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Ref. #: IIEN-01-32

Dear Mr. 13rew:

53744

(h Muxh 19 through March 28,2001 Investigator Lori A. Lahman.n of our ofic~ conducted an
inspection of Nicg~el VasculaI, Inc. in Gold- Colorado. Our investigator determined that your

firm manufactures various products, including the Elite Series, PocketDop Series, CareDop, ~
~T+, StcthoDop, FTecDop, Imex Lab and 3000DX ultrasound units for vascular and obstetrical
Applications. These products are devices as defined by Section 201(h) of the Fedmd Food,
Drug, and Cosmetic Act (the Act).

‘IIe above stated inspection revealed that these devices are adulterated within the meaning of
Section 501(h) of the Act, in that the methods used in, or the facilities or controls used for
manuf~ct~ing, packing, storage, or installation are not in ionformmcc witi the Quality
SysteltiGood Manufac~ling Practice (QS/GNIP) for Medical Devices Regulation, ‘asspecified
in Title 21, Code of Federal R&guIations (21 CFR), Part 820. The deviations are as follows:

1. inadequate k.ilwe investigation, as required by 21 CI?R 820.198. Oui inspcctiou found
that ~tiIou& your procedures require your QC depa.rbent to initiate ftilme analysis
actims and to notifj the Director of QA and the Director of Engineering if such
conditions are obsemed, there was no evidence that ftilure investigations arc conductti
OHcomplaints. In at least two complaints reviewe& devices were rem.rned 10 your .fixm
~hree times Rx t.hc same complaint, Each time the device was repaired and returned to
the customer without evidence of any root cause analysis to determine the wature of the
failures. Other complaints reviewed found a similar lack of failure analyses.
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2.

3.

4.

5.

Failure to veri& the effectiveness of corrective actions, as required by 21 CFR
820. 10O(a)(4). Your procedure entitled, “Corrective/Preventive Action Procedure, (X )

[ 5 X ~- ~k~ requires that, (’ X. .x= .X ~~ .x. ,,.K.;%=-~ X. ~~.. )
/ -~ ~: ~ -..% x ,.~- .- X--x) Review-of y{ur “Corrective/preventive
Action Request” forms contain places where an evaluator is to sign and date, indicating
that the effectiveness of the corrective action has been evaluated. Our inspection found
that the majority of the records did not contain the signature of the evaluator and
therefore did not show evidence that they had been reviewed for effectiveness. Our
inspection also revealed that preventive actions are not documented according to your
procedures. Your firm is using/ ,% > >-x J to record preventive actions,
however, your procedures do not address this practice.

Inadequate statistical techniques, as requiredby21 CFR 820.250. The ( >- x XX>

1- ,x.>- ,=< x ) ~Snot based on a valid statistical rationale for release of product.
This procedure does not provide for a sample size correlating to the lot size being tested,
nor does it include the parameters needed to pass or fail a lot. Also, the use of the
previous month’s average to determine the testing interval is not justified.

Inadequate quality audit procedures, as requiredby21 CFR 820.22. Your internal audit
procedure does not define the areas or operations to be audited nor does it state who
represent appropriate members of the audit team. In several instances, our inspection
revealed that the audit plans were signed off after completion of the actual audit. Without
a pre-determined schedule and list of specific operations to be covered, there is no
assurance that all areas of your quality systems will be audited.

Inadequate design verification procedures, as required by 21 CFR 820. 30(f). The
procedure for Design Control, ( ~ ,X x > k ~-. ,). states that ‘~ x k >

( “~ &Y ~- .“%- ..2*’. >“ ,x /y ,x ,~. ,\” x >C /-. x.- ““< “)
(-,x A? “~ ;%” >< x ~“ _&.: ?< .~= y.. >-.*/y >) It also—

states that testing is to include: ‘ \

The document entitled, “Final Validation: ~ LX ;< ~ which states that its purpose is to
evaluate the final product to determine if it meets the requirements for its intended use,
also does not include all testing areas, such as ( ,v.. > ~<- ~~ ) shipping box
durability or reliability/life testing.
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6. Inadequate training as requiredby21 CFR 820.25(b). There is no documented evidence
that employees have received adequate training for the responsibilities assigned, For
example, there is no evidence that Quality Control inspectors have been trained or tested
to perform the final inspection procedure for the CareDop/Elite Probe, the Elite Versions,
the PocketDop models or 0.B. versions of your products. There are no criteria on which
to evaluate the quality control inspector’s i’ ..%- ..=:- >,——-.= BE._- _\/./----:~ ><.-.----.. )
I .=< .X x<) tested. Also, there is no evidence that the person evaluating complaints for
MDR reportability has been trained in the criteria necessary to make a proper assessment.

We acknowledge receipt of your response dated April 4, 2001, signed by Mr. David W. Wagner,
With regards to your response, we have the following com.rnents:

1.

2.

3.

4.

s.

6.

