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By Federal Express

June 8, 2001

Document Control Center

Secretary of U. S. Food and Drug Administration
1390 Piccard Drive, Room 26

Rockville, Maryland 20850

Dear Sir/Madam:;

On behalf of myself, the claimant, I hereby submit (2) copies of my
Petition for Declaration Under Title 21; Section 1604, Paragraph 2 (B)

Please return a date-stamped copy of this letter at the time of delivery.
If you have any questions, please do not hesitate to call.

Sincerely _ e

L

\{\/\ W\:\M”M'MWWWWD

Mary Masters~
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
U.S. FOOD AND DRUG ADMINISTRATION

PETITION FOR DECLARATION
UNDER TITLE 21; SECTION 1604
PARAGRAPH 2 (B)

| Submitted by:

| Mary Masters, Claimant

P. O. Box 82043 ‘
San Diego, California 92138
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Appendix
1. Attachment 1: Letter to Dr. Barry Sands FDA: from Calcitek Dated 9/20/89

2. Attachment 2 Petition For Reclassification of a Medical Device Under
Section 513 (e) Endosseous Dental Implants for Prosthetic Attachment

3. Attachment 3: Letter from FDA to Calcitek (Riichard LaRiviere)
dated August 31, 1989.

4. Attachment 4 Deposition of Richard LaRiviere Dated July 10, 1998
page 115-120

5. Attachment 5 Advertisement of “Biointegration” Verifying Calcitek
trademark “Integral”. ’

6. Stay Pending Petition for Declaration. Title 21; Section 1604 (3) (d)

I declare under penalty of perjury of the laws of the State of California that
the foregoing attachments are true and correct copies.

June 8, 2001
Nl
NN _~
Mary Masters




PETITION FOR DECLARATION
‘'MARY MASTERS,
Petitioner - Claimant
CALCITEK, INC.
‘Manufacturer - Biomaterials Supplier
TO THE SECRETARY OF THE DEPARTMENT OF HEALTH AND HUMAN
SERVICES U.S. FOOD AND DRUG ADMINISTRATION;
Pursuant to U. S. Code as of 01/05/99
Title 21, Chapter 21, Section 1604, Liability of biomaterials suppliers

(a) In general
Except as provided in section 1606 of this title, a biomaterials supplier

shall not be liable for harm to a claimant caused by an implant unless such
supplier is liable -
(1) as a manufacturer of the implant, as provided in subsection (b) of this
section;
(2) as a seller of the implant, as provided in subsection (c) of this section; or
(3) for furnishing raw materials or component parts for the implant that
failed to meet applicable contractural requirements or specification, as

provided in subsection (d) of this section. -

(b) Liability of manufacturer
(1) In general




A biomaterials supplier may,to the extent required and permitted by any other
- applicable law be liable for harm to a claimant by an implant if the biomaterials
supplier is the manufacturer of the implant.

(2) Grounds for liability.

The biomaterial Supplier may be considered the manufacturer of the implant
that allegedly caused harm to a claimant only if the biomaterial supplier-

(a) (i) registered or was required to register vs}ith the Secretary pursuant to
section 360 (j) of this titlc and the regulations issued are under such section;
(B) is the subject of a declaration issued by the Secretary pursuant to paragraph (3)
that states that the supplier, with respect to the implant that allegedly caused harm
to tﬁe claimant, was required to - | |

(i) register with the Secretary under section 360 of this title, and the regulations
 issued under such section, but failed to do so; or (ii) inélude the implant on a list
od devices filed with the Secretary pursuant to section 360 (j) of this title and the
regulations issued under such section, but failed to do so; Calcitek, Inc. was
required to register and Calcitek, Inc’s registration number is 2023141, Letter
from Calcitek, Inc. to Dr. Barry Sands dated September 20, 1989. (Attachment
1). Calcitek, Inc. was reéuired to register pursuant to paragraph 2 (b), (A) (i) as
evidenced by Petition For Reclassification of a Medical Device Under 513 ()
Endoseous Dental Implants for Prosthetic Attachment  (Attachment 2)

2. :




A biomaterials supplier may, to the extent required and permitted by any other
applicable law, be liable for harm to a claimant caused by an implant if the
claimant in an action shows, by a preponderance of the evidence, that -

(D) fhe biomaterials supplier supplied raw materials or component parts for
sein the implant that either - (A) did not constitute the product described in

the contract between the biomaterials supplier and the person who contracted

Grounds for liability: The biomaterials supplier may be considered the
manufacturer of the  implant that allegedly caused harm to a claimant only if the

biomaterials  supplier -

(A) (i) registered or was required to register with t re ursuant to
ection 360 of this titl the re tions issued r such section; an
ii : I W. i incl

filed with the Secret to section i of this title and the

regulations issued under such section;

The manufacturer Calcitek, Inc. received a letter dated August 31, 1989

from William Damaska, Director , Division of Compliance Operations, Office

of Compliance and Surveillance, Center For Devices and Radiological Health.

