-
threatening, however, compelling data
from phase 2 trials might be sufficient
to permit expanded access use.

2. Submission Requirements for All
Expanded Access Uses

Proposed §312.305{b)(1) states that an
expanded access submission is required

2This proposed rule continues to describe the
specific type of expanded access for treatment wse
that makes investigational drugs available 1o large
populations as the “treatment IND" or “treatment
protocol.”” We recognize that it may be confusing to
carry over this terminology from our current
regulations (§§ 312.34 and 312.35). However, this
terminology has been used since 1987, and we
believe it would be more confusing to change
terminology when the nature of this type of
treatment use remains essentially unchanged. The
broader term “expanded access™ refers to all kinds
of treatment use. We solicit comment on this
approach.
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for each type of expanded access use.
The submission may be a new IND or
a protocol amendment to an existing
IND. Information required for a
submission may be supplied by
referring to pertinent information
contained in an existing IND if the
sponsor of the existing IND grants a
right of reference to the IND.

Proposed § 312.305(b){2) describes the
expanded access submission
requirements. The following items must
be included:

s A cover sheet (Form FDA 1571}
meeting the requirements of §312.23(a);
e The rationale for the intended use
of the drug, including a list of available

therapeutic options that would
ordinarily be tried before resorting to
the investigational drug or an
explanation of why the use of the
investigational drug is preferable to the
use of available therapeutic options;

s The criteria for patient selection or,
for an individual patient, a description
of the patient’s disease or condition,
including recent medical history and
previous treatments of the disease or
condition;

¢ . The method of administration of the
drug, dose, and duration of therapy;

» A description of the facility where
the drug will be manufactured;

. Chemistry, manufacturing, and
controls information adequate to ensure
the proper identification, quality,
purity, and strength of the
investigational drug;

+ Pharmacology and toxicology
information adequaie to conclude that
the drug is reasonably safe at the dose
and duration proposed for treatment use
(ordinarily, information that would be
adequate to permit clinical testing of the
drug in a population of the size
expected to be treated); and

» A description of clinical
procedures, laboratory tests, or other
monitoring necessary to evaluate the
effects of the drug and minimize its
risks.

If this proposed rule becomes final,
FDA will make educational programs
and materials available to help
physicians and sponsors understand the
expanded access use submission
requirements in general, as well as the
additional information necessary to
justify the different types of expanded
access.

Proposed § 312.300(b){3) requires the
expanded access submission and its
mailing cover to be plainly marked
“EXPANDED ACCESS SUBMISSION.”
If the expanded access submission is for
a treatment IND or treatment protocol,
the applicable box on Form FDA 1571
must be checked.

3. Safeguards for All Expanded Access
Uses

Proposed § 312.305(c) explains how
the responsibilities of sponsors and
investigators set forth in subpart D of
part 312 a%ply to expanded access.

Proposed § 312.305(c)(1) states that a
licensed physician under whose
immediate direction an investigational
drug is administered or dispensed for
expanded access use under subpart I is
considered an investigator for purposes
of part 312 and must comply with the
responsibilities for investigators set
forth in subpart D of part 312 to the
extent they are applicable to the
expanded access use. A nonexclusive
list of duties of investigators—those
duties that apply in all types of
expanded access—is set forth in
proposed § 312.305(c)(4), and is
explained further in the following
paragraphs,

Proposed § 312.305{c)(2) provides that
an individual or entity that submits an
IND or protocol for expanded access
under subpart 1 is considered a sponsor,
for purposes of part 312 and must
comply with the responsibilities for
sponsars set forth in subpart D of part
312 to the extent they are applicable to
the expanded access use.

Proposed § 312.305{c)(3) provides that
a licensed physician under whose
immediate direction an investigational
drug is administered or dispensed, and
who submits an IND for expanded
access under subpart I, is considered a
sponsor-investigator for purposes of part
312 and must comply with the
responsibilities for sponsors and
investigators set forth in subpart D of
part 312 to the extent they are :
applicable to the expanded access use.
Proposed § 312.305{c)(4) provides that,
in all types of expanded access,
investigators have the following
responsibilities:

¢ Reporting adverse drug experiences
to the sponsor,

« Ensuring that the informed consent
requirements of 21 CFR part 50 are met,

e Ensuring that Institutional Review
Board {IRB) review of the expanded
access use is obtained in a manner
consistent with the requirements of part
56 (21 CFR Pal‘l 56), and

¢ Maintaining accurate case histories
and drug disposition records and
retaining records in a manner consistent
with the requirements of § 312.62.
However, this list of duties under
subpart D of part 312 is not exclusive,
and other requirements may apply,
depending on the particular type of
expanded access.

Proposed § 312.305(c)(5} provides
that, in all cases, sponsors have the
following responsibilities:

¢ Submitting IND safety reports and
annual reports (when the IND or
protocol continues for 1 year or longer)
ta FDA as required by §§312.32 and
312.33,

« Ensuring that licensed physicians
are gualified to adminisier the
investigational drug for the expanded
access use,

» Providing licensed physicians with
the information needed to minimize the
risk and maximize the potential benefits
of the investigational drug (e.g.,
providing the investigator’s brochure, if
there is one),

* Maintaining an effective IND for the
expanded access use, and

* Maintaining adequate drng
disposition records and retaining
records in a manner consistent with the
requirements of § 312.57.

As with the list of investigator’s duties
under proposed § 312.305{c)(4), this list
of sponsor’s duties under subpart D of
part 312 is not exclusive, and other
requirements may apply. depending on
the particular type of expanded access.

4, When Expanded Access Use May
Begin

Proposed § 312.305(d) explains when
expanded access use may begin,
assuming FDA has not placed a clinical
hold on the expanded access use. Under
IND rules, a study described in a
protocol in a newly submitted IND can
begin 30 days after FDA receipt of the
IND (or on earlier notification by FDA
that the stndy may proceed), unless
FDA puts the study on hold. Once thers
is an IND in place, new protocols
submitted to that IND may begin on the
date of submission.

Proposed § 312.300(d){1) states that an
expanded access IND goes into effect 3¢
days after FDA receives the IND or on
earlier notification by FDA that the
expanded access use may begin,
consistent with FDA’s normal practice.

Proposed § 312.300{d)(2} explains
when expanded access use may begin,
if the expanded access submission is in
the form of a new protocol submitted
under an existing IND. The proposed
rule states that expanded access use
under a protocol submitied under an
existing IND may begin as described in
§312.30(a). Section 312.30{a) provides
that the study under the protocol may
begin provided two conditions are met:
(1) The sponsor has submitted the
protocol to FDA for its review and (2)
the protocol has been approved by the
IRB with responsibility for review and
approval of the study in accordance
with the requirements of part 56.
Section 312.30{a) states that the sponsor
may comply with these two conditions
in either order.
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The proposed rule provides two
exceptions to the general rules
concerning when expanded access use
under a new protocol may begin. First,
proposed § 312.305(d)(2)(i) provides
that treatment under a protocol for -
individual patient expanded &ccess in
an emergency situation may begin when
it is authorized by the FDA reviewing
official. Second, proposed
§ 312.305(d)(2)(i1) states that expanded
access use under proposed §312.320
(the treatment IND or treatment protocol
described in §§ 312.34 and 312.35 of the
current IND regulations) may begin 30
days after FDA receives the protocol (or
on earlier notification by FDA that the
treatment use may begin); that is, there
would be a 30-day wait even fora
protocol submitted under an existing
IND. Expanded access use under a
treatment IND or treatment protocol
often involves thousands of patients.
The agency believes it is important to
build in time for agency review of a
proposed expanded access use with the
potential to affect so many people.

Froposed § 312.300{d)(3) states that
FDA may place any expanded access
IND or protocol on clinical hold as
described in §312.42.

F. Expanded Access for Individual
Patients (Proposed § 312.310}

Proposed § 312.310 would permit an
investigational drug to be used for the
treatment of an individual patient by a
licensed physician.

1. Expanded Access for Individual
Patients—Criteria

in addition to the proposed criteria for
all expanded access uses, proposed
§ 312.310(a) sets forth two criteria for
permitting an investigational drug to be
used for the treatment of an individual
patient by a licensed physician.

» First, the physician must determine
that the probable risk to the person from
the investigational drug is not greater
than the probable risk from the disease
or condition (proposed § 312.310(aj}(1}).

» Second, FDA must determine that
the patient cannot obtain the drug under
another type of IND (proposed
§312.310(a)(2)}. (Section 561(b)(3) of the
act requires that FDA determine that
provision of the investigational drg
will not interfere with the initiation,
conduct, or completion of clinical
investigations to support marketing
approval.) Thus, expanded access for an
~ individual patient would not be

available, for example, if the patient can

participate in a clinical trial of the

. investigational drug. However,
participation in a clinical trial may not
be possible for many reasons. A patient
may have a stage of the disease different

from the stage being studied. The
patient may have failed on, or be
intolerant of, the active control in a
randemized active-control trial. It may
be geographically impessible for the
patient to participate in a clinical trial.

Omne of the proposed general criteria
for any expanded access use is that FDA
must determine that the potential
benefit to the patient justifies the
potential risks of the expanded access
use and those potential risks are not
unreasonable in the context of the
disease or condition to be treated. The
evidence needed to make this
determination for expanded access for
an individual patient will vary. For a
patient with an immediately life-
threatening condition, the evidentiary
burden could be very low—little if any
clinical evidence to suggest a potential
benefit or possibly only animal data to
support safety of the use. For a patient
with a serious, but not immediately life-
threatening, condition who could expect
to enjoy a reasonable quality of life for
an extended time without any
treatment, the evidentiary burden would
be higher.

2. Expanded Access for Individual
Patients—Submission Requirements

In addition to the proposed
submission requirements for all
expanded access uses, proposed
§ 312.310(b) provides that the expanded
access submission must include
information adequate to demonstrate
that the general criteria for expanded
access use and those specific to
expanded access for individual patients
have been met. :

Proposed §312.310(b) provides that if
the drug is the subject of an existing
IND, the expanded access submission
may be made by the sponsor orby a
licensed physician. A sponsor may
satisfy the submission requirements by
amending its existing IND to include a
protocal for individual patient
expanded access. Sponsors are strongly
encouraged to include individual
patient expanded access protocols
under their own INDs.

Propased § 312.310(b} provides thata
licensed physician may satisfy the
submission requirements by obtaining
from the sponscr permission for FDA to
refer to any information in the IND that
would be needed to support the
individual patient expanded access
request (right of reference) and by
providing any other required
information not contained in the IND
{usnally only the information specific to
the individual patient). Obtaining a
right of reference is consistent with
current practice. Sponsors who agree to
make an investigational drug available

to an individual patient, but prefer that
it be provided under an IND ol#tained by
the licensed physician rather than under
the sponsor's IND, routinely provide a
right of reference to necessary
information in the existing IND, and
such a right of reference is necessary for
FDA to be able to make the necessary
determinations about whether the
expanded access use may proceed.

3. Expanded Access for Individual
Patients—Safeguards

Proposed § 312.310(c) sets forth
safeguards that apply specifically to
expanded access for individual patients,
These proposed safeguards are listed as
follows:

= Treatment of an individual patient
with an investigational drug is generally
limited to a single course of therapy for
a specified duration, unless FDA
expressly authorizes multiple courses or
chronic therapy. '

+ FDA may require sponsors to
monitor an individual patient expanded
access use if the use is for an extended
duration. '

» At the conclusion of treatment, the
licensed physician or sponsor {(whoever
made the expanded access submission}
must provide a written summary of the
results of the freatment use, including
unexpected adverse drug experiences.

« When FDA receives a significant
number of similar requests for
individual patient expanded access, the
agency may ask the sponsor to submit
an IND or pretocol for the use under
§312.315 or § 312.320.

What constitutes a significant number
of similar requests will vary depending
on the indication, the number of
patients with no available therapeutic
options, and the extent to which the
drug has the potential to benefit those
patients. In general, when the agency
receives 10 or more requests for the
same individual patient expanded
access use within a relatively short time
period (e.g., less than 6 months), FDA
will consider whether to request that a
potential sponsor submit an
intermediate-size patient population
IND or protocol for the expanded access
use and, possibly, conduct a clinical
trial of the expanded access use.

4. Expanded Access for Individual
Patients—Emergency Procedures

Proposed §312.310(d) sets out
emergency procedures for expanded
access for individual patients. If there is
an emergency that requires a patient to
be treated before a written submission
can be made, FDA may authorize the
expanded access use to begin without a
written submission. Under the proposed
rule, the FDA reviewing official may
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authorize the emergency use by example, because they have a different  use for intermediate-size patient
telephone, Emergency expanded access  disease or stage of disease from the one  populations.

use may be requested by telephone, being studied or otherwise do not meet ¢ The first criterion requires that
facsimile, or other means of electromic the enroliment criteria; because there be enough evidence that the drug
communications. The proposed rule enrcllment in the trial is closed; or is safe at the dose and duration

also provides phone numbers for because the trial site is not proposed for expanded access use to
requests for investigational drugs and geographically accessible {proposed. justify a clinical trial of the drug in the
investigational biological drug products, §312.315(a)(2)). approximate number of patients

and an after-hours contact number. = Approved or related drug. The drug  expected to receive the drug for

Proposed § 312.310(d)(2) requires the  is an approved drug product that is no expanded access use (proposed
licensed physician or sponsor to explain longer marketed for safety reasons oris  §312.315(b){1)).

how the expanded access use will meet  unavailable through marketing due to In ordinary drug development, it is
the requirements of proposed §§312.305 failure to meet the conditions of the usual practice to gradually increase the
and 312.310 and requires agreementto  approved application {proposed number of subjects exposed to a drug

submit an expanded access submission  § 312.315(a)(3)(i}), or the drug contains  (from first human exposure in a very
that complies with proposed §§312.305  the same active moiety as an approved  small number of subjects through large
and 312.310 within 5 working days of drug product that is unavailable through phase 3 trials). This practice limits the

FDA'’s autharization of the expanded marketing due to failure to meet the risk from drugs that turn out to have
access use. conditions of the approved application  significant adverse effects, as more and

For individual patient expanded or & drug shortage (proposed better information (e.g., about dosing) is
access use situations in which there is §312.315(a)(3)(1i)). obtained about the drug before larger
time to make a written submission, the When a drug is no longer marketed numbers of subjects are treated. The
expedited procedures would not be due to safety reasons, there may be a same rationale would apply in the
available. Lack of a prior written subset of patients for whom the benefits expanded access use setting. There
submission decreases FDA’s ability to of treatment are believed to outweigh should be more clinical experience for
review the proposed use. Furthermore,  the risks and who Jack satisfactory an intermediate-size patient population
FDA's experience with emergency alternative therapies. Under proposed than for an individual patient, and the
treatment use is that the written §312.315(a}(3)(3), those patients could amount of clinical experience to justify
submission and followup information continue to receive the drug under an expanded access use in a certain
on the cuicome of the treatment use intermediate-size patient population population should be ronghly the same
frequently have not been provided. By IND for expanded access use. as would justify a clinical trial in that
limiting use of the emergency This provision is also intended to size population. FDA anticipates that
procedures to true emergencies, the allow uninterrupted therapy when an the typical intermediate-size patient
agency hopes to better menitor approved drug is not being population treatment use IND or
individual patient expanded access use. minhutgiﬂureq iiin aﬁmanner C%‘}S}ils:;ﬂt protocol will provide access to between

) . Wi e specincations on whic e 10 and 100 patients.
g: EXI?ﬂl?didPACC"E'Si f or I?;imemste- approval is based {good manufacturing » The sec%nd criferion requires that
ize Fatient Populations pose practice (GMP) violations) and therefore there be at least preliminary clinical
§312.315) cannot be marketed under the new drmg  evidence of effectiveness of the drug or

Proposed § 312.315 provides for application (NDA). Under proposed of a plausible pharmacologic effect of
expanded access use by patient §312.315(a)(3)(i}, the drug could be the drug to make expanded access use
populations smaller than those typical made available to patients for whom the  a reasonable therapeutic option in the
in treatment INDs or treatment drug is a medical necessity until the anticipated patient population
protocols. FDA may ask a sponsor to (GMP violations are addressed (assuming (proposed § 312.315(b)(2)).
consolidate expanded access use under  that, despite those violations, the E ded P :
this section when the agency has product does not pose a risk that is ‘23 xgaxz 6 1;& cce]ss Jor Interr]r;ed_iat_e-
received a significant number of unreasonable in the context of the R:ze Patiént Populations—Submission
requests for individual patient disease or condition to be treated, per equirements
expanded access fo an investigational proposed § 312.305{a)(2)). If the product In addition to the proposed
drug for the same use. does pose a risk because of GMP submission requirements for all

Proposed § 312.315(a) states that concerns, proposed § 312.315{a)(3)(ii} expanded access uses, proposed
expanded access use under the section could be used to make available an §312.315(c) sets forth the submission
may be needed in the following unapproved drug product containing requirements that apply specifically to
situations: the same active moiety (e.g., a drug expanded access use by intermediate-

« Drug not being developed. The drug  product approved in another country).  size patient populations. The expanded
is mot being developed, for example, PrnposecF §312.315(a)(3)(ii) could also access use submission must dothe
because the disease or condition is so be used in a drug shortage situation to following: ‘
rare that the sponsor is unable to recruit  make available an unapproved drug » State whether the drug is being
patients for a clinical trial. Nonetheless, containing the same active moiety as the developed or is not being developed and
the drug may represent the only approved drug that is in short supply describe the patient population to be
promising therapy for the people with {e.g., a drug product approved in treated (proposed § 312.315(c)(1));
the disease or condition {proposed - another country}. ¢ Include an explanation by the
§312.315(){(1)). - ) sponsor, if the drug is not being actively

« Drug being developed. The drug is 1. Expanded Access for Intermediate- developed, of why the drug cannot
being studied in a clinical trial, but Size Patient Populations—Ciriteria currently be developed for the expanded
patients requesting the drug for In addition to the proposed criteria for access use and under what
expanded access use are unable to all expanded access uses, proposed circumstances the drug could be

participate in the trial. Patients may not  § 312.315(b) sets forth the criteria that developed (proposed § 312.315(c)(2));
be able to participate in the trial, for apply specifically to expanded access and
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s Include an explanation by the
sponsar, if the drug is being studied in
a clinical trial, of why the patients to be
treated cannot be enrolled in the clinical
trial and under what circumstances the
sponsor would conduct a clinical trial
in these patients {proposed
§312.315(c)(3)).

