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WARNING LETTER

+
h J. envenuto

[l!

P s“ ent/ EO

tA v ced issue Sciences, Inc.
1~9 No Tomey Pines Road
L~ J la, C 92037

Dkaxi Mr. Renvenuto:

D~ri

!1

an~ inspection of your firm conducted between Febm~ ? to March 13, 1998, our
in~e igato s determined that your firm manufactures human fibroblast-derived temporary skin
s+s i te d bioengineered human replacement dermis. These products are devices as defined by
S~ct n 20 (h) of the Federal Food, Drug, and Cosmetic Act (the Act’)

O~r spec ion revealed that these devices are adulterated within the meaning of Section 501(h) of

# lco–l.e-

t~k t, in at the methods used in, and the facilities and contr[]ls used for the design, manufacture,
P*C ging labeling, storage, imtallation, or sewicing are not in conformance with the Good

4 an actu “ g Practice (GMP) requirements set forth in the Quality System Regulation as prescribed
by kzl

.
, Part 820, as follows

1.
J

1

1

ailur to establish and maintain written procedures to adequately control environmental
c n i ions hat could reasonably be expected to have an adverse effect on product quality [21 CFR

+
8 0. O]. For example, our investigation disclosed numerous situations where your company
disc ered mold, yeast and bacteria contaminants during your routine environmental monitoring of

/+

y: u criti 1 and controlled areas in your manufacturing facility but no thorough assessment was
c n cted o determine the potential impact that these contaminants may have had on your product
0; s lcie t corrective actions to prevent their recurrence.

2:

‘~1

“lure o establish and maintain written procedures for implementing corrective and preventative
a+ti e pecially identi@ing the actions needed to correct and prevent the recurrence of
n’ n kor ‘ng product and other quality problems [21 CFR 820. 100]. For example,

1’
4

our
iqv tigat on disclosed numerous occasions in which your quality system failed to establish its

I

apt rity nd responsibility when investigation, corrective action, and follow-up were incomplete
or i deq~ate to address the cause or resolution of the nonconformances.
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I‘L
3 Fail re to establish and maintain written procedures for acceptance activities for in-coming, in-
p cess and finished devices [21 CFR 820.80]. For example, our investigation disclosed numerous
e ents here the initial test results exceeded your established specifications but in-coming, in-

i
p cess and finished devices were retested and re!eased. Additionally, several lots of products were

ir ease without a measurement of cell viability.

ii

4. I Fail~re to maintain records of investigations of all complaints involving the possible failure of
a !devi e and/or records describing the reason no investigation was made. For example, our
.

cstig tion disclo scd that your firm had no written documentation describing the rationa!e for not

P Jfor kg investigations or documenting the results of investigations of sevw.1 reported
c ,mpl nts, specifically complaints of infections of patients trested with your devices.

fi

‘diti ally, our inspection revealed that your devices are misbranded within the meaning of
ction 502(t)(2) of the Act, in that your firm failed to submit information to the Food and Dmg

“ “ t.ration as required by the Medics! Device Reporting (MDR) Regulation, as specified by 21

R P rt 803. Specifically, you failed to submit an MDR after receiving information which
r na, ly suggested that one of your commercially distributed devices may have contributed to a

ath.

}/

~ur ‘( ermagrafl-TC” is firther misbranded within the meaning of Section 502(f)(l) in that it
a ‘pear to lack adequate directions for use because the expiration date was extended beyond its

4 gin six month expiration period without the appropriate justification.

I

r
thou ~ your office met with representatives of our agency on March 17, 1998, we still have

s , ious concerns about the significant deficiencies disclosed during our investigation. We have
s ~ecifi concerns about the number of occasions where your product failed to meet its pre-

+Lterm ed quality attributes but was released into commercial distribution without a thorough
: ess~ent to determine the reason for the nonconforming product. We also have serious concerns

i

out our control of environmental conditions of manufacturing facility and the high endotoxin
1 els ‘sclosed by your testing.

f?

e ac owledge that you have submitted to this office tw[l responses concerning our investigators
serv “ens noted on the form FDA 4S3. Copies of the responses have also been sent to the Center
r De ices and Radiological Health (CDRH) for revie~v

T

lf’e \vill provide our comments to your

r .spon es, nevertheless, you should not delay in your response to this Warning Lelter.

ci~tl m.lly, please provide our office with a complete inventmy of the produc[ that has been

!I !

mm cially distributed to your domestic and international consignees and the an~ount of product
t at yo r firm has-in your current inventory.

//

is 1 tter is not intended to be an all-inclusive !ist of deficiencies at your facility. lt is your
spon ibility to ensure adherence to each requirement of the Act and regulations. The specific
lati ns noted in this ~etter and in the form FDA 483 iss~]edat the closeout of the inspection may
Sy tomatic of serious underlying problems in your firm’s manufacturing and quality assurance

stem . You are responsible for investigating and determil]ing the causes of the violation identified

14

the, FDA. If the causes are determined to be systems problems, you must promptly initiate
rma ent corrective actions,
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are advised of the issuance of ail Warning Letters about devices so that they may

idta e his i ormation into account when considering the- award of contracts, Additic-nally, no
pri .rket ubtissions for devices to which the GMT deficiencies are reasonably relatt;d will be

ii/

cl a d un il the violations have been corrected. Also, no request for Certificates to Foreign
G v nme ts for Export will be approved until the violations related to the subject devices have
be n orre ted.

‘j i
Y$u $houl take prompt action to correct these deviations Failure to promptly correct these
de~i iions ay result in re=guiatory action being initiated by the Food and Drug Administration
with At h er notice. These actions include, but are not limited to, seizure, injunctions, arid/or civil
pe~ t$es.

Pl~ ~ noti& this off~ce in writing, within ]5 working days of receipt of this letter, of the specific

\

)

st~p ~ou ‘ave taken to correct the noted violations, including an explanation of each step being
ta$e lo ide ti~ and make corrections to any underlying systerTIs problems necessary to assure that

si+il vio ations will not recur or any other items discussed at m]r meeting. lf corrective action

ca~n ‘t be $ompleted within 15 working days, state the reason for the delay and the time within

w$ic ,the &rections will be completed.

Y$NMI~eply Ishould be addressed to:

#- Dannie E. Rowland
Compliance Officer
U.S. Food and Drug Administration

1: 19900 MacArthur Blvd., Suite 300
I Irvine, CA 92612-2445

D~t&t Dirkctor

cc: Sta e Department of Public Health

\

En ironxnental Health Setvices
Att : Chie~ Food and Drug Administration
601 North 7th Street, MS-357

1P. . Box 942732
Sac~amento, CA 94234-7320

3

#,