On page 1, paragraph 7, Mr. Damaska :

FderlFoo D osmeticAct (the A 21 S.C. 360 (k) chan

modificati htcolsin'ﬁcnﬂ ffch fi r effectivenes e

ic ir niﬁc1 oh D ini i DA)atl

aﬂ QZ, SgbpartE Premarkgt NQL galg (copy enclosed). «




On page 1, paragraph 8, Mr. Damaska:

“We would appreciate a response within 30 days describing action you have
taken to achieve compliance with the Act or providing information which you
believe substantiates your decision that a 510 (k) is not required.” (Attachment

3)

On July 10, 1998, Mr. Richard LaRiviere was deposed for the State of California
County of Range, California, Case No. 747549 entitled Connie Bentele vs.
Calcitek, Inc. Mr. LaRiviere was asked the question page 115 paragraph 2:
line 7-11

Q 4 understanding that if a product is marketed with claims thas
e determined to e substantially equivalent, then a product is
misbranded.”
age 1135, line 21-25. 16, lines 1-3

A “Back in 1983-1985, when this product was first introduced, you simply
had to have the evidence on file. Not until 1989, when the claims were
challanged, did we realize or did we find out that the claims were not
considered substantially equivalent, or substantiated. We believed we
were in compliance.” |

16, lines 3-4

Q Despite your belief that you were in compliance, the FDA determined
otherwise; correct?

Page 116: line 5

A Yes

page 116: lines 18-20 |

Q However, based on the FDA’s ultimate determination, is it your under-
standing that what was on file ultimately was determined to not be
adequate?

page 117: lines 11-2] | .
Q - You testified that Calcitek had placed certain information on file with
4. ‘




~ the FDA with regards to the claims that were placed on the brochures.
A Yes

Q You testified that Calcitek was under the impression that those claims
were sufficient,

A Yes
Q The FDA ultimately determined that they were insufficient; correct?
A Correct.

The foregoing evidence is Attachment 4.

Title 21; Chapter 21; Section 1604; paragraph 3 (A) Administrative Procedures
(A) In general
The Secretary may issue a declaration described in paragraph (2) (B)
on the motion of the Secretary or any petition by any person.
Claimant is filing this petition pursuant to paragraph 3 (A) Administrative
Procedures.
(c) Liability of seller
A biomaterials supplier may, to the extent required and permitted by any other
applicable law, be liable as a seller for harm to a claimant caused by an implant

only if -

(A) held title to the implant and then acted as a seller of the implant after
its initial sale by the manufacturer; or |

- Calcitek held title to the Integral implant a tradesman for Calcitek, Inc. See

Biointegration Integral (Attachment 5) It was falsely advertised
as being FDA approved.




~ (2) (B) on the motion of the secretary or on petition by any person,
after providing -

(i) notice to the affected persons; and

(i1) an opportunity for an informal hearing.
(B) Docketing and final decision

Immediately upon receipt of a petition filed pursuant to this paragraph,
the Secretary shall docket the petition. Not later than 120 days after the
petition is filed, the Secretary shall issue a final decision on the petition.
(C) Applicability of statute of limitations

Any applicable statute of limitations shall toll during the period from

the time a claimant files a petition with the Secretary under this-

paragraph until such time as either (i) the Secretary issues a final

decision on the petition, or (ii) the petition is withdrawn.

(D) Stay pending petition for declaration
If a claimant has filed a petition for a declaration with respect to
a defendant, and the Secretary Has not issued a final decision
on the petition, the court shall stay all proceedings with respect to
that defendant until such time as the Secretary has issued a final
decision on the petition.
(c) Liability as seller
A biomaterials supplier may, to the extent required and permitted by any
other applicable law, be liable asa seller for harm to a claimant caused by an
implant only if-
(1) the biomaterials supplier-
(A) held title to the implant and then acted as a seller of the implant after
its initial sale by the manufacturer; or
(B) acted under contract as a seller to arrange for the transfer of the
implant directly to the claimant after the 1n1t1a1 sale by the manufacturer of
the implant; or
(2) the biomaterials supplier is related by common ownership or control to
a person meeting all of the requirements described in paragraph (1), if a court
deciding a motion to dismiss_in accordance with section 1605 (c) (3) (B) (ii) of
this title finds on the basis of affidavits submitted in accordance with Section
1605 of this title, that it is necessary to impose liability on the biomaterials
supplier as a seller because the related seller meeting the requirements of
‘paragraph (1) lacks sufficient financial resources to satisfy any judgment that
the court feels it islikely to enter should the claimant prevail.
(d) 11ab111ty for failure to meet applicable contractual requirements or
6. .




specifications A biomaterials supplier may, to the extent required and
permitted by any other applicable lawybe liable for harm to a claimant caused by
an implant if the claimant in an action shows, by a preponderance of the evidence,
that -

(1) that the biomaterial supplier supplied raw materials or component

parts for use in the implant that either - '

(A) Did not constitute the product described in the contract between

the biomaterial supplier and the person who contracted for the supplying of

the product; or

(B) failed to meet any specifications that were-

(i) accepted, pursuant to applicable law, by the biomaterials supplier;

(ii) published by the biomaterials supplier;

(iii) provided by the biomaterials supplier to the person who contracted
for such products;

(iv) contained in a master file that was submitted by the biomaterials
supplier to the Secretary and that is currently maintained by the biomaterial
supplier for purposed of premarklet approval of medical devices; or

(v) included in the submissions for purposes of premarket approval
or review by the Secretary under section 360, 360c, 360e, or 360j of this title,
and received clearance from the Secretary if such specifications were accepted,
pursuant to applicable law, by the biomaterial supplier; and

(2) Such failure to meet applicable contractural requirements or specifications
was an actual and proximate cause of the harm to the claimant.