3. Expanded Access for Intermediate-
Size Patient Populations—Safeguards

Proposed § 312.315(d) sets forth the
safeguards that apply specifically to
expanded access use by intermediate-
size populations. Upon review of the
IND annual report, FDA will determine
whether it is appropriate for the use to
continue under this section. If the drug
is not being actively developed or if the
expanded access use is not being
developed {but ancther use is being
developed), FDA will cansider whether
it is possible to conduct a clinical study
to develop the expanded access use for
marketing (proposed §312.315(d){1)(i)}.
If the drug is being actively developed,
FDA will consider whether providing
the investigational drug for expanded
access use is interfering with the
clinical development of the drug
(proposed § 312.315(d}(1)(ii}). As the
number of patients enrolled increases,
FDA will also consider whether to
request that a sponsor submit a
treatrnent IND or treatment protocol as
described in § 312.320 for the expanded
access use (proposed
§312.315(d)(1)(iii)). The sponsor is
responsible for monitoring the 3
expanded access protocol to ensure that
licensed physicians comply with the
protoco! and the regulations applicable
to investigators (proposed
§312.315(d)(2)).

H. Expanded Access Treatment IND or
Treatment Protocol (Proposed
§312.320}

Proposed § 312.320 describes the
treatment IND or treatment protocol
mechanism that is currently provided in
§§312.34 and 312.35. Proposed
§312.320 retains the basic terminology
“treatrnent IND"” and “treatment
protocol” from current §§312.34 and
312.35.

1. Expanded Access Treatment IND or
Treatment Protocol—Criteria

In addition to the proposed criteria for
all expanded access uses, proposed
§ 312.320(a) provides the criteria that
apply specifically to a treatment IND or
treatment protocol.

Proposed § 312.320(a){1) requires that
either the drug is being investigated in
a controlled clinical trial under an IND
designed to support a marketing
application for the expanded access use

{proposed § 312.320(a)(1){i)}, or all
clinical {rials of the drug have been
completed (proposed § 312.320(a)(1)(ii)).

In addition, the sponsor must he
actively pursuing marketing approval of
the drug for the expanded access use
with due diligence (proposed
§312.320(a)(2)).

Proposed § 312.320{a){3)(i) provides
that, when the expanded access use is
for a serious disease or condition, there
must be sufficient clinical evidence of
safety and effectiveness to support the
expanded access use. Such evidence
would ordinarily consist of data from
phase 3 trials, but could consist of
compelling data from completed phase
2 trials.

Proposed § 312.320(a){2){ii} provides
that, when the expanded access use is
for an immediately life-threatening
disease or condition, the available
scientific evidence, taken as a whole,
provides a reasonable basis to conclude
that the investigational drug may be
effective for the expanded access use
and would not expose patients to an
unreasonable and significant risk of
illness or injury. This evidence would
ordinarily consist of clinical data from
phase 3 or phase 2 trials, but could be
based on more preliminary clinical
evidence.

2. Expanded Access Treatinent IND or
Treatment Protocol—Submission
Requirements

In addition to the proposed
submission requirements for all
expanded access uses, proposed
§ 312.320(b) states that the expanded
access submission must include
information adequate to satisfy FDA that
the general criteria for expanded access
use and those specific to the treatment
IND or treatment protocol have been
met.

3. Expanded Access Treatment IND or
Treatment Protocol—Safeguards

Proposed § 312.320(c) provides a
safeguard that applies specifically to
treatinent protocols. The sponsor is
responsible for monitoring the treatment
protocol to ensure that licensed
physicians comply with the protocol
and the regulations applicable to
investigators.

I. Open-Label Safety Studies

The primary purpose of the treatment
IND or treatment protocol is to make
investigational drugs available to
patients with serious or immediately
life-threatening diseases or conditions
when there is a reasonable evidentiary
basis to support the use in a substantial
population, but the evidence needed for
marketing approval either has not been

entirely collected or has been collected
but not yet analyzed and reviewed by
the agency.

FDA is concerned that sponsors have
used programs other than treatment
INDs or treatment protocols to make
investigational drugs available to large
populations for treatment use,
particularly by identifying such
programs as “‘open-label safety studies.”
The goal of an open-label safety study
is to better characterize the safety of a
drug late in its development. However,
in practice, many studies that are
described as open-label safety studies
have characteristics that appear to be
more consistent with treatment INDs or
treatment protocols. For example:

+ The investigators are not selected
by the sponsor but can be any physician
{sometimes with specified
qualifications),

¢ The population receiving the drug
is quite large,

+ Collection of data is minimal, and

« The studies may not generate the
kind of reliable information that would
be develeped in & study designed to
meaningfully assess safety endpoints.

Consequently, in the future, the
agency intends to evaluate whether
proposals for open-label safety studies
should be treatment INDs or treatment
protocols that would have to meet the
criteria in proposed § 312.320. A study
described as an open-label safety study
that provides broad access t0 an
investigational drug in the laier stages of
development, but lacks planned,
systematic data collection and a design
appropriate to evaluation of a safety
issue is likely to be considered a
treatment IND or treatrment protocol.
The agency believes treatment INDs or
treatment protocols are more
appropriate programs to provide
treatment because the authorization for
such expanded access uses will require
a more formal review process that ’
would explicitly consider the impact of
expanded access on enrollment in
clinical trials and the progress of drug
development generally.

J. Continuation Phase of a Clinical Trial

The continuation phase of a clinical
trial may have characteristics in
common with open-label safety studies
or expanded access, or both. In the
continuation phase of a clinical trial,
patients have the option of receiving the
study drug after completing the
controlled portion of the trial {continue
on the study drug or cross over from a
control treatment to the study drug},
often as an inducement to enroll in the
clinical study. All patients receive the
study drug. The primary intent may be
to develop additional safety data or to
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treat the patient's condition.
Notwithstanding the intent, however,
because enrollment is limited to only
clinical study participants, the use is
considered a part of the clinical study
rather than an expanded access use for
purpaoses of proposed subpart 1.

V. Legal Authority

The agency believes it has the
authority to impose requirements
regarding expanded access to
investigational drugs under various
sections of the act, including sections
. 505{i); 561; and 701(a} (21 U.S.C.
371{a)).

Section 505(i) of the act directs the
agency? to issne regulations exempting
from the operation of the new drug
approval requirements drugs intended
solely for investigational use by experts
qualified by scientific training and
expertise to investigate the safety and
effectiveness of drugs. The proposed
rule explains procedures for obtaining
FDA authorization for expanded access
uses of investigational drugs and factors
relevant to making necessary
determinations. :

Section 561 of the act, added by
FDAMA, provides significant additional
authority for this proposed rule. Section
561(a) of the act states that FDA may,
under appropriate conditions
determined by the agency, authorize the
shipment of investigational drugs for the
diagnosis, monitoring, or treatment of a
serious disease or condition in
emergency situations. This proposed
rule sets forth factors that the agency
will consider in determining whether to
authorize shipment of investigational
drugs in emergency situations.

Section sﬁi%b] of the act allows any
persen, acting through a physician
licensed in accordance with State law,
to request from a manufacturer or
distributor an investigational drug for
the diagnosis, monitoring, or treatment
of a serious disease or condition if four
conditions are met: (1) The physician
must determine that the person has no
comparable or satisfactory alternative
. therapy available and the probable risk
to the person from the investigational
drug is not greater than the probable risk
from the disease or condition; (2) FDA
must determine that there is sufficient
evidence of safety and effectiveness to
support the use of the investigational
drug in the particular case; (3) FDA
must determine that provision of the
investigational drug will not interfere

3In light of section 903(d) of the act {21 U.5.C.
393(d)) and the Secretary's delegations to the
Commissioner of Food and Drugs, statutory
references to “the Secretary” in the discussion of
legal authority have been changed to “FDA" or “the

agency.”

with the initiation, conduct, or
completion of clinical investigations to
support marketing approval; and {4) the
sponsor or clinical investigator of the
investigational drug submits a clinical
protocol consistent with the provisions
of section 505 of the act describing the
use of the investigational drugin a
single patient or a small group of
patients. The proposed rule sets forth
factors that FDA will consider in
making the necessary determinations
and explains the procedures and criteria
for physicians, sponsors, and/or
investigators to make the necessary
representations and submissions to
FDA.

Section 561(c} of the act specifically
authorizes expanded access under a
treatment IND if FDA makes the
following determinations: {1} Under the
treatment IND, the investigational drug
is intended for use in diagnosing,
monitoring, or treating a serious or
immediately life-threatening disease or
condition; {2} there is no comparable or
satisfactory alternative therapy available
to diagnose, monitor, or treat that stage
of disease or condition in the
population of patients to which the
investigational drug is intended to be
administered; (3} the investigational
drug is already under investigation in a
controlled clinical trial for the same use
under an IND under section 505(i) of the
act, or all clinical trials necessary for
approval of that use of the
investigational drug have been
completed; (4) the sponsor of the
controlled clinical trials is actively
pursuing marketing approval of the
investigational drug, with due diligence,
for the same intended use; {5} provision
of the investigational drug will not
interfere with the enrollment of patients
in ongoing clinical investigations under
section 505(i) of the act; (6} in the case
of serious diseases, there is sufficient
evidence of safety and effectiveness to
support the intended use; and (7) in the
case of immediately life-threatening
diseases, the available scientific
evidence, taken as a whole, provides a
reasonable basis to conclude that the
investigational drug may be effective for
its intended use and would not expose
patients to an unreasonable and
significant risk of illness and injury. The
proposed rule sets forth factors that FDA
will consider in making the necessary

determinations.

Section 561 of the act further requires
that protocols submitted under section
561 be subject to section 505(i) of the act
including regulations issned under
section 505(i). Section 561(d) of the act
permits the agency to terminate
expanded access for failure to comply
with the requirements of section 561 of

the act. The proposed rule sets forth the
conditions under which FDA will place
an expanded access use on clinical
hold.

In this proposed rule, the agency
propases three categories of expanded
access. While authority for individual
patient access is based on section 561(b)
of the act, and authority for treatment
INDs and treatment protocols is based
on section 561(c) of the act, there is also
authority in the statute for FDA to issue
regulations for intermediate-size patient
populations. Section 561(b}(4) of the act
requires submission of a protocol for the
gxpanded access use that is consistent
with the requirements of the IND
regulations describing the use of the
investigational drug in a single patient
or a small group of patients, The
provisions of the proposed rule
concerning expanded access for
intermediate-size patient populations
address the use of the investigational
drug in the small groups of patients
mentioned in the statute.

Section 701(a) of the act provides
general suthority to issue regnlations for
the efficient enforcement of the act, By
clarifying the criteria and procedures
relating to expanded access to
investigational products, this proposed
rule is expected to aid in the efficient
enforcement of the act.

VL Environmental Impact

The agency has determined under 21
CFR 25.30(h) that this action is of a type
that does not individually or
cumulatively have a significant effect on
the human environment. Therefore,
neither an environmental assessment
nor an environmental impact statement
is required.

VIIL. Analysis of Economic Impacts

FDA has examined the impacis of the
proposed rule under Executive Order
12866 and the Regulatory Flexibility Act
(5 U.5.C. 601-612), and urder the
Unfunded Mandates Reform Act of 1995
(Public Law 104—4). Executive Order
12866 directs agencies to assess all costs
and benefits of available regulatory
alternatives and, when regulation is
necessary, to select regulatory
approaches that maximize net benefits
{including potential economic,
environmental, public health and safety,
and other advantages; distributive
impacts; and equity). The agency
believes that this proposed rule is not an
economically significant regulatory
action as defined by the Executive
Order.

The Regunlatory Flexibility Act
requires agencies to analyze regulatory
options that would minimize any
significant impact of a rule on small
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entities. Currently, the agency does nat
believe that the proposed rule will have
a significant economic impact on a
sbhstantial number of small entities.
Nevertheless, we recognize our
uncertainty regarding the number and
size distribution of affected entities, as
well as the economic impact of the
proposed rule on those entities.
Therefore, this economic analysis,
together with other relevant sections of
this document, constitutes the agency’s
initial regulatory flexibility analysis.
The agency specifically requests
detailed public comment regarding the
number of affected small entities as well
as the potential economic impact of the
proposed rule on those entities.

Section 202{a)} of the Unfunded
Mandates Reform Act of 1995 requires
that agencies prepare a written
statement, which includes an
assessment of anticipated costs and
benefits, before proposing “‘any rule that
includes any Federal mandate that may
result in an expenditure by State, local,
and tribal governments, in the aggregate,
or by the private sector, of $100,000,000

or more (adjusted annually for inflation)

in any one year.”” The current threshold
after adjustment for inflation is
approximately $122 million, using the
most current (2005) Implicit Price
Deflator for the Gross Domestic Product.
FDA does not expect this proposed rule
t0 resulf in any 1-year expenditure that
would meet or exceed this amount.
A. Objectives of the Proposed Action
FDA is proposing this action to
describe in greater detail all of the ways
patients may obtain expanded access to
investigational drugs for treatment use.
Specifically, the proposed rule
establishes eligibility criteria,
submission requirements, and
safeguards for the expanded access use
of investigational drugs by individual
patients, including in emergencies;
intermediate size. patient populations;
and larger populations under a '
treatment protocol or treatment IND.
The proposal is also intended to

ingrease public knowledge and
awareness of expanded access and, thus,
to make investigational drugs more
widely available. In addition, by
establishing clear eligibility criteria and
submission requirements, the proposed
rule would ease administrative burdens
on physicians seeking investigational
drugs for their patients and on sponsors
who are willing to make promising
unapproved therapies available for
treatment use. The agency believes that
the proposed rule would achieve these
objectives in a way that fairly addresses
the interests of patients, drug sponsors,
and society as a whole.

B. Nature of the Problem Being
Addressed

The fundamental problem addressed
by the proposed rule is one of
incomplete information. In some
circumstances, a lack of clearly defined
eligibility criteria and submission
requirements has created inefficiencies
that limit patient access to potentially
beneficial investigational drugs. The
proposed rule is also intended to
address concerns that, historically,
cancer and AIDS patients have had
better access to investigational drugs
than patients with other serious diseases
or conditions, and that patients under
the care of physicians based in
academic medical centers are more
likely to obtain such access than
patients whose physicians practice
outside such centers. In addition, the
lack of clearly defined eligibility criteria
and submission requirements has led
some physicians and drug sponsors to
devote more resources than necessary io
the preparation of expanded access
submissions. Through this proposed
rule, the agency seeks to correct these
shortcomings.

The proposed rule establishes general
eligibility criteria, submission
requirements, and safeguards for the
expanded access use of investigational
drugs. The requirements that apply to
all types of expanded access use are
described in detail in section IV.E of

this document. The proposed rule also
describes more specific eligibility
criteria, submission requirements, and
safeguards for three specific categories
of expanded access: (1} Expanded access
for individual patients, (2) expanded
access for intermediate-size patient
populations, and (3) expanded access
under a treatment protocol or treatment
IND. These types of expanded access
uses are described in detail in sections
IV F, IV.G, and IV.H of this document,
respectively.

C. Baseline for the Analysis

During the period 1997 through 2005,
FDA received an average of 2,046.6
INDs per year. Of this number, on
average, approximately 659, or 32.2
percent (0.322 = 659 / 2,046.6) were
individual patient or emergency INDs.
In addition, FDA received
approximately 4.6 treatment IND or
treatment protocol submissions per year
during this time period. Thus, treatment
IND or treatment protocol submissions
represent about 0.2 percent (0.022 = 4.6
/ 2,046.6) of all INDs received by the
agency each year. Because expanded

_access for intermediate size patient
populations is not currently established
in regulation, FDA does not have a
record of the number of submissions in
this category. However, based on an
internal survey of drug review divisions,
FDA estimates that approximately 55
other expanded access submissions
were received each year between 2000
and 2002. While it is not possible to
determine the precise number that
would be considered intermediate size
patient population expanded access
submigsions, FDA experts believe that
maost of the 55 other submissions each
year would fall under this category.
Thus, approximately 2.7 percent (0.0263

=55/ 2,046.6) of all INDs received by

FDA each year may be associated with
intermediate size patient population
expanded access requests. The
information presented above is
summarized in table 1 of this document.

