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Every year, a large number of patients require
artificial skin products to aid their recovery --
including patients suffering from burns, diabetic
cutaneous lesions, and traumatic injuries. The safety
and effectiveness of these products are tremendously
important to patients and their families. We look to
the FDA to ensure that the interests of these
vulnerable patients and their worried families will be
paramount, as the agency determines the optimal
manner in which to regulate these products.

We strongly believe that regulatory jurisdiction
for combination products should be determined on a
scientific basis, not on historical precedent. The most
important questions are:

1. What is the optimal approach for determining
the primary mode of action of these
combination products?
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2. What is needed for the FDA to assure the
safety and efficacy of these combination
products in terms of pre-market review, post-
market surveillance, and inspections?

Wound-Healing Combination Producis

In assigning jurisdiction over the regulatory
process for wound-healing combination products,
primacy must be given to the specific characteristics
of each product under consideration, rather than
historical precedent. A Center should not be awarded
jurisdiction over a combination product simply on the
basis of its past jurisdiction over earlier products in
the same category. The products being discussed
today have advanced far beyond the simple wound
coverings of yesteryear, and will continue to grow in
complexity.

The complexity of these products are, with few
exceptions, primarily attributable to their bioclogic
component, For example, the complexity of Integra
® resides primarily in its lower layer, which is
composed of interwoven bovine collagen and
carbohydrates. The porosity and biodegradation
properties of this lower layer are crucial to the proper
functioning of the product. In contrast, the upper
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layer consists of a relatively simple silicone sheet that
is removed after a period of healing,

Future products may incorporate growth factors,
cytokines, angiogenic agents, and even genetically
modified cells. Living cells are already key
components in some wound-healing products (e.g.
Epicel™, which utilizes cultured human
keratinocytes), and are likely to play an even greater
therapeutic role in the future. With the increased use
of biologic components comes an increased need for
vigilance against potential complications -- e.g.
infection, inadequately controlled cellular growth,
and rejection -- that may arise from biclogic
products.

The Optimal Approach for Determining the Primary
Mode of Action

We believe that the primary mode of action
should determine jurisdiction for combination
products. The pertinent issue is how the FDA should
evaluate the components of a combination product to
determine its primary mode of action. For any
combination product, jurisdiction should be based on
an objective evaluation of every new product.
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Most wound-healing combination products rely
primarily on their biologic components for
therapeutic effect. There is a distinct trend in the field
away from producing relatively simple wound
coverings that act as temporary physical barriers and
towards permanent, biologically interactive products
that actually promote healing and regeneration. With
those factors in mind, an objective evaluation of each
new combination product should include the
following criteria:

1. Which component of a combination product is
most interactive with the human host?

If we take the example of Integra®, it's unique
properties rest almost entirely in its lower,
biologic layer. Composed of a matrix of
interwoven bovine collagen and
glycosaminoglycan carbohydrate molecules, the
lower layer is designed to coax the host's
surviving fibroblasts and other supporting cells
into regenerating a dermal layer of skin.

2. Which component is mosi complex in design
and structure?

Again taking the example of [ntegra®, the upper
silicone layer is not nearly as complex in
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structure and design as the biologic lower layer
which incorporates compiex protein and
carbohydrate molecules. Needless to say, living
cells and tissues are far more complex in design
and structure than any inorganic component.

3. Which component requires a more coraplex
production and manufacturing process?

A more complex production and manufacturing
process makes it more difficuit to maintain
quality assurance standards. As an example, one
can turn to the difficulty in cuituring living cells.
Even small changes in procedures related to
nuiritional media, antigen guantity, incuibation
ternperature, and infection conirol may seriously
affect the safety, efficacy, viability, and stability
cultured cells. Auulhﬁl examiple is the precise
production controls needed to regulate the
porosity and bivdegradation properties of
Integra's® lower biologic layer. It seems likely
that in nearly all cases, rc-g,m ating the production
and manufacture of biologic components will
o3 erious cna!ie. ge than regulating the
I¢c components.
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