Claimant has sustained severe bodily injuries, past, present and future, and
to date has had 11 surgeries through March, 1999, resulting from injuries received
from the Calcitek biomaterials. Present need for more surgeries at an additional
expense of $45,000. Claimant is filing this Petition for Declaration as her
expenses for surgeries are $107,000. Calcitek has denied liability and falsely
told the court that their products are FDA approved; the contrary is true as
evidenced by the proponderance of evidence in the enclosed attachments.

Dated: June 6, 2001 Respectively submitted,

oo Y=

Mary Master? - Claimant
7.




PROOF OF SERVICE

I, Mary Masters declare, that I am over the age of eighteen years and that I am
a party to this action. I served the following documernts on June 8, 2001

on the following parties:

DC. No. CV-99-02215-JNK No. 00-55904

Petition for Declaration: Request for Stay; Under Title 21, Section 1064
Paragraph 2 (B);Paragraph 360 (j) |

Secretary of U. S. Food and Drug Administration original & 3 copies
1390 Piccard Drive, Room 26, Rockville, Maryland 20850

To The Clerk of the Court Same day Service FED EX
Unitet States Court of Appeals ‘ 06/10/01 |
For the Ninth Circuit

95 Seventh Street
San Francisco, California 94103

Hugh Mc Cabe, Esq. - Hand Carried: 6/10/01
Thomas Dymott, Esq. '

Neil, Dymott, Perkins, Brown & Frank

1010 Second Avenue, Suite 2500

San Diego, California 92101

(Attorneys for Calcitek)

Brian Rawers - Hand Carried: 6/10/01
Medill & Rawers ‘

110 West C Street, Suite 1515

San Diego, Ca. 92101

I declare un the penalty of perjury, in the laws of the Stare of California, the
foregoing is true and correct.
Dated: 06/102001

Mary Masters Plaintiff- Appéllee

P. O. Box 82043
San Diego, California 92138
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Appendix

1. Attachment 1: Letter to Dr.tBarry Sands FDA: from Calcitek Dated 9/20/89

2. Attachment 2 Petition For Reclassification of a Medical Device Under
Section 513 (e) Endosseous Dental Implants for Prosthetic Attachment

3. Attachment 3: Letter from FDA to Calcitek (Riichard LaR1V1ere)
dated August 31, 1989.

4. Attachment 4 Deposition of Richard LaRwlere Dated July 10, 1998
page 115-120

5. Attachment 5 Advertisement of “Biointegration” Verifying Calcitek
trademark “Integral”.

6. Stay Pending Petition for Declaration. Title 21; Section 1604 (3) (d)

I declare under penalty of perjury of the laws of the State of California that
the foregoing attachments are true and correct copies.

June 8, 2001

T —

Mary Masters
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CaLCITEK )N\ C.

September 20, ji¢g9

Cuciven, Ine.
4N rete wr A W
Coe g 83008

619 )°.9¢r8
Mr. Barry Sands : 4 OHTE
Scientitic Reviewer fr A OReTR e
Division of Obstetrics/Gynecol .
Bar, Nose, Thicat send Dental Devices
Pood and Drug Administration
1390 Piccard Drive
Rockville, MD 20857

REGISTERED MarL

RE: Integral (August 31, 1989 compliance letter)

Deaar Mr. Sands:

In regponse to the above referenced compliance letter, Cslcitex
Inc., registration number 2023141, requests that the clinical
intormation submitted to you during our September 19, 1989
neeting be accepted as a supplisment to the above refserenced
S10(k}). As we discussed in the meeting, we believe the dats
contained within that package substantiates the claims in
question. As we sqgreed, pcndiut review of the supplement, all
distribution of the offending literature has ceased and journal
ads not already printed have been pulled. Any interim use of
liceracture making the claims in question will be done with the
words "INVESTIGATIORAL CLAINS UNDER REGULATORY REVIEW® /clearly
printed on the document.

T would like te exeand my sincere gratitude to you and Mr.
Uldriks for sQreeing to See us on such short notice and look
forward to swift resolution of this matter.

Plesse fusl free O cAll ma if I can be of further assisance.
Sincerely,

hard Lariviere
g}:chgr Quality Agsurance and Regulatory Affairs
(619)431-9%15

. Cpoper Uidrikav Acting Deputy Chiet
cer WE. Colpe ' Roquxgeer; compliance

Renchl s pxsmir—& |
£OR IDENTIFICATION \ )

SYLV'\E.: HANNKS, CSRe lS'q‘l‘ \

M. JemeS FLaser
Mr. FlOvd rapson

R FRWNRAL -7 SR




Depart‘m’éntvof r-; lth and Human Services

U.S. Food % ng Adninistration
| )
Petition for Reclassification )
of a Medical Device . )
‘Under Section 513(e):- )
)
Endosseous Dental lmplants )
for Prosthetic Attachment )
)
4%
Iy 5 -’&-' —
?_,‘,/’l/QLM
Submitted by A _
The Dental Implant Manufacturers Association ' v

2000 M Street, N.W., Suite 700
Washington, D. C. 20036
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Dr. M. O. Brose (6) reports a study conducted at Ohio State University to evaluate
and compare the longevity of this implant system in healed and immediate extraction
sites in the maxilla and mandible. The 33 patients in the study ranged from 21 to 72
years of age. Fiity-two implant placements were attempted, 40 of which were placed in

healed sites, 12 in immediate (fresh) extraction sites. Of the total, 18 devices were
 placed in the maxilla and 34 in the mandible.