TABLE 1.—BASELINE DATA FOR THE NUMBER OF INDS AND EXPANDED ACCESS REQUESTS BY

CATEGORY
Category Total INDs Incé‘r;:g:l;é:cayubrlﬂi)or Trgﬁt';nrg'rgcltl;TD Other
Number 2,046.6 659.0 46 B85.0
Percent of all INDs 100% 32.2% 0.2% 2.7%

D. Nature of the Impact

The proposed rule would affect
patients who lack effective therapeutic
alternatives and may benefit from access

to investigational drugs, physicians
attemnpting to obtain investigational
drugs for their patients, drug sponsors
who make investigational drugs

available to patients, and FDA in its
oversight role in the process for making
investigational drugs available for
expanded access use. As discussed
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further in section 1.D of this document,
a major purpose of this proposed rule is
to expand access to investigational
drugs for patients with serious and
immediately life-threatening conditions
who lack satisfactory therapeutic
alternatives. Therefore, FDA anticipates
that the proposed rule would increase
the number of patients who obtain
access to investigational drugs for
treatment use. This increase in volume
would lead to more expanded access
submissions from sponsors and
physicians seeking investigational drugs
for their patients and, as a consequence,
would require FOA to review more
subrmissions, Given the relatively small
percentage of all INDs received by the
agency that are associated with
expanded access use submissions, FDA
expects that the overall impact of the
pro&osed rule will not be significant.

The proposed rule also attempts to
minimize the potential administrative
burdens for physicians, sponsors, and
FDA that would result from an
increased volume of patients obtaining
investigational drugs for expanded
access use. The proposed rule
encourages the consolidation of
multiple individual patient INDs or
protocols for a given use under an
intermediate-size patient population
IND or protocoel (see sections VILD.2
and VILF of this document for
additional discussion). By reducing the
total volums of submissions that would
have been prepared if all patients were
to obtain a drug under individual
patient INDs or protocols, consolidation
will limit the additional administrative
burdens from increased patient access.
In addition, by explicitly clarifying the
eligibility criteria and submission
requirements for expanded access, the
proposed rule should make the process
of obtaining access to investigational
drugs more efficient for all affected
parties.

It is expected that any increase in the
volume of submissions would result
primarily from greater numbers of
patients obtaining investigational drugs
under expanded access INDs or
protocols for individual patients and
intermediate-size patient populations.
Because this proposed rule does not
significantly change the existing
regulation concerning treatment INDs or
treatment protocols, the number of
patients receiving investigational drugs
under these mechanisms should be
largely unaffected.

1, Individunal Patient Expanded Access
Submissions

By increasing awareness of the ways
individual patients can obtain expanded
access to investigational drugs for

treatment use, and decreasing the
perceived difficulty of obtaining such
access, the proposed rule should
increase the number of individual
patients seeking access to
investigational drugs. FDA anticipates
that this increase in individual patient
expanded access submissions would be
greatest in the years immediately
following implementation of a final rule
and would at some point level off, or
possibly even decline. This leveling off
or decline would occur when a
significant volume of individual patient
expanded access has accumulated for a
variety of drugs, and the individual
patient expanded access INDs ar
protocols for those drugs are then
replaced with intermediate-size patient
population INDs or protocols that enroli
multiple subjects. Making the transition
from multiple individual patient INDs
or protocols to a single intermediate-size
patient population IND or protocol
should reduce the overall administrative
burden associated with making a
particular investigational drug available
for treatment use.

From 1997 to 2005, FDA received, on
average, approximately 659 individual
patient and emergency IND submissions
per year. Although FDA is confident
this proposed rule would increase this
volume, it is difficult to predict with
precision the extent of the increase.
There is uncertainty concerning the
extent to which patients who desire
expanded access to investigational
drugs are unable to obtain them; the
extent to which better information about
the mechanisms and processes for
obtaining access to investigational drugs
will stimulate more patients, or their
physicians, to seek investigational drugs
for expanded access use; and the extent
to which drug manufacturers will be
willing to make investigational drugs
more broadly available for expanded
access use, Although FDA is confident
there will be an increase in the volume
of individual patient expanded access
use if this rulemaking is finalized,
because of these uncertainties the
agency can provide only an estimate of
the range of potential increase. FDA
believes, after publication of a final rule,
that it is reasonable to anticipate a 40 to
60 percent increase in the volume of
individual patient expanded access
submissions by year 3. As discussed
previously in this document, we
anticipate that growth would be most
rapid in the years immediately
following publication of a final rule and
would eventually plateau, or possibly
even decline. The implications of these
assumptions for the total number of
individual patient expanded access

submissions are summarized in table 2
of this document.

TABLE 2.—~EXPEC'I;ED PERCENT
INCREASE AND ESTIMATED

NUMBER OF INDIVIDUAL PA-
TIENT EXPANDED ACCESS
SUBMISSIONS
Expected Per- Expected
ITnealrer}r\:fet?n[ cent Increase in { Number of
ion ol | Individual Pa- | individual
Final Rule fient Submis- Patient Sub-
sions missions?
1 20% 10 40% | 79110 923
2 30% 10 50% | 857 to 988
3 40% to 60% | 923 to 1,054
4 _ 0% | 92310 1,054
5 0% [ 923 to 1,054

*Based on the current average of 659 indi-
vidual patient treatment use submissions per
year and the estimated percent increases in
column 2.

2. Intermediate Size Patient Population
Expanded Access Submissions

Although intermediate-size patient
population expanded access has not
previously been described in regulation,
this general type of mechanism has been
used informally to make investigational
drugs available for treatment nse. Based
on an internal survey of review
divisions, FDA estimates that for the
period 2000 through 2002 it received
approximately 55 submissions per year
that would be considered intermediate
size patient population expanded access
submissions under the proposed
criteria, The agency anticipates thai this
proposed rule would increase the
number of such submissions. Because
this previously informal mechanism
will be described in regulation for the
first time, there will be greater
awareness, which is likely to stimulate
submissions. In addition, the
anticipated increase in volume of
individual patient expanded access
submissions discussed previously in
this document is expected to increase
the number of intermediate size patient
population expanded access
submissions because the proposed rule
encourages the consolidation of
multiple individual patient INDs or
protocols for a given expanded access
use.

The extent to which submissions for
expanded access for intermediate-size
patient populations will increase is
uncertain. Section 312.315 of the
proposed rale concerns expanded
access Jor intermediate-size patient
populations. This section provides that
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FDA may ask a sponsor to consclidate
expanded access under this section
when the agency has received a
significant number of requests for
individual patient expanded access to
an investigational drug for the same use.
FDA does not have historical
information that would permit us to
accurately predict what portion of
individual patient expanded access
submissions are likely to be appropriate
for consolidation. Based on our
experience, we believe that many of the
individual patient expanded access -
submissions we receive will be
appropriate for consolidation. However,
some individual patient expanded

access submissions will be for expanded

access uses that are sufficiently rare that
it is unlikely that there will be enough
similar uses to consolidate them under
an intermediate-size patient population
IND or protocol. There is also
uncertainty about the extent to which
sponsors will be willing to make
investigational drugs available for
expanded access use under
intermediate-size patient population
INDs or protocols. Although FDA is
confident that there will be growth in
the volume of intermediate-size patient
~ population expanded access INDs or
protocols, because of the uncertainties
identified, we can provide only an
estimate of the range of potential
increase, FDA believes it is reasonable
to anticipate a 25 to 50 percent growth
in the volume of submissions for
intermediate-size population expanded
access INDs or protocols over a 5-year
period.

Compared to the growth in individual
patient expanded access submissions,
this increase is likely to be more gradual
in the years immediately following -
implementation of a final rule, and will
increase more sharply after 2 to 3 years
as some of the increase in volume of
individual patient expanded access
submissions is shifted to intermediate
size population INDs or protocols. As in
the case of expanded access for
individual patients, growth in the
number of submissions is expected to
plateau or even decline after a few
years. The implications of these
assumptions for the number of 7
individual patient expanded access
submissions are summarized in table 3
of this document.

TABLE 3—EXPECTED PERCENT
INCREASE AND ESTIMATED

NUMBER OF INTERMEDIATE
SIZE PATIENT POPULATION EX-
PANDED ACCESS SUBMIS-
SIONS
Expected
Expected Per-
Year After | cent Increase in Igg:rnnb:c; aolfe
Implemen- | Intermediate : .
; : . Size Patient
tation of Size Patient Population
Final Rule | Population Sub- Sﬂbmis~
missions sions?
1 5% to 10% 58 to 61
2 10% to 20% 61 to 66
3 20% to 40% 66 1o 77
4 25% to 50% 69 to 82
5 0% 69 o 82

1Based on the current average of 55 inter-
mediate size patient population submissions
per year and the estimaied percent increases
in column 2.

3. Expanded Access Under Treatment
INDs and Treatment Protocols

The number of treatment INDs and
treatment protocols should be Jargely
unaffected by the proposed rule. The
concept of large access programs is well
established and most drugs that meet an
unmet medical need for a serious or
immediately life-threatening condition
have had some kind of large access
program late in their development.
Therefore, the number of large access
programs is primarily a function of the
number of new drugs to treat serious
and immediately life-threatening
conditions that reach the latter stages of
drug development {e.g., become NDA
submissions). This rule is unlikely to
influence that number.

As discussed previously in this
dogument, sponsors have instituted
large expanded access programs under
treatment INDs or treatment protocels or
under less formal open-label or open-
access protocols (see section IV.I of this
document). The agency intends to be
more vigilant in ensuring that a use of
an investigational drug that has the
characteristics of a treatment IND or
treatment protocol is submitted and
authorized as such, rather than as an
open-label protocol. While this
increased vigilance may increase the
number of treatment INDs or treatment
protocols, any increase will be primarily
attributable to reclassifying open-label
safety studies as treatment INDs or
treatmnent protocols rather than a net
increase in the overall number of large
access programs. This reclassification
should also improve safety monitoring
of large access programs without

significantly increasing administrative
costs, because the costs for a treatment
IND or treatment protocol and an open-
label protocol are similar.
Reclassification of an open-label
protocol as a treatment IND or treatment
protocol may also increase publicity for,
and awareness of, the access program.
Sponsors of treatment INDs or treatmeni
protocols are required to list those
programs at hitp://
www.clinicaltrials.gov, a Web site
maintained by the National Institutes of
Health as a resource for patients seeking
to enroll in clinical trials or obtain
access to investigational drugs for
treatment use. The additional exposure
generated by this site may attract more
patients than would have had access
under an open-label protocol. Asa
result, any given treatment IND or
treatment protocol may be somewhat
mare costly than a less publicized open-
label protocol due to the volume of
patients enrolled. FDA is not able to
predict the impact on patient volume as
a result of reclassifying open-label or
open-access protocols as treatment INDs
or ireatment protocols. However, FDA
anticipates that there would be some
economies of scale, so that the
incremental costs would be relatively
small on a per-patient basis. FDA
believes any added costs would be
justified by the potentially greater
number of patients who would benefit
from access to investigationa! drugs.

E. Benefits of the Proposed Rule

Because FDA currently has no data
that would allow us to predict the
extgni 1o which the proposed
amendments to existing IND regulations
would generate direct benefits for
consumers, it is not possible to
accurately quantify the magnitude of
any expected incremental benefits at
this time. The number of patients
obtaining expanded access to
investigational drugs is expected to
increase. However, because eligible
patients will have serious or
immediately life-threstening conditions
that have failed to respond to available
therapies, and because the
investigational drugs are unproven, FDA
cannot predict the extent to which
individual patients would benefit from
access to these drgs. Thus, the
following discussion describes, in
general terms, the nature of the potential
benefits associated with the proposed
rule.

The benefits of the proposed rule are
expecied to result from improved
patient access to investigational drugs
generally and from expanded access
being made available for a broader
variety of disease conditions and
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treatment settings. In particular, the
clarification of eligibility criteria and
submission requirements would
enhance patient access by easing the
administrative burdens on individual
physicians seeking investigational drugs
for their patients and on sponsors who
make investigational drugs available for
expanded access use. Expanded access
to investigational drugs may generate
both private and social benefits. Private
benefits would accrue to individual
patients receiving drugs for expanded
access use, whereas social benefits
would accrue if these private benefits
are also valued by society at large, or if
any information obtained contributes to
the development of new therapies
generally.

The proposed rule is also designed to
address concerns that many physicians
and their patients, particularly those
outside of academic medical centers, are
unaware of the availability of
invéstigational drugs for expanded
access use. In FDAMA, Congress
included language in section 561(c) of
the act to authorize the Secretary to
inform medical associations, medical
societies, and other appropriate persons
of the availability of investigational
drugs under treatment INDs or treatment
protocols. FDA believes that this action,
along with detailed eligibility criteria
and submission requirements
established in the proposed rule, would
improve access to investigational drugs
and result in making expanded access
use more widely available to patients
regardless of treatment setting.

In formulating the proposed rule, FDA
considered its statutory mandate, the
interests of individuals and special
patient populations, drug sponsors, and
the general public. The agency found
that in many situations, individuals or
special patient populations have
benefited from increased accessto a
drug that has not yet been approved for
marketing (e:g., in the case of cancer or
HIV therapies, etc.). These individuals
or patient groups.generally have serious
- or immediately life-threatening

conditions and have not responded to
available therapies or cannot participate
in ongoing clinical trials for some
reason. i

On the other hand unrestricted access
to investigational drugs for treatment
use could negatively affect enrollment

. in the clinical trials required to

demonstrate safety and efficacy in
support of new drug marketing
applications. If expanded access to
investigational drugs were to adversely
affect the marketing approval process,
the general population would
experience diminished social benefits
due to the reduced or delayed

availability of new therapies approved
for marketing by FDA.

The proposed rule addresses these
competing interests by allowing
investigational drugs to be made
available for expanded access use only
if providing the drug for the requested
use will not interfere with the initiation,
conduct, or completion of clinical
investigations that could support
marketing approval, or otherwise
compromise the poiential development
of the expanded access use. In this way,
the proposed rule effectively balances
the interests of those patient
populations who would benefit from
having greater access to investigational
drugs, with the broader interests of
society in- having safe and effective new
therapies approved for marketing and
widely available.

The agency is also aware that
allowing expanded access to
investigational drugs before they are
fully evaluated for safety may have
adverse consequences for the seriously
ill patients who receive them. The
safeguards in the proposed rule are also
designed with this concern in mind.
Authorization of a particular expanded
access use is generally contingent upon
a number of factors, including some
evidence of the drug’s safety and
effectiveness, obtaining the informed
consent of the patient, approval of an
IRB, and a careful assessment of the
potential risks and benefits to the
patient. In addition, the propesed rule
would place limits on the scope and
duration of certain types of expanded
access use, require that sponsors of such
INDs or protocols monitor the expanded
access use and comply with safety and
annual reporting requirements for INDs,
and subject ongoing INDs or protocols to
periodic reassessment, The agency
believes these safeguards would
adequately protect the safety and
welfare of patients who would seek, and
may benefit from, expanded access to
investigational drugs.

F. Costs of the Proposed Rule

To the extent that the proposed rule
results in an increase in the number of
expanded access submissions, drug
sponsors and physicians requesting
investigational drugs on behalf of their
patients will incur some additional
costs. Because the proposed rule does
not include any mandatory reporting
requirements, the agency believes that
the one-time costs associated with this
rule will be negligible. Thus, the
incremental burden imposed by this
praposed rule will be in the form of
additional annual or recurring costs
associated with the increased number of

expanded access submissions estimated
previously in this document.

The agency estimates that preparation
and submission of an individual patient
expanded access submission would
require a total of approximately 8 hours.
This time burden would be divided
among physicians (approximately 15
percent or 1.2 hours) and nurses, nurse
practitioners, or medical administrators
(approximately 85 percent or 6.8 hours).
According to the U.S. Department of
Labor, Bureau of Labor Statistics,* total
employer costs per hour worked for
employee compensation for registered
nurses in the health care and social
assistance sector was $36.21 as of June
24, 2004. Thus, the cost of the estimated
6.8 hours of nurse time required to
prepare and submit an individual
patient expanded access submission
would be approximately $245 ($36.21
per hour x 6.8 hours).

Historically, most of the treatment use
requests submitted to the agency have
been prepared by physicians in the
hematology/oncology specialty category.
Data available on the Internet indicate
that the median expected total
compensation for a hematologist/
oncologist in the United States was
$287,016 as of October 2004.5 This
median total compensation figure
corresponds to approximately $138 per
hour {$137.99 = $287,016 / 2,080 hours).
Thus the cost for the 1.2 hours of
physician time required to prepare and
submit an individual patient expandéd
access submission is about $165 (3138
per hour x 1.2 hours). Therefore, the
agency estimates that the total cost to
prepare and submit an individual
patient expanded access submission
would be about $410 (5410 = $245 +
$165). Applying this cost figure to the
number of additional individual patient
expanded access submissions estimated
previously in this document suggests
the pattern of incremental annual costs
summarized in table 4 of this document.