In response@ observation 1 regarding the lack of failure analysis of complaints, we are
unable to evaluate your response as yoLlhave not included the new procedure. our concerns
with the procedures in place at the time of the inspection dealt with the fact that there was no
evidence that your firm had reviewed, evaluated and investigated these complaints. It is your
responsibility y to ensure that your procedures address this requirement.

With regards to item 2(a), again we are unable to evaluate your response without reviewing
your procedure. Regarding item 2(b), please be aware that your Corrective/Preventive
Action Request does not address the use of c ~< >= ~ >Q. to record preventive actions.

Your response is inadequate. We disagree with the manner in which your are sampling
products. The use of ANSI/ASQC Z 1.4 Sampling Procedures is not subject to interpretation.
To use this sampling plan, you must first determine the inspection level and AQL you wish
to use (i.e., normal, tightened or reduced). These are then taken in conjunction with the lot
size to determine the sample. There is no evidence in your [ <,X X. .-X x <)

f >: K“ .%) procedure, that these elements have been ificorporated into your plan.
Depending upon the results of your sampling, the AQL maybe adjusted (tightened or
reduced) depending upon your findings. Again, your procedure does not address this. Your
practice of changing the frequency of testing dependent upon the previous ( .x) lots/months’
testing data and how close to the permitted maximum the previous <,x> tested, is not an
acceptable practice under the A~SI/ASQC Procedure,

Your response appears adequate.

Although your procedure now includes the statement that the audit plan must be signed and
dated by the auditor prior to being used for the audit, your procedure still does not
specifically name the areas, processes and procedures that are to be examined by the auditors.
You must insure that ~ processes, areas and procedures are covered by your internal audits,

Your response is inadequate. Please see item #5 above under the objectionable deviations,
(Inadequate design verification) for a discussion of our concerns.

;~[.;~;R{3E,D
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7. Your response appears adequate.

The above identified deviations are not intended to be an all-inclusive list of deficie~cies at yuur
facility. lt is your responsibility to ensure that your establishment is in compliance with all
requirements of the ‘Federal reguktions. The specific violations noted in this letter and in the
Form FDA483 issued at the conclusion of the inspection maybe symptomatic of setious
underlying prob [ems in your csttiblishment’s quality system. You are responsible for
investigating and determiningg the causes of the violations identified by the FDA. You also must
promptly initiate permanent corrective and p~eventive action on your Quality Systcm.

Federal agencies are advised of the,issuance of all Warning Lemxs about devices so that they
may take this i.nfixmation into account when cotiidering the award of contracts. Additionally,
nu premarket su~miss~ons for Class III”devices to which the QS/GMP deficiencies are
reasonaldy related will be cleared until the violations are corrected. Also, no requests for
Certificates to Foreign Governments ‘till be approved until the violations related to the subject
devices have been corrected.

In order to facilitate FDA in making the determination that Wch corrections have been made,
thereby enabling FDA to withdraw its advisory to other fede&l agencies concerning the award of
government contracts, to WSUJ.Wmarketing clearance for Cl&S-~ devices for whicha510(k)
premarket notification or Premarket Approval application (PM.A) have been subtitted, and,.
provide Certifica@s to Foreign Governments for products rnh~actq~ed at your facility, We are
requesting that you submit certification by an outside ”consultarrtto this office on the schedule
below, Ckmitication by an outside expert consultant should-contain. assurance that he/she has
COadUc@an audit of you establishment’s manufacfig and ‘quality assurance systems relative
to the re~uirements of the device QS/@vfl? regulation (21 CFR, pm 820). you should also
submit a copy of the consultant’s repofi with cfibation that YOUhave reviewed the report and

‘that your establishment has ititiated or completed, all corrections- called ior in the report.

‘Theinitial certifications of audit and COITCCtiOUS,and subsequent certifications of updated audits
and confections (if required) should be subdttd to tis office by the following dates:

Q Ihitial certifications by cor.uultant and establishment –by A.qyt 31, 200~-
. Subsequent certifications - bi-rnonthly thereafter wkil all corrections have been made.

YOU~hodd take prompt action to co~ect ~~e detiatiom, Fdme to prornptiy co~ect these
deviations may resul~ in regu]ato~ action be~g fitiated by us witiout ftier notice. These
actions include, but are not ~~ited to, sei~r~, ~ju~ction, ~dor civil penalties.

~lease notify this office in writing wi~n fifie~ (1 $ ~or~g days of receipt of MS letter Of the
specific steps you will be taking to comply with our request, , ,.



.

Page 5- Nicolet Biomedical, Inc.
May 24,2001

Your response should be sent to Regina A. Barren, Compliance Officer, Food and Drug
Administration, Denver District, P. O. Box 25087, Denver, CO 80225-0087. If you have any
further questions, please feel free to contact Ms. Barren at (303) 236-3043.

Sincerely,

..>
Thomas A. Allison
District Director