Patients were recalled at six month intervals, following restoration, at which time
periodontal probe depths and mobxlrty values were recorded and a PAF radiograph or
panoral fiim was made. Two surgical failures and one unknown failure are recorded.
One of the surglcal faxlures was replaced and is now in function. Four implants were
lost due to excessive loadmg forces, and two of these failures are the result of the
operation of the dental scho_ol's undergraduate clinic and are not related to the implant

- design or the type of prosthesis placed upon the implant.

The study conc!uded that there is no difference in the success rates of implants
placed in hea!ed or fresh extraction sites and no difference in bone loss between sites
in the maxilla and mandible. There is more bone loss at 6 (45% more) and 18 months
(380% more) with implants retaining removable prostheses than those retaining fixed
protheses and a subsequent lesser success rate at 18 months for those implants
retaining removable prostheses (85%) than fixed single tooth protheses (36.0%).

7. Summary of Safety and Effectiveness of a 3-Year Clinical lnvestxgat:on of
Integral® HA-Coated Titanium Cylinder implants (Calcitek Device) . .t

Design shape: Cyllnder

Length: 8 mm -15 mm
Diameter: 4.0 mm

- Materials: Ti-6Al-4V
Coatings: Hydroxyiapatite
Placement: Mandible and maxilla

Applications:  Partlally and totally edentulous jaws
Success Rate: 98.5% over 6 months to 3 years

E’n\s »i 2




GRAHAM & JAMES

=y FRANCIaco. CA ‘ FTTRUNEYS AT LA

TeLEX
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T A:ug;::; CA ' 2000 M STREELT, N.¥W., SUITE TGQ S0 -=i03 CHALGRAY W3!
Z8NG agacH. CA

NEWPGQAT BEACH, CA . WASHINGTON. 0.G. 20038 . TELLLOMER
:f\:clv:: ";.[-_‘ Y — {z0z) «a3-0023
MILAM ’ TELEPHMONEL (2021 «823-080Q

HONG RONG CABLE

artiIING
TARYO

CHALGRAY, WABHINGTON.
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KUWAIT
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BY HAND

December 11, 1989

Document Control Center

fo

' U.S. Food and Drug Administration

1390 Piccard Drive, Room 26

" Rockville, Maryland 20850

Dear Sir/Madam:

on behalf of the Dental Implant Manufacturers Association -
(DIMA), we hereby submit four (4). copies of DIMA's six (6) volume
petition for Reclassification for a Medical Device Under Section

'513(e): Endosseous Dental Implants for Prosthetic Attachment.
'The unbound copy is for '

| the Docketes Management Branch in the form
they requested. :

Five additional copies are being delivered today to the
Dertal Devices Divisicn office as requested by staff.

Please return a date—stampéd copy of this letter to our
messenger at the time of delivery.

If you have any questions, please do not hesitate to call.
} Dncerely,
) ->‘ éb14>v«.lxéz
lelNJ. Manegizjd o
( W\QQQ,QG \ ML
Emalee G. Murphy

Enclosures

etk ¢ B
= S v\N.Lvﬂ-SZ_“
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Food and Drug Adminisuauc
Aackville . MO 20857

January 22, 1990

FILE COPY T

Daniel J. Manelli

Graham & es
2000 M St¥fetr, N.V.
Suite 700

Vashington, D.C. 20036

Dear Mr. Manelli:

Your peti:xon requesting the Food and Drug Administracion to °

‘reclassify root and blade form endosseocus dental implancs for

prosthetic. attachment composed of biocompatible materials from
class III. to class II vas received by this office on 01/22/90.
vas assigned docket number 88N-0244/CPl and it was filed on
12/12/89. Please refer to this docket aumber in future

It

-correspondence on this subject vith the Agency.

Pléase note that accepting the petition for filing is a

procedural matter in that it 1n,ngh~ y reflects an Agency decxszon
on the substantive merits of the pétition.,
2%

Sincerely,

N

A0

Lyle D¥/Jaffe
Dockets'Hanagement Branch

1
e
1
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DEPARTMENT OF HEALTH & HUMAN SgRvICES © Public Heaun Service

— -

Food and Orug Admnis
3 59 Rockwila MO 20887
alug [ b1

CERTIFIED MAIL - RETURN RECEIPT REQUESTED

Mr. Richard Loriviere
Calcitek, I[nc.
2320 Faraday Avenue
Carlsoad California 92008
Re: [ntegral®

Oear Mr. Lpriv1ere§

It has come to our attention that you have made or are considering making
changes or medifications to the above referenced device.

We understand that the modifications consist of changes in the labeling
claims which include the following:

—“This-caating Permi:s bone to actualTy bond with the implant ™~
o surfacla" .

'Histolegt cal studfes demonstrate way Cclciti:e-coated

.+t  implants may perfor- bettes than uncoated implants.”

*...Cal citttc—coatedt {mpTants,...covers & greater
percentage of the {mptant surface. Plus there are virtually
no fibrous tissus alements between the bone and the {mplant.’

Based oa the informatiom we have. reviewed, we belfeve that the above
described modifications map constitute signtficmt changes, as described i
21 CFR Section 807.81(b), in the referenced medical devices.