4See hitp://www.bis.gov/news.release/
ecec.toc.htm. (FDA has verified the Web site
address, but FDA is not responsible for any
subsequent changes to the Web site after this
document publishes in the Federal Register.)

sSee hitp://swz.salary.com/salarywizard/
layouthtmls/
swzl_compresult_national_HC07600054.htnl. {FDA
has verified the Web site address, but FDA is not
responsible for any subsequeni changes to the Web
site after this document publishes in the Federal
Register.)
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TABLE 4.—NUMBER OF ADDI- Regulatory Affairs is appm)‘cimately TABLE 5—NUMBER OF ADD!-
TIONAL INDIVIDUAL PATIENT $160,000 per year.6 Assuming that TIONAL INTERMEDIATE SIZE
EXPANDED ACCESS SUBMIS- E}Sinemls regresTpt about 30 percent of PATIENT POPULATION  EX-
SIONS AND ESTIMATED AN. this salary implies a total anmual PANDED ACCESS SUBMIS-
NUAL COSTS COmpEﬂSﬂhDﬂ estimate Df 5208,000. SIONS AND ESTIMATED AN_
, This translates into an estimated hourly NUAL COSTS—Continued
Expected total compensation figure of about §100 oniinue
Year After Ezl;zcied :':? Cost of Ad- | ($209,000 / 2,080 hours). Thus, the cost Expected
implemen- Ncurmbeer o Inﬁi- ditional Indi- | associated with the 24 hours of Director Expected In- | ~-"eay
F!aﬁ??q‘){ vidual Patient ‘{iid:talspg: of Regulatory Affairs time required to Year After ,ﬁrua;ggr'gf“i': ditionat In-
inal Rule | submissions? n'?issiogsz prepare and submit an intermediate size implemen- | oo tate Size | Jemediate
patient population expanded access Flﬂa'.lo?qgte Patient Popu- Sée 5::;321
1 132 to 264 | $54.120t0 | submission is approximately $2,400 (24 lation 5“2"“5' sgbmis.
$108,240 | hours x $100). sions sions?
2 198 t0 329 | $81,180 10 Finally, information available on the 5 141027 | $155400 to
$134 890 | Internet indicates that the median total $259.700
compensation for a Clinical Research - - ’
3 064 10 305 | $108,240 to | Associate is approximately $70,000 per m;g:f:i it;g ig:{i%ﬁeso;;\wtgte;oguabearn gf gnter
. . - i panded ac-
$161,950 ﬁear.; This ltr anslates m'to ag est1m;1ted cess submissions implied by the estimates
s 64 to 395 | $108.240 10 ourly total compensation figure o presented in table 3 of this document.
< w1 about $33.65 ($70,000 / 2,080 hours). 2Based on an estimated cost of $11.000 per
$161,850 | T the cost associated with the 36 intermediate size patient popuiation expanded
5 64 10 305 | §108.240 to | hours of Clinical Research Associate access submission.
$181,050 | time required to prepare and submit an For reasons discussed previously in

1Based on increases in the number of. indi-
vidual patient expanded access submissions
implied by the estimates presented in tabie 2
of this document.

2Rased on an estimated cost of $410 per in-
dividual patient expanded access submission.

Preparation and submission of an
intermediate size patient population
expanded access IND} or protocol is
expected to require a total of about 120
hours of staff time. This time burden
would be divided between a Director of
Clinical Research, typically a medical
doctor (approximately 50 percent or 80
hours), a Director of Regulatory Affairs
{approximately 20 percent or 24 hours),
and a Clinical Research Associate
(approximately 30 percent or 36 hours).

Information available on the Internet
and from industry sources suggests that
the average salary for a Director of
Clinical Research is about $200,000 per
year.® Assuming that benefits represent
approximately 30 percent of salary
implies a total annual compensation
estimate of $260,000. This translates
into an estimated hourly total
compensation figure of about §125
($260,000 / 2,080 hours). Thus, the cost
associated with the 60 hours of Clinical
Research Director time required to
prepare and submit an intermediate size
patient population expanded access
submission is approximately $7,500 (60
hours x $125).

Information available on the Internet
and from industry sources alsa indicates
that the average salary for a Director of

SSee hﬂp://www.executivesonly.com/preview/
exresults.cfm under the Pharmaceutical specialty
category. Viewed January 3, 2005, (FDA has verified
the Web site address, but FDA is not responsible for
any subsequent changes to the Web site after this
document publishes in the Federal Register.}

intermediate size patient population
expanded access submission is
approximately $1,200 {36 hours x
$33.65).

Based on the information presented,
the agency eslimates that the total cost
to prepare and submit an intermediate
size patient population expanded access
submission would be approximately
$11,100 ($11,100 = §7,500 + $2,400 +
$1,200). Applying this figure to the
increases in the number of intermediate
size patient population expanded access
submissions estimated previously in
this document suggests the pattern of
annual cost increases summarized in
table 5 of this document.

TABLE 5.—NUMBER OF ADDI-

TIONAL INTERMEDIATE SIZE
PATIENT POPULATION EX-
PANDED ACCESS ~ SUBMIS-

SIONS AND ESTIMATED AN-
NUAL COSTS

_ Expected
Expected it | Gost of Ad-
Year After ditional In-
Number of In- :
Implemen- - termediate
. termediate Size - :
tation of Patient Popu- Size Patient
Final Rule 3 P! Population
lation Submis- Submis-
sions? sions?
1 3106 | $33300t0
$66,600
2 5to 11 $55,500 to
$122,100
3 1ito22 | $122,100 1o
$244,200
4 1410 27 | $155,400 10
$299,700

this document, the agency does not
expect that the proposed rule will have
an impact on the overall number of
treatment INDs or treatment protocols.
Therefore, FDA does not expect the
provisions of this proposed rule
regarding treatment INDs or treatment
protocols to impose any incremental
cost burden.

The total estimated annnal and
annualized cost burdens associated with
this proposed rule are summarized in
table 6 of this document.

TABLE 6.—COST SUMMARY

Year After
mg::g?i-on -lo-'rr;.'e; Annual | Annualized
ol Final | Cost | ©°t Cost?
Rule
1 $0 | 587,240 | $87.2401o
to $174,840
$174,840
2 $0 | $136,680 | $136,680 1o
1o $256,890
$256,990
3 $0 | $230,340 | $230,340 to
to $406,150
$406,150
4 $0 | $263,340 | $263,340 to
to $461,650
$461,650
5 $0 | $263,340 | $263,340 10
1o $461,650
$461,650

18ince estimated one-time cosls are neg-
tigible, annual costs and annualized costs will
be the same regardiess of the interest rate.

For reasons discussed previously in
this document, the agency expects that
the total one-time costs of the proposed
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rule will be negligible. FDA expects that
the annual and annualized costs of this
proposed rule will range from a low 'of
about $87,000 to $175,000 in the first
year following publication of any final
rule based on this proposal, to a high of
about $263,000 to $406,000 in the fourth
and fifth years. These estimates suggest
total annual and annualized costs for
the proposed rule of between $1.0 and
$1.8 million for the 5-year period
following implementation of any final
rule based on this proposal.

The agency expects that the estimated
incremental cost burdens associated
with this proposed rule are likely to be
widely dispersed among affected
entities for several reasons. First, given
the historical volume of various types of
treatment use submissions, the agency
believes that a particular drug sponsor—
or a physician acting on behalfof a
patient—would submit a request for
expanded access to investigational
drugs fairly infrequently. Second, as
noted previously, the proposed rule
encourages the consolidation of
multiple expanded access INDs or
protocols for individual patients for a
particular expanded access use under an
intermediate size patient population
expanded access IND or protocol. Such
consolidation should, to some extent,
offset incremental administrative
burdens cansed by increased patient
access. Making the transition from
multiple individual patient expanded
access INDs or protocols to a single IND
or protocol for an intermediate size
patient population should reduce for
sponsors the administrative burdens
associated with msking a drug available
for expanded access use. In addition,
provisions of the proposed rule are
designed to minimize the amount of
information and paperwork required to
support a particular expanded access
request, Physicians and drug sponsors
would need to review the rule to
become familiar with its provisions and
to gather the evidence and information
necessary to support an expanded
access submission. However, in
instances where a current IND already
exists, a sponsor need oniy submit an
amendment describing the information
relevant to the expanded access
protocol. Also, another sponsor or
individual physician acting on behalf of
a patient may, with the written :
permission of the original sponsor,
reference information in the current IND
already on file. The agency believes that
a majority of expanded access
submissions would have such a right of
reference, either because the sponsor is
also the drug developer or the developer
would generally be willing te grant the

request. To the extent that these
provisions minimize the informational
burden on potential sponsors or
physicians, the proposed rule would
enhance both efficiency and cost
effectiveness.

G. Minimizing the Impact on Small
Entities

The agency does not believe the
proposed rule will have a significant
economic impact on a substantial
number of small entities. Nevertheless,
we recognize our uncertainty regarding
the number and size distribution of
affected entities, as well as the
economic impact of the proposed rule
on those entities. Therefore, the agency
specifically requests detailed public
comment on these issues.

Agency records indicate that the
majority of submissions for treatment
use of investigational drugs (about 78
percent} are submitted by commercial
drug sponsors. Other entities making
treatment use submissions include
government agencies (approximately 14
percent), individual physicians (7
percent), and academic institutions (1
percent). Thus, the agency believes that
the vast majority (92 percent) of
sponsors of expanded access INDs or
protocols (consisting of commercial
drug sponsors or government agencies)
would not be considered small entities.
The remaining 8 percent of treatment
use submissions are made by individual
physicians and academic institutions
that the agency believes would meet
Small Business Administration small
business criteria.

Of the average of 659 individual
patient treatment use submissions
submitted annually, very few are
associated with commercial sponsors.
The vast majority are submitted by
individual physicians and various other
unidentified sponsors for research
purposes. Because nearly all individual
patient treatment nse submissions are
made by various types of entities for
research purposes, the agency believes
that most of these entities would be
classified as small entities.

Because there is currently no formal
mechanism in place for tracking the
other types of expanded access (e.g.,
intermediate size patient population
submissions), no data exist that would
allow the agency to identify the number
of sponsors in this category that would
qualify as small entities,

Thus, while highly uncertain, the
agency believes that at least some of the
entities submitting expanded access
requests would qualify as small entities.
Because of this uncertainty, the agency
specifically requests detailed public
comment regarding the number and size

distribution of entities affected by the
proposed rule. As discussed in section
VILE of this document, the agency
expects that any incremental burden
associated with the proposed rule will
be small and widely dispersed among
affected entities.

FDA considered several alternatives
to the proposed rule. They are discussed
in the following paragraphs.

1. Do Not Propose Implementing
Regulations for the Expanded Access
Provisions of FDAMA

FDAMA revised the act to specifically
authorize the use of investigational new
drugs by licensed physicians to
diagnose, monitor, or treat individual
patients who have a serious disease or
condition if, among other things, the
physician determines that the person
has no comparable or satisfactory
alternative therapy to diagnose, monitor,
or treat the disease or condition, and
that the probable risk from the
investigational drug is not greater than
the probable risk from the disease or
condition; and FDA determines that
there is sufficient evidence of safety and
effectiveness to support the use of the
investigational drug. FDAMA also
largely incorporated into the act FDA's
current regulation concerning treatment
INDs or treatment protocols under
which large populations currently
receive investigational drugs for
treatment use. Because FDAMA did not
require that FDA adopt implementing
regulations, the agency could have
chosen not to do so.

However, the agency believes that
implementing regulations would further
improve expanded access to
investigational drugs for treatment use.
One of the major criticisms about access
to investigational drugs is that the
criteria for authorizing access are
unclear and that there is not broad
knowledge among affected, or
potentially affected, parties about the
mechanisms or procedures to obtain
access. FDA believes the proposed
regulations are needed to address these
concerns. The regulations provide to
sponsors, patients, and licensed
physicians who will be seeking
investigational drugs for their patients
clear direction about the criteria for
authorizing expanded access and what
information must be submitted to the
agency to enable it to evaluate a
proposed expanded access submission.
Clearer direction and greater knowledge
of the mechanisms and procedures for
obtaining investigational drugs for
expanded access use should reduce
barriers to access.
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~ 2. Propose a Regulation Describing Only
Individual Patient Expanded Access and
the Treatment IND or Treatment
Protocol

As discussed in the previous
paragraphs, FDAMA specifically
authorized the use of investigational
new drugs by licensed physicians to
diagnose, monitor, or treat individual
patients in certain circomstances.
FDAMA also essentially repeated FDA’s
current regulation concerning treatment
INDs or treatment protocols under
which large populations currently
receive investigational drugs for
treatment use.

FDA could have chosen {o adopt
regulations that described oaly these
two categories of expanded access.
However, FDA has had a long history of
using an informal mechanism to make
investigational drugs available to
intermediate size patient populations.
This mechanism would not be
appropriate for either expanded access
for individual patients or for treatment
INDs or treatment protocols. The agency
concluded that, consistent with the
terminology of section 561(b)(4) of the
act, it would be preferable to establish
an intermediate category for expanded
access, with additional criteria and
monitoring requirements, that would be
used for more than an individual
patient, but fewer than the large
numbers of patients in treatment INDs
or treatment protocols. :

In FDA’s experience, there is often a
nieed for a middle ground between an
individual patient IND or protocol and
a treatment IND or treatment protocol.
For some drugs in development, there is
considerable demand for expanded
access before the use meets the criteria
for a treatment IND or treatment
protocol. There are also situations in
which investigational drugs that are not
being actively developed are the best
available therapy for a significant
number of patients and should be made
available to patients under an expanded
access process. In these situations,
making the drug available under a series
of individual patient expanded access
INDs or protocols is burdensome on
physicians, sponsors, and FDA, and
makes it difficult to monitor the
expanded access use to identify
significant safety concerns such as
serious adverse events. :

Describing this intermediate category
in regulation is also consistent with
FDA's goal of maximizing awareness of
expanded access programs by being
more transparent about the processes for
making drugs available for expanded
access. As stated previously, FDA has
used this intermediate category

informally in the past and believes it
will have reason to use this category in
the future. Therefore, FDA believes it is
appropriate to formalize and fully
describe in regulation the intermediate
expanded access category, as well as the
two other categories of expanded access.

3. Propose a Regulation Describing More
Than Three Expanded Access Categories

FDA also considered proposing a rule
that would include more than three
expanded access categories; but rejected
this alternative. In internal discussions,
FDA found that the distinctions 7
between the proposed categories and the
additional categories it considered were
unclear. FDA was concerned that the
additional categories would create
confusion, rather than provide the
clarity that is the goal of the proposed
regulations. FDA concluded that the
additional categories could be merged
into the three proposed categories and
that these categories will be able to
provide access to investigational drugs
in all situations FDA is likely to
encounter.

VIII. Paperwork Reduction Act of 1995

This proposed rule contains
collections of information that are
subject to review by the Office of
Management and Budget (OMB) under
the Paperwork Reduction Act of 1995
(44 1J.5.C. 3501-3520), “Collection of
information” inciudes any request or
requirement that persons obtain,
maintain, retain, or report information
to the agency, or disclose information to
a third party or to the public (44 U.S.C.
3502(3) and 5 CFR 1320.3(c)). The title,
description, and respondent description
of the information collection are shown
in the following paragraphs with an
estimate of the annual reporting burden.
Included in the estimate is the time for
reviewing instructions, gathering and
maintaining the data needed, and
completing and reviewing the collection
of information,

FDA invites comments on these
topics: (1) Whether the proposed
collection of information is necessary
for proper performance of FDA’s
functions, inclnding whether the
information will have practical utility;
(2) the accuracy of FDA's estimate of the
burden of the proposed collection of
information, incinding the validity of
the methodology and assumptions used;
{3) ways to enhance the quality, atility,
and clarity of the information to be
collected; and (4) ways to minimize the
burden of the collection of information
on respondents, including through the
use of automated collection techniques
and other forms of information
technology, when appropriate.

Title: Expanded Access to
Investigational Drugs for Treatment Use

Description: The proposed rule would
clarify existing regulations and expand
on them by adding new types of
expanded access for treatment nse.
Under the proposal, expanded access to
investigational drugs would be available
to individual patients, including in
emergencies; to intermediate size
patient populations; and to Jarger
populations under a treatment protocol
or IND. The proposed rule is intended
to improve access to investigational
drugs for patients with serious or
immediately life-threatening diseases or
conditions who lack other therapeutic
options and may benefit from such
therapies.

A. The Proposed Rule

1. Submission Requirements for All
Expanded Access Uses

Proposed § 312:305(k) describes the
submission requirements applicable to
all types of expanded access. Proposed
§312.305(b)(1) states that an expanded
access submission is required for each
type of expanded access. The
submission may be a new IND or a
protocol amendment to an existing IND.
Information required for a submission
may be supplied by referring to
pertinent information contained in an
existing IND if the sponsor of the
existing IND grants a right of reference
to the IND.

Proposed § 312.305(b)(2) describes the
expanded access submission
requirements. The following items must
be included:

« A cover sheet (Form FDA 1571)
meeting the requirements of § 312.23(a);
o The rationale for the intended use
of the drug, including a list of available

therapeutic options that would
ardinarily be tried before resorting to
the investigational drug or an
explanation of why the use of the
investigational drug is preferable to the
use of available therapeutic options;

¢ The criteria for patient selection; or,
for an individual patient, a description
of the patient’s disease or condition,
including recent medical history and
previous treatments used for the disease
or condition;

¢ The method of administration of the
drug, dose, and duration of therapy;

A description of the facility where
the drug will be manufactured;

¢ Chemistry, manufacturing, and
controls information adequate to ensure
the proper identification, quality,
purity, and strength of the
investigational drug;

¢ Pharmacology and toxicology
information adequate to conclude that
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the drug is reasonably safe at the dose
and duration proposed for expanded
access use {ordinarily, information that
would be adequate to permit clinical
testing of the drug in a population of the
size expected to be treated); and

» A description of clinical
procedures, laboratory tests, or other
monitoring necessary to evaluate the
effects of the drug and minimize its
risks.

2. Individual Patient Expanded Access

Proposed §312.310(b) contains
additional submission requirements that
apply to use of an investigational drug
for the treatment of an individual
patient by a licensed physician. The
expanded access submission must
include information adequate to satisfy
FDA that the criteria for all expanded
access uses and those specific to
individual patient expanded access
have been met. The individual patient
expanded access criteria are: (1) The
physician must determine that the
probable risk to the person from the
investigational drug is not greater than
the probable risk from the disease or
condition and {2) FDA must determine
that the patient cannot obtain the drug
under another type of IND.

Proposed §312.310(b)(1) states that if
the drug is the subject of an existing
IND, the expanded access submission
may be made by a commercial sponsor
or by a licensed physician. Proposed
§ 312.310(b){2) states that a sponsor may
satisfy the submission requirements by
amending its existing IND to include an
individual patient expanded access
protocol. Proposed § 312.310(b}(3) states
that a licensed physician may satisfy the
submission requirements by obtaining a
right of reference to pertinent
information in the IND and providing
any other required information not
contained in the IND (usually only the
information specific to the individual
patient).

