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WAYS WE CONSIDER RISK

* Very minimal articulated “required” standards for
assessing/considering risk

* For'IND:
~ Under Clinical Hold Regulations

* Patients will be exposed to a significant and
- unreasonable risk

* Inadequate information to determine if patients will
be exposed to a significant and unreasonable risk
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WAYS WE CONSIDER RISK
C

+ Under FD&C Act for NDA:
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« “...include adequate tests by all methods reasonably
applicable to show whether, or not.such drug is safe
foruse...”

+ we resuns of such tests show that such drug is
unsafe...”

« “...insufficient information to determine whether
such drug is unsafe...”
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CONSIDERATION OF RISK UNDER IND

* Generally, assessment of risk involves at least
three areas:

— Chemistry
— Animal toxicity
~ Previous human experience

* The relative weight of each will vary according to
many factors
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CONSIDERATION OF RISK UNDER IND

* In the general case, at the beginning (when there is
little human data), the purported actions of the
drug (e.g., disease modifying) figure minimally in
our initial decision about whether a protocol may
proceed

+ Usual requirements must be met

FDA

CONSIDERATION OF RISK UNDER IND

* Chemistry

— Identity, Quality, Purity, strength, stability
* Animal toxicity i
— Appropriate species
- Appropriate duration
— Appropriate doses

—~ Appropriate examination
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CONSIDERATION OF RISK UNDER IND

+ Assessment of animal studies
— Is toxicity present in more than one species

— Is toxicity seen at doses/plasma levels to be
achieved in humans

— I toxicity related to a metabolite present in
humans

— Is toxicity able to be monitored for
— Is toxicity reversible
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CONSIDERATION OF RISK UNDER IND

* Previous human experience

— In the absence of adequate animal data,
previous human experience may support very
_minimal additionat-human exposure

— Hven as numan data accrue, additional exposure
-smust typically be, preceded by appropriate
animal data
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DISEASE MODIFYING DRUGS

* Almost all drugs approved to date are considered
to confer symptomatic benefit

— This conclusion is based on:
* Understanding of the pharmacology
* Design of the study

* The detection of a disease modifying effect
depends upon appropriately designed studies
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DISEASE MODIFYING DRUGS

*+ What are appropriate ways to detect a disease
modifying effect?

— Surrogate Markers proposed

— Trial inherently designed to show such an effect
* Randomized withdrawal/start
* Very long studies?
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Use of Withdrawal Maneuver to compare the effects of a
putative disease-modifying agent with those of a placebo.
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WHAT ARE THE CONSEQUENCES
OF SUCH A DEMONSTRATION?

+ Section 505(d)

* Data from one adequate and well-controlled trial
and confirmatory evidence may be considered to
constitute substantial evidence of effectiveness
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* Inareal sense, this standard (including approval
based on unvalidated surrogate marker) results in
more uncertainty about effectiveness compared to
the more traditional standard

* This, in itself, is a different kind of risk (i.c., the
risk that people will receive an ineffective
treatment), one perhaps worth taking for a
particular drug
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OTHER CONSEQUENCES

* INTERNATIONAL CONFERENCE ON
HARMONISATION: CHOICE OF CONTROL
GROUP in CLINICAL TRIALS-E-10

+ Future plac_ebo controlled trials unlikely -

— Placebo inappropriate where available
treatment is known to prevent serious harm
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