The purpose of this letter is to inform you that under Section 510(k) of
the Federal Food, Orug, and Cosmetic Act (the Act) (21 U.S.C. 360(k))
changes or mod; ticas that cowld significantly affect the safety or
effeqtisneseraf~tfie device require a notiffcatfon to the Food and Orug
AdBtalEETakion=(FOA) at least ninety (90} days prioe to introduction of tt
¢h. as megtfted device in commercial distribution in the United State:
Thig equfrenent fs accomplished by the submission of a Premarket
Notification - (S10(k)). The information necessary to comply with the
Premarket Notification (510(k)) requirement is found in 21 CFR Part 807,
Subpart £ - Premarket: Nocification Pracedures (copy enclosed).

We would apprec1ate a response within )0 days decsrihing tne arr1;n you
have taken to achieve compliance with the Act or providing information

which you believe subsr.ant.lar.es your decision that a 510(k}) is not
requtred.

|
jﬂi;ﬁllgiz.Exuuur.__________
FGR IDENTIFICATION

HANKS, CSR# 9618 ’
SYL;I“;‘.n 19 4% 20,3
WiT AR E__.RF— ) W -
- - ot ! 1l =
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/ Paye ¢ - ¢r. Ricnafu Luriviere

Shoulec you hava any further quest1on$ régarcing the suoaiissiuva of &
Premarcat Hotification (Siu(k)). ! swyygest you contact Lillian Yia, Ph.0.
of tha Division of Obstetrics/Gynecology, Ear, nuse, Throat, and Uental

Davices at (301) 427-755%S.

Enclosure: As Stated

Prep:CEUldriks :2/24/89
T/0:JABryant:2/27/89
Edit:RCox:2/27/89
Init:CEUldriks:2/28/89
Revised:DASegerson:3/14/89
Revised:JGovernale for KSS:6/19/89
Revised:CEUldriks:6/26/89
Redraft:JABryant:6/29/89
Edit:RCox:6/30/89 -
Init:CEUldriks:6/30/89
Redraft:JABryant:7/3/89
Revised:CEUldriks:7/3/89
Final:JABryant :8/28/89

cc: HFZ-323 (CEU, 18676, r/f, 510(k)
HFZ-320 (WHO/Board) -
HFZ-300
HFA-224

1989 CAP 8.34

Sincerely yours,

Willfam H. Damaska
Ofrector
Division of Compliance Operations
uftice of Compliance
and Surveillance
Lenter for Devices and
Radiological Health -
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IN TRE SUPERIOR COURT OF THE STATE OF CALIFORNIA

COUNTY OF ORANGE

CONNIE BENTELE,
Plaintiff,
vs. No. 747549

CALCITEK, INC., et al.,

Defendants.

. Deposition of RICHARD LARIVIERE,
taken on behalf cof Plaintiff Connie
Bentele, at 200 North Main Street,
Second Floor,‘Santa Ana, California,
beginning at 11:20 a.m. and ending at
3:20 p.m. on Friday, July 10, 1998,
before SYﬁVIE HANKS, Certified Shorthand

Reporter No. 9&6ig.

€ i vt &
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APPEARANCES :

For Plaintiff Connie Bentele:

HORTON BARBARO & REILLY

BY: KIM VALENTINE-SIBERT

Attorney at Law

200 North Main Street, Second Floor
Santa Ana, California’ 92701

(714) 835-2122

For Defendant Calcitek, Inc., and'Deponent
Richard Lariviere:

2

"HAIGHT, BROWN & BONESTEEL, L.L.P.
. BY: BRUCE CLEELAND

Attorney at Law

‘5 Hutton Centre Drive, Suite 900
-8anta Ana, California 92707-0510

(714) 754-1100

HAIGHT, BROWN & BONESTEBL, L.L.P.
BY:. SHANNA R. DAVIS '
Attorney at Law

1620 26th Street, Suite 4000 North
Santa Monica, California 90406

(310} 449-6000

Exhibih {
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Claims Under Regulatory Review" provision?

A Correct.

Q Is it your understanding that if a
product is marketed-with claims that are determined to
not be substantially equivalent, then a product is
misbranded?

MR. CLEBLAND: Insofar as it asks for a legal
conélﬁsion; I will object as it lacks foundation.‘

Insofar as it asks for the witness's understanding, it

x
*

is therefore irrelevant and inadmissible, and I will

object on that basis.

Go ahead if you have an answer, sir.
THE ﬁITNESS: I believe once the claim's
determined to be unsubstantiated, to continue to

market the product would be misbranded.

BY MS. VALENTINE-SIBERT:

Q So. the fact that the product has been
marketed with those claims and the claims are never
determined to be substantially equivalent is of no
consequence?

A Back in 1584-1985, when this product was
first introduced, you simply had tc have the evidence

on file to support the claims. We had the evidence on

"file. Not until 1989, when the claims were

challenged, did we realize or did we find out that the

CEXHIEIF Y | 115
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élaims were not considered substantially equivalent,
or substantiated. We believed we were in compliance,

Q Despite your belief that you were in
compliance, the FDA determined otherwise; correct?

A Yes.

Q You said that in 1984 and 198s, you had

the in:ormatioﬁ on file.

A I'm speculating that that's the time
frame.

Q Okay.

A ' I(don'c know when these claims were

originally made.