3. Intermediate Size Patient Populations

Proposed § 312.315(c) states that an
expanded access submission for an
intermediate size patient population
must include information adequate to
satisfy FDA that the criteria for all
expanded access uses and those specific
10 intermediate size patient populations
have been met. The intermediate size
patient population criteria are: {1) There
is enough evidence that the drug is safe
at the dose and duration proposed for
treatment use io justify a clinical trial of
the drug in the approximate number of
patients expected to receive the drug for

*  treatment use and (2) there is at least

preliminary clinical evidence of
effectiveness of the drug or of a

plansible pharmacologic effect of the
drug to make expanded access use a
reasonable therapeutic option in the
anticipated patient population.

Proposed § 312.315(c) contains
additional submission requirements that
apply to use of an investigational drug
for intermediate size patient
populations. The expanded access
submissicn must state whether the drug
is being developed or is not being
developed and describe the patient
population to be treated. If the drug is
not being actively developed, the
sponsor must explain why the drug
cannot currently be developed for the
expanded access use and under what
circumstances the drug could be
developed. If the drug is being studied
in a clinical trial, thé sponsor must
explain why the patients to be treated
cannot be enrolled in the clinical trial
and under what circumstances the
sponsor would conduct & clinical trial
in these patients.

4. Treatment IND or Protocol

Proposed § 312.320 describes the
treatment IND or treatment protocol
currently codified in §5312.34 and
312.35. Proposed § 312.320(b) states that
the expanded access submission must
include information adequate to satisfy
FDA that the criteria for all expanded
access uses-and those specific to the
treatment IND or protocol have been
met. The criteria specific to a freatment
IND or treatment protocol are: (1} The
drug is being investigated in a
controlied clinical trial designed to
support a marketing application for the
expanded access use or all clinical trials
of the drug have been completed, (2) the
sponsor is pursuing marketing approval
of the drug for the expanded access use
with due diligence, and (3} there is
sufficient clinical evidence of safety and
effectiveness to support the treatment
use. Such evidence would ordinarily
consist of data from phase 3 trials, but
could consist of compelling data from
completed phase 2 trials. When the
expanded access use is for an
immediately life-threatening disease or
condition, the available scientific
evidence, taken as a whole, could
provide a reasonable basis o conclude
that the investigational drug may be
effective for the expanded access use
and would not expose patients to an
unreasonable and significant risk of
iliness or injury. This evidence would
ordinarily consist of clinical data from
phase 3 or phase 2 trials, but could be
based on more preliminary clinical

- evidence.

B. Estimates of Reporting Burden

FDA's estimate of the amount of time
required to complete an expanded
access submission is based on the
assumption that either the submission
will be made by the drug developer or
the submitter will have obtained a right
of reference from the drug developer.
FDA expects that, if finalized, the
proposed rule would result in an
increase in the number of submissions
for expanded access for individual
patients and for intermediate size
patient populations.

1, Individual Patient Expanded Access

From 1987 to 2005, FDA received on
average approximately 659 submissions
for the treatment use of investigational
drugs by individual patients per year.
This estimate is based on FDA records
on the number of individual patient IND
submissions (primarily from physicians}
and a survey of review divisions on the
prevalence of individual patient
protocol exception submissions
received from commercial drug
sponsors. The agency expects an
increase in the number of individual
patient expanded access submissions as
a result of the proposed rule because the
proposed rule would increase awareness
of the option for individual patients to
gain access to investigational drugs and
decrease the perceived difficulty of
obtaining such access. FDA anticipates
that the increase in individual patient
expanded access INDs or protocols
would be greatest in the years
immediately following implementation
of a final rule and would at some point
level off, or possibly even decline. This
leveling off or decline would oceur
when a significant volume of individual
patient expanded access INDs or
protocols have accumulated for a variety
of drugs, and the individual patient
expanded access INDs or protocols for
those drugs are then replaced with
intermediate size patient population
expanded access INDs or protocols that
enroll multiple subjects.

The agency estimates that preparation
and submission of an individual patient
expanded access IND or protocol
submission would require a total of
approximately 8 hours.

2. Intermediate Size Patient Population
Expanded Access

Atthough intermediate size patient
population expanded access INDs or
protocols have not previously been

- described in regulation, investigational

drugs have been made available
informally for treatment use to such
populations. Based on an internal
survey of review divisions, FDA
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estimates that, for the period 2000
through 2002, it received approximately
55 submissions per year that would be
considered expanded access for an
intermediate size patient population
under the proposed criteria. The agency
anticipates that this proposed rule
would increase the number of such
submissions because there will be
greater awareness of this option. In
addition, the anticipated increase in
volume of submissions for expanded
access for individual patients discussed
previously is expected to increase the
number of submissions for expanded
access for intermediate size patient
populations because the proposed rule
encourages the consolidation of
multiple individual patient INDs or

protocols for a given expanded access
use.

Information provided by FDA review
division staff indicates that preparation
and submission of an intermediate size
patient population IND would require a
total of about 120 hours of staff time.

3. Treatment IND or Treatment Protocol

The agency does not expect that the
proposed rule will have an impact on
the overall number of treatment INDs or
treatment protocols because this type of
expanded access is already established
in FDA’s regulations. Therefore, FDA
does not expect the provisions of this
proposed rule regarding treatment INDs
or treatment protocols to impose any
increased paperwork burden.

4. Capital Costs

There are capital costs associated with
this proposed rulemaking, These costs
are discussed in section VII of this
document, “Analysis of Economic
Impacts.”

Description of Respondents: Licensed
physicians and manufacturers,
including small business manufacturers.
Table 7 of this document presents the
annualized reporting burden for the
tota] number of expanded access
submissions, broken down by type of
expanded access use. The figures in the
table are based on the analysis of
economic impacts {section VII of this
document) and are derived by averaging
the projected number of submissions for
the first 3 years after implementation of
a final rule based on this proposed rule.

TABLE 7.—ESTIMATED REPORTING BURDEN

" Na. of No. of Responses Hours per
21 CFR section Respondents per Respondent Total Responses Response Total Hours ]

312.91 0(b) Individual patient expanded access and

310.305(b) submission requirements generally 1,054 1 1,054 8 8,432
312.315(c) Interrmediate size patient population ex-

panded access and 310.305(b) submission require-

ments generally 77 1 77 120 9,240
312.320 Treatment IND or protocol and 310.305(b)

submission requiremenis generally 5 1 5 300 1,500
Total 19,172

In compliance with section 3507(d) of
the Paperwork Reduction Act of 1985
(44 U.S.C. 3507(d))}, the agency has
submitted the information collection
provisions of this proposed rule to OMB
for review. Interested persons are
requested to send comments regarding
information collection (see ADDRESSES).

IX. Request for Commenis

Interested persons may submit to the
Division of Dockets Management (see
ADDRESSES) written or electronic
comments regarding this document.
Submit a single copy of electronic
comments or two paper copies of any
mailed comments, except that
individuals may submit one paper copy.
Comments are to be identified with the
docket number found in brackets in the
heading of this document. Received
comments may be seen in the Division
of Dockets Management befween 9 a.m.
and 4 p.m., Monday through Friday.

X. Federalism

FDA has analyzed this proposed rule
in accordance with the principles set
forth in Executive Order 13132. FDA

has tentatively determined that the rule
does not contain policies that have

substantial direct effects on the States,
on the relationship between the
National Government and the States, or
on the distribution of power and
responsibilities among the various
levels of government. Accordingly, the
agency has tentatively concluded that
the rule does not contain policies that
have federalism implications as defined
in the order and, consequently, a
federalism summary impact statement is
not required.

List of Subjects in 21 CFR Part 312

Drugs, Exports, Imports,
Investigations, Labeling, Medical
research, Reporting and recordkeeping
requirements, and Safsty. :

Therefore, under the Federal Food,
Drug, and Cosmetic Act and under
authority delegated to the Commissioner
of Food and Drugs, it is proposed that
21 CFR part 312 be amended as follows:

PART 31 2—!NVESTIGATIONAL NEW
DRUG APPLICATION

1. The authority citation for 21 CFR
part 312 is revised to read as follows:

Authority: 21 11.5.C. 321, 331, 351, 352,
353, 355, 360bbb, 371; 42 U.5.C. 262.

§312.34 [Removed]

2. Section 312.34 Treatment use of an
investigational new drug is removed.

§312.35 [Removed]

3. Section 312.35 Submissions for
treatment use is removed.

§312.36 [Removed]

4. Section 312.36 Emergency use of an
investigational new drug (IND) is
removed.

5. Section 312.42 is amended by
revising paragraph (b)(3) to read as
follows:

§312.42 Clinical holds and requests for
modification,

* * * * *

['b] * ok ok

(3) Clinical hold of an expanded
access IND or expanded access
protocol. FDA may place an expanded
access IND or expanded access protocol
on clinical hold under the foliowing
conditions:

(i) Proposed use. FDA may place a
proposed expanded access IND or
treatment use protocol on clinical hold
if it is determined that: '
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(A) The pertinent criteria in subpart I
of this part for permitting the expanded
access use to begin are not satisfied; or

(B) The expanded access IND or
expanded access protocol does not
comply with the requirements for
expanded access submissions in subpart
I of this part.

{(ii) Ongoing use. FDA may place an
ongoing expanded access IND or
expanded access protocol on clinical
hoid if it is determined that the
pertinent criteria in subpart I of this part
for permitting the expanded access are
no longer satisfied.

* x *x* * *

6. Part 312 is amended by adding and
reserving subpart H, and by adding
subpart I, consisting of §§ 312.300
through 312.320, to read as follows:

Subpart H—{Reserved]

Subpart —Expanded Access to

Investigational Drugs for Treatment Use

Sec.

312.300 General.

312.305 Requirements for all expanded
BCCESS Uses.

312.310 Individual patients, including for
EeMmergency use.

312.315 Intermediate size patient
populations.

312.320 Treatment IND or treatment
protocol.

§312.300 General.

(a) Scope. This subpart contains the
requirements for the use of
investigational new drugs when the
primary purpose is to diagnose,
monitor, or treat a patient’s disease or
condition. The aim of this subpart is to
facilitate the availability of
investigational new drugs to sericusly
ill patients when there is no comparable
or satisfactory alternative therapy to
diagnose, monitor, or treat the patient’s
disease or condition.

(b) Definition. In this subpart, the
term immediately life-threatening
disease means a stage of disease in
which there is reasonable likelikood
that death will occur within a matter of
months or in which premature death is
likely without early treatment.

§312.305 Requirements for all expanded
access uses.

The criteria, submission

- requirements, safeguards, and beginning

treatment information set out in this
section apply to all expanded access
uses described in this subpart.
Additional criteria, submission
requirements, and safeguards that apply
to specific types of expanded access are
described in §§ 312.310 through
312.320.

(a) Criteria. FDA must determine that:

- (1) The patient or patients to be
treated have a serious or immediately
life-threatening disease or condition,
and there is no comparable or
satisfactory alternative therapy to
diagnose, monitor, or treat the disease or
condition;

(2) The potential patient benefit
justifies the potential risks of the
treatment use and those potential risks
are not unreasonable in the context of
the disease or condition to be treated;
and

(3) Providing the investigational drug
for the requested use will not interfere
with the initiation, conduct, or
completion of clinical investigations
that could support marketing approval

. of the expanded access use or otherwise

compromise the potential development
of the expanded access use.

(b) Submission. (1) An expanded
access submission is required for each
type of expanded access described in
this subpart. The submission may be a
new IND or a protocol amendment to an
existing IND. Information required for a
submission may be supplied by
referring to pertinent information
contained in an existing IND if the
sponsor of the existing IND grants a
right of reference to the IND.

{2) The expanded access submission
must include:

(i) A cover sheet (Form FDA 1571)
meeting the requirements of § 312.23(a);

(i) l'}%e rationale for the intended use
of the drug, including a list of available
therapeutic options that would
ordinarily be tried before resorting to
the investigational drug or an
explanation of why the use of the
investigational drug is preferable to the
use of available therapeutic options;

(iii) The criteria for patient selection;
or, for an individual patient, a
description of the patient’s disease or -
condition, including recent medical
history and previous treatments of the
disease aor condition;

{iv) The method of administration of
the drug, dose, and duration of therapy;

(v) A description of the facility where
the drug will be manufactured;

{vi} Chemistry, manufacturing, and
controls information adequate to ensure
the proper identification, quality,
purity, and strength of the
investigational drug;

(vii) Pharmacology and toxicology
information adequate to conclude that
the drug is reasonably safe at the dose
and duration proposed for expanded
access use (ordinarily, information that
would be adequate to permit clinical
testing of the drug in a population of the
size expected to be treated); and

(viii} A description of clinical
procedures, laboratory tests, or other

monitering necessary to evaluate the
effects of the drug and minimize its
risks.

{3) The expanded access submission
and its mailing cover must be plainly
marked “EXPANDED ACCESS
SUBMISSION.” If the expanded access
submission is for a treatment IND or
treatment protocol, the applicable box
on Form FDA 1571 must be checked.

(c) Safeguards. The responsibilities of
sponsors and investigators set forth in
subpart D of this part are applicable to
expanded access use under this subpart
as described in this paragraph.

(1) A licensed physician under whose
immediate direction an investigational
drug is administered or dispensed for an
expanded access use under this subpart
is considered an investigator, for
purposes of this part, and must comply
with the responsibilities for
investigators set forth in subpart D of
this part to the extent they are
applicable to the expanded access use.

2) An individual or entity that
submits an expanded access IND or
protocol under this subpart is
considered a sponsar, for purposes of
this part, and must comply with the
responsibilities for sponsors set forth in
subpart D of this part to the extent they
are applicable to the expanded access
use.

(3) A licensed physician under whose
immediate direction an investigational
drug is administered or dispensed, and
who submits an IND for expanded
access use under this subpart is
considered a sponsor-investigator, for
purposes of this part, and must comply
with the responsibilities for sponsors
and investigators set forth in subpart D
of this part to the extent they are
applicable to the expanded access use.

4} Investigators. In all casés of
expanded access, investigators are
responsible for reporting adverse drug
experiences to the sponsor, ensuring
that the informed consent requirements
of part 50 of this chapter are met,
ensuring that IRB review of the
expanded access use is obtained ina
manner consistent with the
requirements of part 56 of this chapter,
and maintaining accurate case histories
and drug disposition records and
retaining records in a manner consistent
with the requirements of §312.62.
Depending on the type of expanded
access, other investigator’s
responsibilities under subpart D may
also apply.

{8) Sponsors. In &all cases of expanded
access, sponsors are responsible for
submitting IND safety reports and
annual reports (when the IND or
protocol continues for 1 year or longer)
to FIDA as required by §§312.32 and
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312.33, ensuring that licensed
physicians are qualified to administer
the investigational drug for the
expanded access use, providing licensed
physicians with the information needed
to minimize the risk and maximize the
potential benefits of the investigational
drug {e.g., providing the investigator’s
brochure, if there is one), maintaining
an effective IND for the expanded access
use, and maintaining adequate drag
disposition records and retaining
records in a manner consistent with the
requirements of § 312.57. Depending on
the type of expanded access, other
sponsor’s responsibilities under subp

D may also apply. :

{d) Beginning treatment. (1) INDs. An
expanded access IND goes into effect 30
days after FDA receives the IND or on
earlier notification by FDA that the
expanded access use may begin.

2) Protocols. With the following
exceptions, expanded access use under
a protocol submitted under an existing
IND may begin as described in
£312.30(a).

(i) Expanded access use under the
emergency procedures described in
§ 312.310({d) may begin when the use is
authorized by the FDA reviewing
official,

(ii) Expanded access use under
§ 312.320 may begin 30 days after FDA
receives the protocol or upon earlier
notification by FDA that use may begin.

(3) Clinical holds. FDA may place any
expanded access IND or protocol'on
clinical hold as described in §312.42.

§312.310 Individual patients, including for
emergency use.

Under this section, FDA may permit
an investigational drug to be used for
the treatment of an individual patient by
a licensed physician.

(a) Criteria. The criteria in
§ 312.305{(a) must be met; and the
following determinations rmust be made:

(1) The physician must determine that
the probable risk to the person from the
investigational drug is not greater than
the probable risk from the disease or
condition; and

{(2) FDA must determine that the
patient cannot obtain the drug under
another type of IND or protocol.

(b) Submission. The expanded access
submission must include information
adequate to demonstrate that the criteria
in §312.305(a) and paragraph (a) of this
section have been met. The expanded
access submission must meet the
requirements of § 312.305(b). ‘

1} If the drug is the subject of an
existing IND, the expanded access
submission may be made by the sponsor
or by a licensed physician.

(2) A sponsor may satisfy the
submission requirements by amending

its existing IND to include a protocol for
individual patient expanded access.

(3) A licensed physician may satisfy
the submission requirements by
obiaining from the sponsor permission
for FDA to refer to any information in
the IND that would be needed to
support the expanded access request
{right of reference) and by providing any
other required information not
contained in the IND (usually only the
information specific to the individual
patient).

(c} Safeguards. (1} Treatment is
generally limited to a single course of
therapy for a specified duration unless
FDA expressly authorizes multiple
coursges or chronic therapy.

(2) At the conclusion of treatment, the
licensed physician or sponsor must
provide a written summary of the
resulis of the expanded access use,
including unexpected adverse effects.

{3) FDA may require sponsors to
monitor an individual patient expanded
access use if the use is for an extended
duration. .

{4) When a significant number of
similar individual patient expanded
access requests have been submitted, -
FDA may ask the sponsor to submit an
IND or protocol for the use under
§312.315 or §312.320.

