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WHERE: WOC 1 room 424 N
SUBJECT: Telecon Record for EVARREST (STN 125392/0)
SPONSOR: Ethicon, Inc.

TO: File for STN 125392/0, EVARREST

CBER representatives:

Nisha Jain, MD, Chief, Clinical Review Branch

Tim Lee, PhD, Acting Chief, Laboratory of Hemostasis

Kimberly Lindsey, MD, Medical Officer, Clinical Review Branch
Natalya Ananyeva, PhD, Senior Staff Fellow, Laboratory of Hemostasis

CDRH: Herbert Lerner, MD

Supervisory Medical Officer, CDRH / ODE / Division of Reproductive, Gastro-Renal
and Urological Devices / Ob Gyn Devices Branch. Dr. Lerner was not able to find his
Branch Chief, Dr. Elaine Blyskun, to join in the telecon.

Issue:

A consultative review with CDRH regarding the BLA STN 125392/0, EVARREST
Fibrin Sealant Patch, submitted by ETHICON, raised concerns about the —b(4)-------
component of EVARREST.

Specifically, CDRH noted that the oxidized regenerated cellulose (ORC) component in
EVARREST iS =---D(4)----mm oo e

CBER noted that the proposed package insert for EVARREST already includes a
warning and precautions statement about the possible formation of adhesions.



CBER explained that the primary mode of action for EVARREST is based on the
biological components, thrombin and fibrinogen which form a fibrin sealant. Both
biological components are ------ D(4) === m e
---------------------- . The fibrin sealant achieves hemostasis through its biochemical action
on contact with bleeding surfaces. The device component consists of an oxidized
regenerated cellulose (ORC) backing layer under a layer of polyglactin 910 (PG910) non-
woven fibers. The ORC used in EVARREST Fibrin Sealant Patch is —b(4)------------=------
--------------------------------------------------------------- The PG910 polymer fiber ----b(4)----

The device component (backing layers) is viewed as a delivery tool for the biological
components to the wound site. The backing layers impart inherent mechanical integrity to
the product and serve as physical support for clot formation on the tissue surface as the
formed fibrin integrates with the backing layers. The backing layers also render product
pliability upon contact with the wound surface to accommaodate to the physiological
movements of tissues and organs.

EVARREST (a biologics/device combination product with b(4) ORC) are two different
products with different mechanisms of action. ----b(4)---------=-=-=-=-=-m-m-memmmm o
-------------------------------------------------------------- . By contrast, EVARREST achieves
hemostasis due to the presence of the fibrin sealant component. CBER emphasized that
the biological substances are applied onto the PG910 layer of the composite layer and are
not in direct contact with the ORC layer.

Resolution:

CBER stated that any concerns about —b(4)----------- could be dealt with in the package
insert with restrictive language such as “limitations for use” statements or statements in
the warnings and precautions section of the package insert.

Dr. Lerner seemed to be relieved to know that CBER reviewers have shared CDRH’s
concerns and taken steps to address them.