Q But what information would have been on
file? |
| A I believe the reports that were cited.
) Q To substantiate those claims?
A Yes.
Q However, baseﬁ on the FDA's ultimate

determination, is it your understanding that what was

on file ultimately was determined to not be adequate?
MR. CLEELAND: éan I have that back, please.
(Record read.)
MR. CLEELAND: 1I've got to hear that one more
time. - I'm sorry. |

(Record read.)

Txhiblt Y
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MR. CLEELAND: Yeah, I have multiple concerns
over that question, including vague and ambiguoué as
to what ultimate determination and who made that
determination and who determined it was not adequate.
The witnes§ testified that the company believed that
it was adequate. He submitted documentation in
support. So I think it becomes a little convoluted.

BY MS. VALENTINE-SIBERT:

Q Did you understand the question?
A Not anymore.
Q You testified that Calcitek had placed

certain information on file with the FDA with regards

'td:the claims that were placed on the brochures.

A Yes.

Q You testified that Calcitek was under the
impression that those claims wefe sufficient.

A Yes.

Q The FﬁA ultimately determined that they
were insufficient; correct?

A Correct.

Q Now, tha;'worked really wéll because I
have no idea where I was going with ﬁha: now.

MR. CLEELAND: It happens.r
BY MS. VALENTINE-SIBERT: |

Q I assume that Mr. Cleeland and Ms. Davis

EkMBhL ﬁ/ ' 117
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represent you for the purposes of this deposition; is
that correct? |

A Yes.

Q Other than the conversations that you've

had with them pertaining to this particular lawsuit,

have you had conversations with anyone else pertaining

to this lawsuit?

A No.

- Q Prior to our attempts to contact you with

.

respect to testifying in this lawsuit, were you aware
of this lawsuit at all?
A No.

MS. VALENTINE-SIBERT: Okay. I don't have any

_further questions,

MR. CLEELAND: Okay. Thanks.

MS. VALENTINE-SIBERT: Okay. I propose that we

relieve the court reporter of her duties under the
Code and that the original of the deposition be
forwarded to your office, I presume?

MS. DAVIS: That's fine.

MR. CLEELAND: That would be fine.

MS. DAVIS: The Santa Monica office is fine.

MR.(CLEELAND: Send it to her address.

MS. VALENTINE-SIBERT: Okay. Then you'll go

ahead and send it to Mr. Lariviere and have him make

EK;X\\L (t '15
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1| corrections and provide us with copies of those

2 corrections within 20 days after he makes the

3 corrections?’

4 . MS. DAVIS: That would be fine.

5 MS. VALENTINE-SIBERT: And that if the original

6 | transcript is lost or sﬁolen or misplaced, that a

7| . certified copy can be utilized as an original?

8 - MS. DAVIS: That's fine.

9| MS. VALENTINE-SIBERT: That's it. Thank you.
10| "7/
| 7/
12
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I, RICHARD LARIVIERE, do hereby declare
under penalty of perjury that I have read the
foregoing transcript; that I have made such

corrections as noted herein, in ink, initialed by me,

or attached hereto; that my testimony as contained

herein, as corrected, is true and correct.

EXECUTED this day of

19 , at . '
{Cicy) {State)

RICHARD LARIVIERE

T hhsbit ¢
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| Numerous in-vive studies have confirmed the superier biocompatability and

|

l
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BINES BIOINTEES

The Integral Advantage
he Integral bicintegrated dentat implant System goes one step beyond
conventional osseointegrated dental implant systems. Like other con- } G

(, Bmen OLD a.orgé :

temgorary endosseous implants, Integral uses a “gentle” twa-stage
IMpIariiatcTy prececure 1o ensure complete fixation prior to loading.
8ut to achieve true biointegration, the titanium Integral implant receives 7}

our unique Calcitite® {orand of hydroxylapatite) coating, This coating permits 7y |
bone to actually bond with the implant surface -2

The Superiority of Calcitite Coating

: '\NQEWBONE —-‘L.
. § ‘

v

A e

bene-bonding characteristics of hydroxylapatite rr'?'ﬂaff”eﬁzﬂs. ',
Biomechanical tests on both loaded and unioaded implants dramatically AR
reveal the superiority of Calcitite-coated implants in both degree and rate of { ‘
fixaticn in bone.z_s Ground nmeloglcsecdano_famm
14 . wrgicat alloy 3 weeks post-implantation i
Additionally, the presence of more supperting bone on the Calcitite- | canine femur, New bone Nas been depost
coated implant surfaces [versus uncoated implants} may conuibute to con- 3,;': :';:»:‘;:gng ana e surace ot me
tinued implant success> '
_ The unique bone response ta HA coated titanium has led several investigators to conciude that Calcitite-coat
implants may nct be as susceptible to instailation variables as uncoated metal implants3

Calcitite-Coated Implants Bond Better

Histolcgical studies demonstrate why Calcitite-coated implarts may perform better than uncoated implants.
With unccated titanium implants, new bone grows up to and then adapts to their surface. Frequently, interven-
‘ng fibrous tissue elerments are present between the implant and bone, thereby possibly weakening support.
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PRODUCT DESCRIPTIV.¢
The Integral” System is a clinies
ally proven two-stage system,
consisting of a Calcitite® coated.
biocompatible, titanium implant
body and a selection of threaded
abutments and attachments which
allow for a wide variety of fixed or
removable prosthetic applications.
The Caleitite brand of dense
hydroxylapatite {HA) coating is
applied and bonded to the implant
surface using a modified plasma
spray process. It is a unique
coating that creates a dramatic
biochemical bond between the
implant and natural Gone, not just

a mechanical Tixak [ fixation as observed

in other osseointegrated implants.