(d) Emergency procedures. If there is
an emergency that requires the patient
to be treated before a written submission
can be made, FDA may authorize the
expanded access use to begin without a
written submission. The FDA reviewing
official may authorize the emergency
use by telephone.

{1) Emergency expanded access use
may be requested by telephone,
facsimile, or other means of electronic
communications. Fpr investigational
biological drug products regulated by
the Center for Biologics Evaluation and
Research, the request should be directed
to the Office of Communication,
Training, and Manufacturers Assistance,
Center for Biologics Evaluation and
Research, 301-827-2000, e-mail:
octma@cber.fda.gov. For all other
investigationel drugs, the request for
authorization should be directed to the
Division of Drug Information, Center for
Drug Evaluation and Research, 301-
8274570, e-mail: .
druginfo@cder.fda.gov. After normal
working hours, the request should be
directed to the FDA Oifice of Emergency
Operations, 301-443-1240, e-mail;
emergency.operations@fda.hhs.gov.

{2) The licensed physician or sponsor
must explain how the expanded access
use will meet the requirements of
§§312.305 and 312.310 and must agree
to submit an expanded access

submission within 5 working days of
FDA's authorization of the use.

§312.315 Intermediate-size patient
populations.

Under this section, FDA may permit
an investigational drug to be used for
the treatment of a patient population
smaller than that typical of a treatment
IND or treatment protocol. FDA may ask
a sponsor to consolidate expanded
access under this section when the
agency has received a significant
number of requests for individual
patient expanded access to an
investigational drug for the same use.

(a) Need for expanded access.
Expanded access under this section may
be needed in the following situations:

{1) Drug not being developed. The
drug is not being developed, for
example, because the disease or
condition is so rare that the sponsor is
unable to recruit patients for a clinical
trial.

(2) Drug being developed. The drug is
being studied in a clinical trial, but
patients requesting the drug for
expanded access use are unable to
participate in the trial. For example,
patients may not be able to participate
in the trial because they have a different
disease or stage of disease than the one
being studied or otherwise do not meet
the enrollment criteria, because
enrollment in the trial is closed, or
because the trial site is not
geographically accessible.

(3) Approved or related drug. {i} The
drug is an approved drug product that
is no longer marketed for safety reasons
or is unavailable through marketing due
to failure to meet the conditions of the
approved application, or

(ii) The drug contains the same active
moiety as an approved drug preduct
that is unavailable through marketing
due to failure to meet the conditions of
the approved application or a drug
shortage.

(b) Criteria. The criteria in
§ 312.305(a) must be met; and FDA must
determine that:

{1) There iz enough evidence that the
drug is safe at the dose and duration
proposed for expanded access use to
justify a clinical trial of the drug in the
approximate number of patients
expected to receive the drug under
expanded access; and

{2) There is at least preliminary
clinical evidence of effectiveness of the
drug, or of a plausible pharmacologic
effect of the drug to make expanded
access use a reasonable therapeutic
option in the anticipated patient
population.

(c) Submission. The expanded access
submission must include information
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adequate to satisfy FDA that the criteria
in § 312.305(a) and paragraph {b] of this
section have been met. The expanded
access submission must meet the
requirements of § 312.305(b). In
addition:

{1) The expanded access submission
must state whether the drug is being
developed or is not being developed and
describe the patient population to be
treated. .

{2) If the drug is not being actively
developed, the sponsor must explain
why the drug cannot currently be
developed for the expanded access use
and under what circurnstances the dru
could be developed. :

(3) If the drug is being studied in a
clinical trial, the sponsor must explain
why the patients to be treated cannot be
enrolled in the clinical trial and under
what circumstances the sponsor would
conduct a clinical trial in these patients.

(d) Safeguards. (1) Upon review of the
IND annual report, FDA will determine
whether it is appropriate for the
expanded access to continue under this
section.

(i) If the drug is not being actively
developed or if the expanded access use
is not being developed (but another use
is being developed), FDA will consider
whether it is possible to conduct a
clinical study of the expanded access

use.

(ii) If the drug is being actively
developed, FDA will eonsider whether
providing the investigational drug for
expanded access use is interfering with
the clinical development of the drug.

{iii} As the number of patients
enrolled increases, FDA may ask the
sponsor to submit an IND or protocol for
the use under § 312.320.

(2) The sponsor is responsible for
monitoring the expanded access
protocel to ensure that licensed

- physicians comply with the protocol

and the regulations applicable to
investigators.

§312.320 Treatment IND or treatment
protocol.

Under this section, FDA may permit
an investigational drug to be used for
widespread treatment use.

(a) Criteria. The criteria in
§ 312.305(a) must be met, and FDA must
determine that:

(1) Tria! status. (i) The drug is being
investigated in a controlied clinical trial
under an IND designed to supporta
marketing application for the expanded
acCess use, or

(ii) All clinical trials of the drug have
been completed; and

(2) Marketing status. The sponsor is
actively pursuing marketing approval of
the drug for the expanded access use
with due diligence; and

(3) Evidence. (i) When the expanded
access use is for a serious disease or
condition, there is sufficient clinical
evidence of safety and effectiveness to
support the expanded access use. Such
evidence would ordinarily consist of
data from phase 3 trials, but could
consist of compelling data from
completed phase 2 trials; or

(ii) When the expanded access use is
for an immediately life-threatening
disease or condition, the available
scientific evidence, taken as a whole,
provides a reasonable basis to conclude
that the investigational drug may be
e¢ffective for the expanded access use
and would not expose patients to an
unreasonable and significant risk of
illriess or injury. This evidence would
ordinarily consist of clinical data from
phase 3 or phase 2 trials, but could be
based on more preliminary clinical
evidence.

{b) Submission. The expanded access
submission must include information
adequate to satisfy FDA that the criteria
in § 312.305(a) and paragraph {a] of this
section have been met. The expanded
access submission must meet the
requirements of § 312.305(b).

c) Safeguard. The sponsor is
responsible for monitoring the treatment
protoco} to ensure that liceased
physicians comply with the protocol
and the regulations applicable to
investigators.

Dated: December 6, 2006.
Jeffrey Shuren,
Assistant Commissioner for Policy.
{FR Doc. 06-9684 Filed 12—11-06; 10:01 am]
BILLING CODE 4160-01-S

DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration

21 CFR Part 312
[Docket No. 2006N-0061]
RIN 0910-AF13

Charging for Investigational Drugs

AGENCY: Food and Drug Administration,
HHS.

ACTION: Proposed rule.

SUMMARY: The Food and Drug
Administration (FDA) is proposing to
amend its investigational new drug
application (IND) regulation concerning
charging patients for investigational
new drugs. FDA is proposing to revise
the current charging regulation to clarify
the circumstances in which charging for
an investigational drug in a clinical trial
is appropriate, to set forth criteria for

charging for an investigational drug for
the different types of expanded access
for treatment use described in the
agency's proposed rule on expanded
access for treatment use of
investigational drugs published
elsewhere in this issue of the Federal
Register, and to clarify what costs can
be recovered for an investigational drug.
The proposed rule is intended to permit
charging for a broader range of
investigational and expanded access
uses than is explicitly permitted in
current regulations.

DATES: Submit written or electronic
comments by March 14, 2007. Submit
written comments on the information
collection requirements by January 16,
2007.

ADDRESSES: You may submit comments,
identified by Docket No. 2006 N-0061
and/or RIN number 0910-AF13, by any
of the following methods:

Electronic Submissions

Submit electronic comments in the
following ways:

e Federal eRulemaking Portal: http://
www.regulations.gov. Follow the
instructions for submitting comments.

e Agency Web site: http://
www.fda.gov/dockets/ecomments,
Follow the instructions for submitting
comments on the agency Web site.
Written Submissions

Submit written submissions in the
following ways:

e FAX: 301-827-6870.

* Mail/Hand delivery/Courier [For
paper, disk, or CD-ROM submissions):
Division of Dockets Management (HF A~
305}, Food and Drug Administration,
5630 Fishers Lane, rm. 1061, Rockville,
MD 20852.

To ensure more timely processing of
comments, FD'A is no longer accepting
comments submitted to the agency by e-
mail. FDA encourages you to continue
to submit electronic comments by using
the Federal eRulemaking Fortal or the
agency Web site, as described in the
Electronic Submissions portion of this
paragraph.,

Instructions: All submissions received
must include the agency name and
Docket No(s). and Regulatory
Information Number (RIN) (if a RIN
number has been assigned) for this
rulemaking. All comments received may
be posted without change to http://
www.fda.gov/ohrms/dockets/
default.htm, including any personal
information provided. For additional
information on submitting comments,
see the “Comments” heading of the
SUPPLEMENTARY INFORMATION section of
this document. i

Docket: For access to the docket to
read background documents or
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COMPANY OVERVIEW KEY EXECUTIVES

PTC Therapeutics, Inc., a biopharmaceutical Dr. Stuart W. Peliz
company, focuses on the discovery, development, and Co-Founder
commercialization of prally administered, proprietary Age: 47

small-malecule drugs that target post-transcriptional ' .
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Age: 50
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product for the treatment of cystic fibrosis and Chiet Medical Officer
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) development program. PTC Therape... Age: 50

Detailed Description : o
. Mr. Mark E. Boulding
) Senior Vice President
100 Corporate Court Phone: 908-222-7000 Age 46

South Plainfield, NJ 07080- . 9082227231 o, encation as of Fiscal Year 2007,

2449 www.ptcbio.com
United States

Founded in 1988
91 Employees

KEY DEVELOPMENTS

PTC Therapeutics Announces Initiation of Phase 2b Registration-directed Clinical Trial of Ptc124
in Duchenne/Becker Muscular Dystrophy

042372008

PTC Therapeutics inc. announced the initiation of an international pivotal fhal of PTC124 in patients with
Duchenne/Becker muscular dystrophy (BMD/BMD) due to a nonsensa mutation. The primary objective of this
regisiration-directed Phase 2b frial is to demonstrate the eficacy of PTC124 as measured by Improvernenis in
the walking ability of patients with this progressive genetic disease. Patients with DMD and BMD are boys and
young men who lack dystrophin, a protein that is critical to the structural siabifity of muscle fibers. Patients
develop progressive muscle weakness that ieads to Joss of ambulation, wheeichair dependency, and eventual
dectine in respiratory and cardiac funcion. It is estimated that one in 10 DMD patients are likely to have a Becker
presentation, a mikier form of the disease that is associated with later manifestation of symptoms. In essence,
DMD and BMD represent a continuum of the same disease,

PTC Therapeutics Announces Publication of Preclinical Data in PNAS

0212008

PTC Therapeutics inc. announced the publication of new preclinical data in the February 12, 2008 edifion of the
Proceedings of the National Academy of Sciences (PNAS) which show that PTC124, a novel drug designed io
bypass nonsense mutations, was active in a preclinical model of cystic fibrosis (CF). These results support and
add to research published Jast year in the joumal Nature, which demonstrated the acfivity of PTC124 ina
preclinical model of Duchenne muscular dystrophy (DMD). PTC124 has demonsirated phamacodynamic proof
of concept in Phase 2a clinical trials in nensense-mutation-mediated CF and PMD.

FTC Therapeuiics Presents Encouraging Phase 1 Results of its Novel VEGF Inhibitor, PTC288, at
30th Annual San Antonio Breast Cancer Symposium

1212007

PTC Therapeutics Inc. announced the presentation of preclinical and Phase 1 data regarding PTC298, its novel,
imernally discovered, vascular endothelial growth factor (VEGF) inhibitor. PTC299 is an orally bioavailable
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v Leadership Claudia Hirawat
hd ior M t

Senior Managemen Sr. Vice President, Corporate Development
. Claudia Hirawat is responsible for Business and Corporate

. , Ph.D. N .
Stuart W. Peitz Development spearheading PTC's coliaborations. Ms.
William D. Ju, M.D. Hirawat joined PTC in 2000 as the company's seventh

empioyee. Parinering with the CEO and the senior
managernent team, Ms. Hirawat played a key role in
building PTC and was directly involved in fundraising,
operational directives, public and investor relations,
patient and professional advocacy and commercial
development. Prior to PTC, Ms. Hirawat was a Vice
President at LedbetterStevens, a management consulting
John Babiak, Ph.D. and se_nior—l_evel retai.ned search ﬁl:m in New York fo_cused

exclusively in the biopharmaceutical area. Ms. Hirawst
was at LedbetterStevens for five years and had
responsibilities for projects for a wvariety of cdlients
including: Pfizer, Pharmacia, Bristol Myers Squibb Co.,
Celera Genomics, Coelacanth Corp., SpotFire, IBM
Consulting/The Wilkerson Group and The Boston
Consulting Group.

Langdon L. Milier, M.D.

William Baird, I1I

Neil Almstead, Ph.D.

Mark E. Boulding
Joseph M. Cofacino, Ph.D.
Claudia Hirawat
wmanal Morsy, M.D., Ph.D.
Theresa Nataiicchio
} Board of Directors
p Scientific Advisory Board
» Collaborations
‘» Working at PTC

it Home 11 Careers .1 Glossary 1: Contact Us .+ Site Map

Copyright 2008 PTC Therapeutics. All rights reserved.
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MARACEMENT 'S DISCUSSION AND ANALYSIS OF

FINANCIAL CONDITION AND RESULTS OF OFERATIONS

Your should read the following discussion and analysis of our financial
condition and results of operations together with our financizl statements and
the related notes appearing zt the end of this prospectus. Some of the
information contained in this discussion and analysis or set forth elsewhere in
this prospectus, including information with respect to our plans and strategy
for our business and related financing, includes forward-looking statements that
involve risks and uncertainties. You should read the "Risk Factors” section of
this prospectus for a discussion of important factors that could cause actual
results to differ materially from the results described in or implied by the
forward-leooking statements contained in the following discussion and analysis.
Overview

We are a biopharmaceutical company focused on the discovery, development and
commercialization of corally administered, proprietary small-melecule drugs that
target post-transcriptional control processes. Our current pipeline of clinical
and preclinical product candidetes addresses multiple indications, including
genetic disorders, oncclogy and infecticus diseases. Our three most advanced
product development programs are:

. PTC124 for genetic disorders. We are currently conducting two Phase 2
clinical trials of PTC124 in patients with cystic fibrosis and one Phase 2
clinical trial of PTC124 in patients with Duchenne muscular dystrophy in
cases in which 2 nonsense mutation is the cause of the disease. We have
conducted an interim analysis of data from 15 patients who have completed
their participation in our cystic fibrosis triais.

. PTC299 for crcology. In April 2006, we expect to commence 2 Phase 1z
clinical trial of PTC299 in healthy volunteers in Belgium. If this

Phase 1a trial is successful, we plan to initiate a Phase 1b clinical
trial of DTC259 in late 2006 in patients with advanced solid tumors whose
disease has progressed during therapy or for whom there is no effective
therapy available.

- Hepatitis C development program. In March 2006, we entered into a
collaboration with Schering-Plough Corperation for the commercialization
of our compounds for the potential treatment of hepatitis C.

We are also conducting discovery programs focused on identifying new treatments
for multiple therapeutic areas, ineluding bacterial infections, anemia and
musculoskeletal conditiens.

We have generated significant losses as we have progressed our lead product
candidates into clinical development and expect to continue to generate losses

httnfiear adoaraonline com/2006/03/31/0000950123-06-004032/Section1 6.asp 5/4/2008
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as we continue the clinical development of PTC124 and PTCZ2%9. Our net loss for
2005 was §$22.9 million. As of December 31, 2005, we had a deficit accumnlated
during the development stage of §82.1 willicn.

Financial Operations Cverview

Revenues

To date, we have nct generated any product sale revenues. We have funded our
operations primarily through the sale of equity securities, capital lease and
equipment financings, foundation and government grants and collaboration
revenues. Our revepues for 2005 were approximately $5.0 millionm, consisting
primarily of grant revenues.

We have received grant funding from a variety of foundations and government
agencies, inciuding Cystic Fibrosis Foundation Therapeutics, Inc., the Muscular
Dystrophy Bssociation, Parent Project Muscular Dystrophy and the National
Institotes of Health. Grants are awarded on a project basis. We recognize grant
revenues as we receive funding or when preclinical, clinical or regulatory
milestones are met.

In March 2006, we entered into a collaboration and license agreement with a

subsidiary of Schering-Plough Corporation under which we and Schering-Flough are
collaborating in the discovery, development and
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commercialization of compounds for the treatmeat of HCV and other viral
diseases. Pursuant to the collaboration agreement, Schering-Plough paid us an
upfront non-refundable payment of $12.0 million. Our agreement with
Schering-Plough provides for a research collaboration, in conrection with which
Schering-Plough has agreed to provide us with funding, based on a full-time
equivalent rate, for an agreed upon number of full-time equivalent scientific or
research and development personnel that we dedicate to the research program. The
initial research term is three years. Schering-Plough has two options to extend
the Tesearch term for an additional term of cne year per option. Schering-Plough
can terminate the research term in specified circumstances. Schering-Plough is
responsible for worldwide clinical development and comemercialization of any
compounds that it elects to advance from our research collaborztion: We are
eligible to receive more than $200 million in payments if we achieve specified
development, regulatory and sales milestones. We are also entitled to royalties
on sales of products developed pursuant to the collaboration, with the royalty
percentage based on specified thresholds of worldwide net product sales.

