FDA Expedited Pathways

Accelerating the development of therapeutic products intended to treat serious conditions and unmet medical
needs has been an increasing interest of the public, legislators, and the scientific community for many years.

Responding to this interest, FDA has issued regulations and guidance documents to establish development
programs designed to speed the availability of new therapies to patients with serious conditions, especially when
there are no satisfactory alternative therapies.

Below we highlight the benefits of, qualifying criteria for, and timing and procedures for six different expedited
programs and designations. Overall, the purpose of these regulatory pathways is to save time and reduce the cost
of bringing therapies to market for serious conditions and unmet medical needs.
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Expedited pathways to consider at the NDA/BLA stage of development
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VERISTAT EXPERTS CAN HELP AS YOU CONSIDER
ANY OF THE FDA EXPEDITED PATHWAYS

“Which of FDA'’s different expedited programs do | qualify for?
Can | apply for more than one?”

“What are the costs, risks and benefits of each program?
Should | apply for one over the other, or more than one?”

“When should | apply?”

“What are some strategic considerations for choosing
expedited pathway(s) to pursue for my program?”
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DEFINITIONS

“Serious Condition”

“. .. adisease or condition associated with morbidity that has substantial impact on day-to-day functioning. Short-lived and
self-limiting morbidity will usually not be sufficient, but the morbidity need not be irreversible if it is persistent or recurrent.
Whether a disease or condition is serious is a matter of clinical judgment, based on its impact on such factors as survival,
day-to-day functioning, or the likelihood that the disease, if left untreated, will progress from a less severe condition to a
more serious one.”

Source: FDA Guidance for Industry: Expedited Programs for Serious Conditions — Drugs and Biologics.

“Unmet Medical Need”

1. Where there is no available therapy

2. Where there is available therapy but the investigational agent:
e Has an effect on a serious outcome of the condition that is not seen with or is better than available therapy
e Can be used effectively with other critical agents that cannot be combined with available therapy

e Provides efficacy comparable to available therapy, while (1) avoiding serious toxicity that occurs with available therapy,
(2) avoiding less serious toxicity that is common and causes discontinuation of treatment of a serious condition, or (3)
reducing the potential for harmful drug interactions

e Has a documented benefit that is expected to lead to an improvement in serious outcomes

3. Where the only available therapy was approved under the Accelerated Approval program based on a surrogate
endpoint or an intermediate clinical endpoint and clinical benefit has not yet been verified

Source: FDA Guidance for Industry: Expedited Programs for Serious Conditions — Drugs and Biologics.

Rolling Review

“[Rolling Review] means that a drug company can submit completed sections of its Biologic License Application (BLA) or
New Drug Application (NDA) for review by FDA, rather than waiting until every section of the NDA is completed before the
entire application can be reviewed. BLA or NDA review usually does not begin until the drug company has submitted the

entire application to the FDA.”

Source:

a Surrogate Endpoints

“. .. amarker, such as a laboratory measurement, radiographic image, physical sign, or other measure, that is not itself a
direct measurement of clinical benefit, and (A) is known to predict clinical benefit and could be used to support traditional
approval of a drug or biological product; or (B) is reasonably likely to predict clinical benefit and could be used to support the
accelerated approval of a drug or biological product in accordance with section 506(c).”

Source:

d, Regenerative Medicine

ol

“. .. acell therapy, therapeutic tissue engineering product, human cell and tissue product, or any combination product using
such therapies or products, except for those regulated solely under Section 361 of the Public Health Service Act and part
1271 of Title 21, Code of Federal Regulations. . . . certain human gene therapies and xenogeneic cell products may also
meet the definition of a regenerative medicine therapy.”

Source:
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