The Integral system combines
contemporary implant research
and the most advanced principles
of biomaterials engineering.
PRODUCT USAGE
The Integral brand implant is
indicated for fully or partially
edentulous patients where fixed or
removable appliances are the
restoration of choice.
PRODUCT ADVANTAGES
The Integral system demonstrates
many significant advantages:
» The Wing
on the Integral implant has demon-
strated its ability to enhance
osseointegration because it.hio-
logically borids to natural bone.
Depositiorof new bone occurs not
just at the old bone site, but also
on the hydroxylapatite coating

e L ICLILAL - ...LL_L)J.H.U.E byStem.

itself, resulting in a significant
increase in the rate at which the
surgical site heals. Evidence of an
attachment of gingival epithelium
to hydroxylapatite implants has
been shown by previous research-
ers. This seal is séen as essential
for reduging the risk of infection
and implant failure, ~ -

» Integral implants are provided
sterile and are protected by a
special double wrapped holding-
vial transfer system for easy
delivery to a sterile field.

* A simplified surgical procedure
not only minimizes chairside time,
bug greatly reduces the risk of

-t trauma. Bone is cooled during
the staged drilling procedure by
internal irrigation while the unique
design of the:drill simultaneously
removes the cutting debris.

* Integral implant bodies are -
available in four lengths to accom-
modate individual anatomic
requirements. Their design and
the Calcitite coating create rapid
initial stabilization of the implant.

* A wide selection of threaded
attachments are available, allow-
ing maximum flexibility in the
choice of prosthetic restorations.
The system incorporates fixed
and removable abutment designs.
Integral implants accept time-
proven systems such as the Zest*
Anchor. an o-ring attachment,
various bar attachments and

-magnetic retantion systems. And, .

should the patient’s prosthetic

|

;

needs change. requiring a differ.
ent restorative solution, our
threaded abutments, in most cage
will allow for a complete change
of restoration type, without
disrupting the integrity of the
implant itself.

PACKAGING

The Integral system is available
in a surgical kit which provides all
necessary placement instrumenta-
tion and eight implants. Abut-
ments and other attachments may
be selected on an individual basis.
A complete listing of prosthetic
attachment options can be found
in our price list.

PERSONAL, TECHNICAL
SERVICE

Your orders are handled by tech-

-nical representatives with signifi-

cant product knowledge. They can
answer your questions about the
Integral System and hydroxyla-
patite technology. Product litera-
ture, technical papers, video
instructional materials and patient
education Titerature are available
upen.request.

ORDERING INFORMATION
Orders may be placed direct by
calling toll-free (800) 854.7019 or
(800) 542-6019, in CA.
SHIPPING o
All shipments are subject to a
$3.00 freight and handling fee
which will be included on each
invoice. Shipments are sent 2nd
Day Federal Express, unless
otherwise specified.

TERMS

2% 10 days: net 30 days. Prices,
policies and terms are subject to
change without notice.

No product will be accepted for
return without prior authorization,
Merchandise authorized for return
will be subject to a restocking
charge. All freight must be prepaid
on returned merchandise.

& Calcitek, Inc.

The Recogniced Lender i Hydrosyiapatite Technualops
2320 Faraday, Carlsbad, CA 92008

Caution: Faderal law restncta this device 1o vals By or on the
arder af a liornsed dentisx oF physician. Rasd sccompanying
IRSUTUCLIONS DAGE Lo une.

2 1988. Caletek. Calei nd 1 i are teg
crademarks of Calertek. [ac. Zaut 1y 2 requaservd Lrndemark
hors, [me,

1208 4738




UNITED STATES COURT OF APPEALS

FOR THE NINTH CIRCUIT

MARY MASTERS, ~ _ No. 00-55904

Plaintiff-Appellant D.C. No. CV-99-02215-JNK

V. | REQUEST FOR STAY
PENDING PETITION

1 FOR DECLARATION

| | TITLE 21; SECTION 1604

SULZER CALCITEK, INC; et al.,
Defendants-Appellees,

Appeal from the United States District Court
for the Southern District of California

Judith N. Keep, Chief District Judge, Presiding
TO THE COURT; Requést is made for stay pending Egnugn_f_QLD_egjmmm
under Title 21, Chapter 21, Section 1}604 (3) (d): Administrative Procedures.
If a claimant has filed a Petition For Declaration with respect to a defendant,
and the Secretary has not issued a final decision on the petition, the court shall
stay all proceedings with respect to that defendant until such time as the Secretary

" has issued a final decision on the petition.