In December 2005, we entered into & research collaboration and exclusive

option agreement with Bausch & Lomb under which Bausch & Lomb is evaluating
compounds in cur anti-angicgenesis program for the purpose of identifying
potential candidates for development by Bausch & Lomb for the treatment of
ophthalmic diseases associated with angiogenesis, imcluding macular
degeneration. Under the terms of the agreement, we granted Bausch & Lemb
exclusive options to license selected compounds. Bausch & Lomb has one year from
the date of the agreement to exercise any such optioa. In exchange for the
one-year options, Bausch & Lomb paid us zn upfront non-refundable option grant
fee of $300,000 and agreed to provide us with research funding during the option
term to compensate us for completing agreed research. Bausch & Lomb has the
right to extend the option term with respect to certain specified compounds for
an additional six months in exchange for an extension fee. As of December 31,
2005, we had recognized $50,000 of revenue pursuant to the agreement.

Research and Development Expense

Research and development expenses consist of the costs associated with our
research activities, as well as the costs associated with our drug discovery
efforts, conducting preclinical studies and clinical trials, manufacturing
development efforts and activities related to regulatory filings. Our research
and development expenses consist of:

. external research and development expenses incurred under agreements with
third-party contract research organizations and ipvestigative sites,
third-party manufacturing organizations and consultants;

- employvee-related expenses, which include salaries ard benefits for the
personnel invelved in our drug discovery and development activities; and

. facilities, depreciation and cther allocated expenses, which include
direct and allocated expenses for rent and maintenance of facilities,
depreciation of leasehold improvements and equipment, and laboratory and

Vot i adevom mmlina ~res 3ONA 2T IDODNGANT2-06-0040372/Section16.asn

5/4/2008



PTC THERAPEUTICS, INC. Securities Registration Statement (S-1) MANAGEMENT'S... Page 3 of 11

other supplies.

We use our employee and infrastructure resources across multiple researchk

projects, including our drug development programs. We track expenses related to
cur clinical programs om a per project basis. Accordingly, we allocate internal
employee-related and infrastruocture costs, as well as third-party costs, to each

clinical program. We do not allocate expenses related to preclinical programs.
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The following table summarizes our principal product development programs,
including the related stages of development for each product candidate in
development and the research and development expenses allocated to each ¢linical
product candidate. The informaticn in the column labeled "Estimated Completion
of Current Trial®™ is our estimate of the timing of completion of the current
ciinical trial or trials for the particular product candidate. The actual timing
of completion could diffex materially from the estimates provided in the table.

Research and
Development Expenses

Estimated

Completion Year Ended December 31,

Phase of of Current

Product Candidate Indicaticn Development Trial 2003 2004

{in thousands)

¢linical devslopment:

PTC124 Cystic Fibrosis;

Duchenne Muscular

Dystrophy Phase 2 20086 5 2,642 § 6,018 s 5,132

PTCZ8% Cancer Phase la 2006 - B3
Total clinical development 2,642 6,101
Research and preclinical 15,053 13,968
Total research and development $ 17,695 $ 20,070

The suvecessful development of our product candidates is highly uncertain. At
this time, we cannot reasonably estimate or know the nature, timing and
estimated costs of the efforts that will be necessary to complete the remainder
of the development of, or the period, if any, in which material net cash inflows
may commence from, FTC124, PTC29% or any of our preclinical product candidates.
This is due to the numercus risks and uncertainties associated with developing
drugs, including the uncertainty of:

. the scope, rate of progress and expense of our clinical trials and other
research and development activities;

- the potential benefits of cur product candidates over cther therapies;

. our ability to market, commercialize and achieve market acceptance for any
of our product candidates that we are developing or may develop in the
future;

. future clinical trial results;
. the terms and timing of Iegulatory approvals; and

- the expense of filing, prosecuting, defending and enforcing any patent
claims and other intellectual property rights.

A change in the outcome of any of these variables with respect to the

hitn-Hoan admaarcnnline rom ,? ﬂﬂﬁ/ﬂ'% f"’\ 1 /00009‘30] 23 —06-004032/Secti0111 6.3.SD

2005

2,021

7,153
13,970

$ 21,123
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development of a product candidate could mean a significant change in the costs
and timing associated with the development of that product candidate. For
example, if the FDA or cother regulatory authority were to reguire us to conduct
clinical trials beyond those which we currently anticipate will be reguired for
the completion of clinical development of a product candidate or if we
experience significant delays in enrollment in any our clinical trials, we could
be required to expend significant additional financial resources and time on the
completion of clinical development.

General and Administrative Expense

General and administrative expense consists primarily of salaries aznd other
related costs for personnel, including stock-based compensation expenses, in our
executive, legal, business development, finance, accounting informstion
technology and human resource functions. Other general and administrative
expenses include facility-related costs not otherwise included in research and
development expense; advertising and
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promotional expenses; cOSts associated with industry and trade shows; and
professicnal fees for legal services, including patent-related expenses, and
accounting services.

We expect that general and administrative expense will increase in 2006 and

in future periods as a result of increased payroll, expanded infrastructure,
increased consulting, legal, accounting and investor relations expenses
associated with being a public company and costs incurred to seek collaberations
with respect to any of our product candidates.

Interest Income and Interest Expense

Interest income consists of interest earned on our cash and cash egquivalents
and short-term investments. Interest expense consists of interest incurred to
finance eguipment, office furniture and fixtures.

Critical Accounting Policies and Significant Judgments and Estimates

our management's discussion aad analysis of our financial condition and

results of operations is based on our financial statements, which we have
prepared in accordance with U.5. generally accepted accounting principles. The
preparation of these financial statements requires us to make estimates and
assumptions that affect the reported amounts of assets and liabilities and the
disclosure of contingent assets and liabilities at the date of the fipancial
statements, as well as the reported revenues and expenses during the reporting
periods. On an ongoing basis, we evaluate our estimates and judgments, including
those described in greater detail below. We base ocur estimates on historical
experience and on various other factors that we believe are reascnable under the
circumstances, the results of which form the basis for making judgments about
the carrying value of assets and liabilities that are not readily apparent from
other sources. Actuzl results may differ from these estimates under different
assumptions or conditions.

While our significant accounting policies are more fully described in Note 2

to our financial statements appearing at the end of this prospectus, we helieve
that the following accounting policies are the most critical to aid you im fully
understanding and evaluating our firmancial condition and results of operations.

Reverue Recognition

We recognize grant revenues s we receive the funding or when preclinical,
clinical or regulatory milestones are met. Grant revenues are not refundable.

As described above, our gollaberation agreements contain maltiple elements,
inciuding non-rafundable up-front license fees, research payments for ongoing
research and development, payments associated with achieving development and
regulatory milestones and royalties to be paid based on specified percentages of
net product sales, if any. We consider a variety of factors in determining the
appropriate method of revenue recognition under these arrangements, such as
whether the elements are separable, whether there are determinable fair values
and whether there is a unigue earnings process associated with a particular
element of an agreement.

We recognize revenue from non-refundable, up-front fees ratably over the

term of our performance under the agreements. These payments are recorded as
deferred revenue pending recognition. We recognize revenue related to research
payments for ongeing research and development as the services are performed.
Generally, the payments received are not refundable and are based on contractual
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cost per full-time eguivalent employee working on the project. We have not yet
received any payments associated with achieving development and regulatory
milestones, nor have we yet received royalties on net product sales.

Accrued Expenses

&s part of the process of preparing our financial statements, we are

required to estimate accrued expenses. This process involves communicating with
our applicable persormel to identify services that have been performed on our
behalf and estimating the level of service performed and the asscciated cost
incurred for the Service when we have not yet been invoiced or otherwise
notified of actual cost. The majority of our service providers invoice us
monthly in arrears for services performed. We make estimates of our accrued
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expenses as of each balance sheet date in our fimancial statements based on
facts and circumstances known to us. Examples of estimated accrued expenses
include:

. fees paid to contract research organizations in connection with
preclinicsl and tozicology studies and cliaical trials;

* fees paid to investigative sites in connection with clinical trials:

. fees paid to contract manufacturers in comnection with the production of
clinical trial materials; and

- professional service fees.

Stock-Based Compensation

Through December 31, 2005, in accordance with Statement of Financial

Accounting Standards, or SFAS, No. 123, Accounting for Stock-Based Compensation,
we elected to account for stock-based employee compensation using the
intrinsic-value method under Accounting Principles Board, or APB, Opinion

Ko. 25, Accounting for Stock Issued to Employees, and related interpretations.
Bs such, we did not record expense on employee stock options granted when the
exercise price of the options was egual to the fair value of the underlying
stock on the date of the gramt. Pro forma information regarding net loss and
loss per shere is required by SFAS No. 123 and has been determined as if we had
accounted for employee stock option grants under the fair value method
prescribed by that statement. Information with regard to the number of options
granted, market price of the grants, vesting requirements and the maximum term
of the options granted appears inm Note 2 to our financial statements.
Stock-based payments to non-employees are measured at the fair value of the
stock-based instruments issued or the fair value of the goods or services
received, whichever is more readily determinable.

For stock-based payments to both employees and non-employees, the fair value
of the stock is a significant factor in determining credits or charges to
operaticns. Because, prior to this offering, our shares have not been publicly
traded, we must estimate the fair value of ocur common Stock. There is no
certainty that the results of our estimation would be the value at which the
shares would be traded for cash. Factors that we consider in determining the
fair value of our common stock include:

* pricing of private sales of our preferred stock:
- pricr valuations of stock grants and preferred stock sales and the effect

of events, including the progression of cur product candidates, that have
occurred between the time of the grants or sales;

. comparative rights and preferences of the security being granted compered
to the rights and preferences of our other cutstanding equity;

. comparative values of public companies discounted for the risk and limited
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liquidity provided for in the shares we are issuing;

. perspective provided by unrelated valuaticn specialists;

. perspective provided by investment banks, including the likelihood of an
initial public offering and our potential value in an initial public
offering; and

- general economic trends.

our board of directors has historically determined the fair value of our

eguity instruments, excluding preferred stock, based upon information available
to it on the measurement dates. In connection with our grant of stock options in
February 2005 and in February 2006, we performed a concurrent znalysis teo
determine the fair wmarket value of our common stock. We performed our amalysis
in accordance with applicable elements of the practice aid issued by the
american Tnstitute of Certified Public Accountants entitled Valuation of
privately Held Company Bquity Securities Issued as Compensation. We used two
primary vazluation methodologies within the income approach tc determine our
enterprise valuation. First, we used a probability-weighted income approach that
reduced our estimated cash flows based on the probability of successfully
completing clinical trials. Second, we employed & traditional income approach
that analyzed our manage-
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ment's internal operating forecast without directly adjusting cash flows for the
probability of success. We then weighted the probability-weighted income
approach and the traditional income approach equally to arrive at a single
enterprise valne. Finally, we used that enterprise value in an option-pricing
model te calculate the value of our ouwtstanding common stock.

Tn December 2004, the Financial Accounting Standards Board, or FASE, issued

SFAS No. 123{R), Share-Based Payment. SFAS No. 123(R) supersedes SEAS No. 123,
APB Opinion Ho. 25 and its related implementation guidance. SFAS Ne. 123(R) will
require compensation costs related to share-based payment transactions to be
recognized in our fimancial ststements. We will measure the amount of
compensation cost based on the grant—date fair value of the equity or liability
instruments issued. We will recognize compensation ¢ost over the pericd that 2n
employee provides service in exchange for the award. SFAS Fo. 123 (R) is
effective as of the beginning of the first interim or annual reporting period
that begins after December 15, 2005. We cannot predict the full impact of
adoption ¢f SFAS No. 123 (R} because it will depend on levels of share-based
payments that we grant in the future. We have not yet determined the impact that
implementing SFAS No. 123(R) will have on our results of operations or financizl
condition.

Income Taxes

As part of the process of preparing our financial statements, we are

required to estimate our income taxes in each of the jurisdictions im which we
operate. This process involves estimating our actual current tax exposure
together with assessing temporary differences resulting from differing
treatments of items for tax and accounting purposes. These differences result in
deferred tax assets and liabilities. As of December 31, 2005, we had federal net
operating loss carryforwards of $52.5 million, which expire starting in 2018,
and federal research and development credit carryforwards of $3.7 million. We
also had state net operating loss carryforwards of $49.7 million, which expire
starting in 2009, and state research and development credit carrvforwards of
2.8 million. At December 31, 2005, we recorded z full valuation allowance
against our net deferred tax asset of approximately $45.5 million, as our
management believes it cannot at this time conclude that it is more likely than
not they will be realized. If we determine in the future that we will be able to
realize all or a portion of our net deferred tax asset, an adjustment to the
deferred tax wvaluation allowance would increase net incame in the peried in
which we make such a determination. The Tax Reform Act of 1986 contains
provisions that may limit the utilization of net operating less credit
carryforwards available to be used in any given year in the event of a change in
ownership.

Results of Operations

Yaar Ended December 31, 2005 Compared to Year Ended December 31, 20064
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Revennes. Revenues were $5.0 million in 2005, an increase of §3.4 million

from revenues of $1.6 million in 2004. The increase resulted primarily from a
significant increase in the pumber of grants and the dollar value of the grants
that we received in 2005. In particular, in 2005 we received grants totaling
$2.7 million from two patient advocacy groups, Cystic Fibrosis Foundation
Therapeutics, Inc. and the Muscular Dystrophy Association, related to the
clinical development of PTC124. We continue to seek additional grant revenue
cpportunities.

Research and Development Expense. Research and development expense was
$21.1 million in 2005, an increase of $1.0 miilion, or 5.2%, from $20.1 million
in 2004. The increase resulted primarily from the following changes in costs:

. increased costs for preclinical studies and manufacturing for PTC293 of
$1.6 million;

. increased costs for preclinical stedies for PTC124 of $895,000; and

. decreased costs for clinical studies and manufacturing for PTC124 of
$1.6 millicn.

We expect that research and development expenses will increase in the future

as a result of increased manufacturing and clinical development costs primarily
reiating to our PTC124 and PTC29% clinical development programs. The timing and
amount of these expenses will depend upon the outcome of our
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ongoing clinical trials, particularly the costs associated with our ongoing
Phase 2 clinical triazls of PTC124 and our planned Phase la and Phase 1lb clinical
trials of PTC299. The timing znd amount of these expenses will alsc depend on
the costs associated with potential future clinical trials of our product
candidates and the related expansion of our research and development
organization, regulatory requirements, advancement of our preclinical programs
and product candidate manufacturing costs.

General and Administrative Expense. General and administrative expense was
7.9 million in 2005, an increase of $1.9 million, or 31.5%, from $6.0 million
in 2004. The increase resulted principally from the foliowing:

. increased personnel costs of $1.1 million attributable to increased
salaries as well as increased headcount in legal and human resQurces;

- increased consulting expense of $290,000 related to commercialization
planning and information technology infrastracture; and

- increased patent-related expense of $528,000 related to filings for
PTCL24, PTC299 and compounds in cour HCV program.

We expect that general and administrative expense will increase in 2006 and
in future periods as a result of increased payroll, expanded infrastructure.
increased consulting, legal, accounting and investor relations expenses
associated with being a public company, costs incurred to seek collaboraztions
with respect to any of our product candidates and the stock-based compensation
expense that we expect to record under SFAS No. 123(R).

Interest Income and Interest Expense. Interest income was $B54,000 in 2005,
compared to $579,000 in 2004. Intsrest expense was $141,000 in 2005, compared to
5184, 000 in 2004. The increase in interest income resulted from higher average
interest rates in 2003, partially offset by lower average cash and cash
eguivalents and short—term investment balances during the year. The Teduction in
interest expense resulted from a reduction ip our equipment financing and
capital lease obligations during 2005.

Tax Benefit. We recognize tax benefits related teo our ssle of net operating
losses in the New Jersey Tax Transfer Program. Our tax benefit was $479,000 in
2005 and $451,000 in 2004.

Year Ended December 31, 2004 Compared to Year Ended December 31, 2003
Revenues. Revenues were 51.6 million in 2004 and $756,000 in 2003. The

increase resulted from an increase in the mumber of grants that we received in
2004.
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Research and Development Expense. Research and development expense was

520.1 million in 2004, an increase of $2.4 million, or 13.4%, from $17.7 million
in 2003. The increase resulted principally from the following:

. increased costs of clinical studies and manufacturing for PTC124 of

$2.6 million;

- increased laboratory supply and library compound costs of $408,000:

. increased personnel costs of $1.1 miliieon; and

. decreased in-process research and development of $1.4 million.

General and Administrative Expense. General and administrative expense wWas
56.0 million in 2004, an increase of $1.3 million, or 28.3%, from $4.7 million
in 2003. The increase resulted principally from the following:

» increased personnel costs of $450,000 attributable to increased salaries
and increased headcount in investor relations and general management:

- increased consulting expense of $419,000 related to increased legal and
human resounrce temporary staffing:
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. increased patent and legal expense of $254,000 related to filings for
PTC124 and general corpeorate legal expenses; and

. increased miscellaneous corporate expenses of $216,000.

Interest Income and Interest Expense. Interest income was $579,000 in 2004,
comparad to 5317,000 in 2003. Interest expense was $184,000 in 2004, compared to
$358,000 in 2003. The increase in interest income resulted from higher average
interest rates in 2004 and higher average cash and cash eguivalents and
short-term investment balances during the year. The reduction in interest
expense resulted from a reduction in our egquipment financing and capital lease
cbligations during 2004.

Tax Benefit. OQur tax benefit related to our sale of net operating losses in
the New Jersey Tax Transfer Program was $451,000 in 2004 and $235,000 in 2003.
Liquidity and Capital Resources

Sources of Liguidity

As a result of our significant research and development expenditures and the
lack of any approved products to generate procduct sales revenue, we have not
bsen profitable and have generated cperating losses since we were incorporated
in 1998. As such, we have funded our research and development cperations
primarily through sales of our preferred stock. Through December 31, 2005, we
had received aggregate net proceeds of $128.5 millien from these sales. We have
also received funding from grant znd foundation support, capital lease
financings and interest earned on investments.

A=z of December 31, 2005, we had cash and cash equivalents and short-term
investments of $37.8 million. We hold our cash and investment balances in a
variety of interest-bearing instruments, including obligatioms of

U.8. government agencies apd money market accounts. We invest cash in excess of
our immediate requirements with regerd to liguidity and capital preservation.
Wherever possible, we seek Lo minimize the potential effects of concentration
and degrees of risk.

Cash Flows
The following table provides information regarding cur cash flows and our
capital expenditures for the years ended December 31, 2003, 2004 and 2005.

Year Ended December 31,

2003 2004 2005

hittn-ficee edoar-online com/2006/03/31/0000050123-06-004032/Section] 6.asp

5/4/2008



PTC THERAPEUTICS, INC. Securities Registration Staiement (S-1) MANAGEMENT'S... Page 9 of 11

{in thousands)

cash provided by (used in):

Operating activities 5 {16,225 ) § (22,408 ) S (20,720 }
Investing activities 13,618 {20,218 } {1,647 )
Financing activities 32,223 13,425 26,555
Capital expenditures (included in investing activities

above) 667 1,121 9€3

Net cash used in operating activities was $20.7 million for the year ended
December 31, 2005, $22_.4 mjllion for tha year ended December 31, 2004 and

$16.2 million in the year ended December 31, 2003. The net cash used in each of
these periods primarily reflects the net loss for those periods, cffset in part
by depreciation, and changes in operating assets and liabilities.

Net cash used in investing activities was $1.6 million for the year ended
December 31, 2005 and $20.2 million for the year ended December 31, 2004. Net
cash provided by investing activities was $13.6 million for the year ended
December 31, 2003. Cash used in investing activities was primarily related to
net purchases of investments, and to a lesser extent, purchases of property and
equipment.

Met cash provided by financing zctivities was $26.6 million for the year

ended December 31, 2005, $13.4 million for the year ended December 31, 2004 and
$32.2 million for the vear ended December 31, 2003. Ket cash provided by
financing activities in 2005 was primarily attributable to the $26.5 million in
proceeds
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that we received from our Series E-Z preferred stock financing, and to a lesser
extent, proceeds of $1.4 million in debt financing used to acguire property and
eguipment. Partially offsetting these proceeds were payments on debt obligations
of 51.2 million. Net cash provided by financing activities in 2004 was primarily
attributable to the subsequent clesings on our Series E preferred stock '
financing, which initially clecsed in December 2003, totaling $14.9 million.
Partially offsetting these proceeds were payments on debt obligaticns of

$1.9 million. Net cash provided by financing activities in 2003 was primarily
attriputahle to the initial c¢losing of our Series E preferred stock financing
totaling $34.2 million. Partially pffsetting these proceeds were payments on
debt obligations of $2.0 million.

Funding Requirements

We believe that the net proceeds from this offering, together with our

existing cash and cash eguivalents and short-term investments and research
funding that we expect to receive under our collaboratijoms, will be sufficient
to engbla us to fund our operating expenses and capiltal expendifure redquirements
until . We have based this estimste on assumptions that may prove to
be wrong, and we could use our available capital resources sooner than we
currently expect. Because of the numerous risks and uncertainties associated
with the development and commercialization of our preduct candidates, and the
extent to which we enter into collaborations with third parties to participate
in their development and commercialization, we are unable to estimate the
amounts of increased capital outlays and operating expenditures associated with
our current and anticipated climical trials. Our future capital requirements
will depend on many factors, including:

- the progress and results of our clinical trials of PTC1Z4 and PTC299;

. the snocess of our hepatitis € wvirus collaboration with Schering-Plough:

. the scope, progress, results and costs of preclinical development and
laboratory testing and clinical trials for our other product candidates;

- the costs, timing apd outcome of regulatory review of our product
candidates;

‘. the number and development requirements of other product candidates that
we pursue;

httn-/ear adosr-nnline com/2006/03/31/0000050123-06-004032/Sectionl 6.asp

5/4/2008



* PTC THERAPEUTICS, INC. Securities Registration Statement (S-1) MANAGEMEN... Page 10 of 11

. the costs of commercialization activities, including product marketing,
sales and distribution;

- the costs of preparing, filing and prosecuting patent applications and
maintaining, enforcing and defending intellectual property-related claims;

. the extent to which we acguire cr invest in businesses, products and
technologies; and

- our ability to establish and maintain collaborations.

We do not anticipate that we will generate product revenue for at least the
next several years. In the absence of additional funding, we expect our
continuing operating losses to result in increases in our cash used in
operztions over the next several quarters and years. To the extent our capital
resources are insufficient to meet our future capital requirements, we will need
to finance our future cash needs through public or private equity offerings,
debt financings or corporate collaboratien and licensing arrangements. Except
for research funding by our ccllaborators, particularly Schering-Plough, we do
not currently have any commitments for future external funding.

Additional equity or debt financing, grants, or corperate collaboration and
licensing arrangements, may not be available on acceptable terms, if at all. If
adequate funds are not available, we may be required to delay, reduce the scope
of or eliminate our research and development programs, reduce our pianned
commercialization efforts or obtain funds through arrangements with
collaborators or others that may require us to relinguish rights to certain drug
candidates that we might otherwise seek to develop or commercialize
independently. In additiom, any future equity funding may dilute the ownership
of our equity investors.
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Contractual Obligations

The following table summarizes our significant contractual obligations and
compercial commitments as of December 31, 2005 {(in thousands).

less than 1-3 4-5 More than

Total 1 Year Years Yasars 5 Years

Equipment financing obligations $ 1,282 3 478 $ T4 5 30 -
Operating lease obligations 1,338 384 785 169 -
Total fixed contractual obligations $ 2,620 5 862 5 1,559 s 189 -

Cuantitative and Qualitative Disclosures About Market Risk

The primary objective of our investment activities is to preserve our

capital to fund operaticns. We also seek to maximize income from our investments
withont assuming significant risk. To achieve our objectives, we maintain a
portfolic of cash eguivalents and investments in a variety of securities of high
credit quality. As of December 31, 2005, we had cash and cash equivalents and
short-term investments of $37.5 million. A portion of our investments may be
subject to interest rate risk and could fall in value if market interest rates
increase. However, because cur investments are short-term in duration, we
pelieve that our exposure to interest rate risk is not significant and 2 1%
movement in market interest rates would not have a significant impact on the
total value of our portfolic. We actively monitor changes in interest rates.
Recent Accounting Proncuncements

in December 2004, the FASB issued SFAS No. 123(R). SFAES No. 123(R)

supersedes SFAS No. 123, APB Opinion No. 25 and its related implementation
guidance. SFAS No. 123({R) will require compensation costs related to share-based
payment transactions to be recognized in the financial statements. The amount of
compensation cost will be measured based on the grant-date fair value of the
equity or liability instruments issued. Compensation cost will be recognized
over the period that an employee provides service in exchange for the award.
SFAS No. 123(R] is effective as of the beginning cof the first interim or annual
reporting period that begins after December 15, 2005. We cannot predict the full
impact of adoption of SFAS No. 123(R} at this time because it will depend on
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ievels of share-based payments granted in the future. We have not vet determined
the impact that implementing SFAS Fo. 123(R) will have on our results of
gperations or financial condition.

In June 2005, the FASB issued SFRS No. 154, Accounting Changes and Error
Corrections. This statement requires that a voluntary change in accounting
principle be applied retrospectively with all prior period financial statements
presented on the basis of the new accounting principle, unless it is
impracticable to do so. SFAS Fo. 154 also provides that (1} a change in method
of depreciating or amortizing a long-lived nonfinancial asset be accounted for
as a change in estimate (prospectively) that was effected by a2 change in
zccounting principle, and (2) correction of errors in previcusly issued
financial statements should be termed z "restatement.” The new standard is
effective for accounting changes and correction of errors made in fiscal years
beginning after December 15, 2005. Early adoption of this standard is permitted
for accounting changes and correction of errors made in fiscal years beginning
after June 1, 2005. We do not anticipate that the adoption of this statement
will have a material impact on our results of operations or financial condition.

In November 2005, the FASE issued FASE Staff Positicn FAS 115-1 and

FOS 124-1, The Meaning of Other—Than-Temporary Impairment and Its Application te
Certain Investments. This Staff Position addresses
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the determination as to when an investment is considered impaired, whether that
impairment is other than temporary and the measurement of an impairment loss.
This Staff Position-also includes accounting considerations subsegquent to the
recognition of an other-than-temporary impairment and requires certain
disclosures about unrealized losses that have not been recognized as
other-than—-temporary impairments. The guidance in the staff Position is required
to be applied to reporting periods beginning after December 15, 2005. We wili
adopt the provisions of this Staff Position in 2006 and do not curremtly believe
that implementaticn will have a material effect on our results of cperations or
financial ceondition.
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Phase 2b Study of PTC124 in Duchenne/Becker Muscular
Dystrophy (DMD/BMD)

This study is currently recruiting participants.
Information provided by PTC Therapeutics

This Tabular View shows the required WHO registration data elements as marked by T

Descriptive Information Fields
Brief Title T Phase 2b Study of PTC124 in Duchenne/Becker Muscular Dystrophy (DMD/BMD)

Official Title T A Phase 2b Efficacy and Safety Study of PTC124 in Subjects With Nonsense-Mutation-
Mediated Duchenne Muscular Dystrophy and Becker Muscular Dystrophy

Brief Summary  Duchenne/Becker muscular dystrophy (DMD/BMD) is a genetic disorder that develops in
boys. It is caused by a mutation in the gene for dystrophin, a protein that is important for
maintaining normal muscle structure and function. Loss of dystrophin causes muscle
fragility that leads to weakness and loss of walking ability during childhood and teenage
years. A specific type of mutation, called a nonsense (premature stop codon) mutation is
the cause of DMD/BMD in approximately 10-15% of boys with the disease. PTC124 is an
orally delivered, investigational drug that has the potential to overcome the effects of the
nonsense mutation. This study is a Phase 2b trial that will evaluate the clinical benefit of
PTC124 in boys with DMD/BMD due to a nonsense mutation. The main goals of the study
are to understand whether PTC124 can improve walking, activity, muscle function, and
strength and whether the drug can safely be given for a long period of time.

Detailed This study is a Phase 2b, multicenter, randomized, double-blind, placebo-controlled, dose-

Description ranging, efficacy and safety study, designed to document the clinical benefit of PTC124
when administered as therapy of patients with DMD/BMD due to a nonsense mutation
(premature stop codon) in the dystrophin gene. It is planned that ~165 boys who are at
least 5 years of age and can walk at least 75 meters (80 yards) will be enrolfed. Study
subjects will be enrolled at sites in North America, Europe, Israel, and Australia. They will
be randomized in a 1:1:1 ratio to either a higher dose of PTC124, a lower dose of PTC124,
or placebo. Subjects will receive study drug 3 times per day (at breakfast, lunch, and
dinner) for 48 weeks. Subjects will be evaluated at clinic visits every 6 weeks. Additional
safety laboratory testing, which may be performed at the investigational site or at an
accredited local laboratory or clinic, is required every 3 weeks for the first 24 weeks of the
study. At the completion of blinded treatment, all compliant participants will be eligible to
receive open-label PTC124 in a separate extension study.

Study Phase Phase I, Phase lll

http://www .clinicaltrials.gov/ct2/show/record/NCT00592553?term=ptc124&rank=1 7/15/2008
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Study Type T
Study Design t
Primary
Outcome

Measure T

Secondary
Outcome

Measure T

Condition t

intervention T

MEDLINE
PMIDs

Links

Interventional

Treatment, Randomized, Double Blind (Subject, Caregiver, Investigator, Outcomes
Assessor), Placebo Control, Parallel Assignment, Safety/Efficacy Study

To determine the effect of PTC124 on ambulation in subjects with nonsense-mutation-
mediated DMD/BMD (as assessed by changes in the distance walked during a 6-minute
walk test) [ Time Frame: 12 months ] [ Designated as safety issue: No |

Activity in the community setting [ Time Frame: 12 months ] [ Designated as safety issue:
No ]

Proximal muscle function [ Time Frame: 12 months ] [ Designated as safety issue: No |
Muscle strength [ Time Frame: 12 months ] [ Designated as safety issue: No ]

Muscle fragility [ Time Frame: 12 months ] [ Designated as safety issue: No |

Biceps muscle dystrophin expression [ Time Frame: 12 months ] [ Designated as safety
issue: No ]

Quality of Life [ Time Frame: 12 months ] [ Designated as safety issue: No ]

Cognitive ability [ Time Frame: 12 months ] [ Designated as safely issue: No |

Cardiac function [ Time Frame: 12 months ] [ Designated as safety issue: No ]
Frequency of accidental falls during ambulation [ Time Frame: 12 Months ] [ Designated as
safety issue: No ]

Treatment satisfaction [ Time Frame: 12 Months ] [ Designated as safety issue: No |
Safety [ Time Frame: 12 months ] [ Designated as safety issue: Yes |

Compliance with treatment [ Time Frame: 12 months ] [ Designated as safety issue: No ]
PTC124 pharmacokinetics [ Time Frame: 12 months ] [ Designated as safety issue: No ]

Duchenne Muscular Dystrophy
Becker Muscular Dystrophy

Drug: PTC124

Recruitment Information Fields

Recruitment
Status t

Enroliment T
Start Date 1

Completion
Date

Eligibility
Criteria T

Recruiting

165
February 2008

August 2010

Inclusion Criteria:

+ Ability to provide written informed consent (parental/guardian consent if
applicable)assent (if <18 years of age)

¢ Male sex.
s Age 25 years.

¢ Phenotypic evidence of DMD/BMD based on the onset of characteristic clinical
symptoms or signs (ie., proximal muscle weakness, waddling gait, and Gowers'
maneuver) by 9 years of age, an eievated serum creatinine kinase level, and
ongoing difficulty with walking.

http://www .clinicaltrials.gov/ct2/show/record/NCT00592553 "erm=ptc124&rank=1 7/15/2008
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Documentation of the presence of a nonsense point mutation in the dystrophin gene
as determined by gene sequencing from a laboratory certified by the College of
American Pathologists (CAP}, the Clinical Laboratory Improvement Act/Amendment
(CLIA) or an equivalent crganization.

Ability to walk =5 meters unassisted during the screening 6-minute walk test.
Documentation that a baseline renal ultrasound has been performed.

Confirmed screening laboratory values within the central laboratory ranges
(hemoglobin, adrenal, renal and serum electrolytes parameters)

Willingness and ability to comply with scheduled visits, drug administration plan,
study procedures, laboratory tests, and study restrictions.

Exclusion Criteria:

Treatment with systemic aminoglycoside antibiotics within 3 months prior to start of
study treatment.

Initiation of systemic corticosteroid therapy within 6 maonths prior to start of study
treatment or change in systemic corticosteroid therapy (eg, initiation, change in type
of drug, dose maodification not related to body weight change, schedule modification,
interruption, discontinuation, or reinitiation) within 3 months prior to start of study
treatment.

Any change (initiation, change in type of drug, dose modification, schedule
madification, interruption, discentinuation, or reinitiation) in prophylaxis/treatment for
congestive heart failure within 3 months prior to start of study treatment.

Treatment with warfarin within 1 month prior to start of study treatment.
Prior therapy with PTC124.

Known hypersensitivity to any of the ingredients or excipients of the study drug
{Litesse® UltraTM [refined polydextrose], polyethylene glycol 3350, Lutrol® micro
F127 [poloxamer 407], mannitol 25C, crospovidone XL10, hydroxyethyl cellulose,
vanilla, Cab-O-Sil® M5P [colloidal silica], magnesium stearate).

Exposure to another investigational drug within 2 months prior to start of study
treatment.

History of major surgical procedure within 30 days prior fo start of study treatment.
Ongoing immunosuppressive therapy {other than corticosteroids).
Ongoing participation in any other therapeutic clinical trial.

Expectation of major surgical procedure (eg, scoliosis surgery) during the 12 month
treatment period of the study.

Requirement for daytime ventilator assistance.

Clinical symptoms and signs of congestive heart failure (American Coliege of
Cardiology/American Heart Association Stage C or Stage D) or evidence on
echocardiogram of clinically significant myopathy

Prior or ongoing medical condition (eg, concomitant illness, psychiatric condition,
behavioral disorder, alcoholism, drug abuse), medical history, physical findings,
electrocardiogram findings, or laboratory abnormality that, in the investigator's
opinion, could adversely affect the safety of the subject, makes it unlikely that the
course of treatment or follow-up would be completed, or couid impair the
assessment of study resuits.

Gender Male

Ages 5 Years and older
Accepts No

Healthy

Volunteers

http://www.clinicaltrials.gov/ct2/show/record/NCT00592553 ?term=ptc124&rank=1 7/15/2008



Phase 2b Study of PTC124 in Duchenne/Becker Muscular Dystrophy (DMD/BMD) - Tab... Page 4 of 4

Contacts TT Contact: Diane Goetz 908-912-9256 dgoetz@pichio.com
Location United States, Australia, Belgium, Canada, France, Germany, Israel, ltaly, Spain,
Countries t Sweden, United Kingdom

Administrative Information Fields
NCT ID 1 NCT00592553

Organization ID PTC124-GD-007-DMD

Secondary
IDs 11

Study PTC Therapeutics
Sponsor t

Collaborators Tt

Investigators T

Information PTC Therapeutics
Provided By

Verification July 2008

Date

First Received January 1, 2008
Date

Last Updated July 8, 2008
Date

T Required WHO trial registration data element.
Tt WHO trial registration data element that is required only if it exists.
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