Dated: June 8, 2001

Respectively spbmitted

Mary Maﬁ%rs
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Untitled Document

Page 1 of 1
Secretary's Correspondence
DEPARTMENT OF HEALTH AND HUMAN SERVICES
OFFICE OF THE SECRETARY
EXECUTIVE SECRETARIAT
From: Mary Masters OS#: 071120010053
... P.0.Box Date on
Organization: 82043 | etter:
. . . Date
City/State:  San Diego CA Received: 7/11/01
On Behalf . General
Of: Type:  pypilic
Subject: Forwards 'Petition For Declaration' on
issues relating to non-FDA approved
materials for dental prostetics
f‘s,Signed FDA Dep.ES:  Dick
(o) Eisinger
. Tom Date
PC. Kuchenberg Assigned: 7111101
Action Direct Repl Date
Required: Ply Reassigned:
Reply Due
Date- 7/25/01
Info Copies
To:
. Date
Interim :
) No Interim
(Y/N): Sent:
Comments:writer has called and will be calling
again.
File Index: PO-4-10 ccc: ~ Elaine
Gross
3544

.../css.asp?OSNum=071120010053&ControlSheet Type=ControlSheet& ActionID=fetch&Do 07/11/20C1




July 1, 2001

Mr. Tommy Thompson

Secretary of

Department of Health & Human Services
200 Independence Avenue SW
Washington, D. 0. 20201

Dear Secretary:

Attached is my Petition For Declaration pursuant to Title 21, Chapter
21, Section 1604.

Please docket this petition (A) (B)

"Immediately upon receipt of a petition filed

pursuant to this paragraph, the Secretary shall docket

the Petitionm. Not later than 120 days after the petition
is filed, the Secretary shall issue a final decision on the
petition."

I have requested the court to stay all proceedings with respect
to the defendants until such time as the Secretary has issued
a final decision on the petition.

Thank you for your assistance. I am enclosing one copy to be returned to
in a postage paid envelope after docketing.

Claimant, (;;;jiwm
-\'r§?\<;>:3715u5:"\

\ D - S

Mary Masters

P. O. Box 82043

San Diego, California 92138
Telephone: 619-462-1464

me



MR. TOMMY THOMPSON
SECRETARY OF
DEPARTMENT OF HEALTH & HUMAN SERVICES
200 INDEPENDENCE AVENUE SW
WASHINGTON, D. C. 20201

PETITION FOR DECLARATION
PURSUANT TO TITLE 21, SEC TION 1604

Submitted by Claimant:
Mary Masters

P. O. Box 82043

San Diego, California 92138
Telephone: 619-462-1464



RONALD W. EVASIC,D. D. S.
President of Scripps Implant Dentistry Education & Research Foundation
Biomaterials Supplier

Title 21. CJ L. Section 1604

Liability of biomaterials supplier
h 3 (A) Administrative P |
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ADMINISTRATIVE PROCEDURES
(A) In general Administrative Procedures

The Secretary may issue a declaration described in paragraph (2)
(B) on the motion of the Secretary or any petition by any person.

(2) (B) on the motion of the secretary or on petition by any person,
after providing -

(1) notice to the affected persons; and
(II) an opportunity for an informal hearing.

(B) Docketing and final decision
Immediately upon receipt of a petition filed pursuant to this paragraph,
the Secretary shall docket the petition. Not later than 120 days after
the petition is filed, the Secretary shall issue a final decision on the
petition.
Petition for Declaration is being requested from the Secretary of Health &
Human Resources, under Title 21, Chapter 21, Section 1604, Liability of

biomaterials suppliers.



INTRODUCTION

During the period of time from October, 1985 through July, 1990,
Claimant was sold Calcitek biomaterials which were only allowed to be used in
animal studies and limited human investigative studies. The products are:

a) The Biolite (trademark) Carbon Coated Metal Dental Implant: Sold: October,
1985; K840750. This blade caused severe infection and corrosion of adjacent
teeth. (Attachment 15) 2) HA blocks implanted without consent: Oct., 1989:
Barry Sands memorandum to Calcitek, (Attachment 1) supports the fact that this
“HA” was investigative. c) Integrals, K895680/B Sold: June- July 1990: proof
this product was investigative Sept. 22, 1989, (Attachment 7); Dec. 3, 1990
Integral was seized from market: (Attachment 11); HA coated castable abutments
Sold: Oct., 1989 to June, 1990: Were not approved when sold: K900694. O ring:
Sold October, 1989: Not approved when sold: K900545. Calcitek “crystals”

and “granules” were implanted without permission.

Claimant has sustained severe bodily injuries, past, present and
future, and to date has had 11surgeries through March, 1999, resulting from
injuries received from Calcitek biomaterials. Present need for more surgeries
at an additional expense of $45,000. Claimant is filing this Petition for
Declaration for federal question. Expenses for surgeries are $107,000. . The
products were represented to be FDA approved. Calcitek has denied liability for
the Claimant’s injuries and has falsely told the court that the products are FDA
approved, (Attachment 16) The contrary is true. The attachments prove, by a
preponderance of evidence, that the products were either seized or never filed with
the FDA prior to being sold to the Claimant.

Calcitek was required to register pursuant to paragraph 2 (b), (A), (i) as evidenced
by Petition For Reclassification of a Medical Device Under 513 (e) Endosseous
Dental Implants For Prosthetic Attachment (Attachment 2). Calcitek’s registration
number 2023141



Title 21 - Food and Drugs
Chapter 21 - BIOMATERIALS ACCESS ASSURANCE
Section 1604 Liability of biomaterials suppliers

STATUTE
(a) In general:

Except as provided in section 1606 of this title, a biomaterials supplier
shall not be liable for harm to a claimant caused by an implant unless such
supplier is liable -

(1) as a manufacture of the implant, as provided in subsection (b) of this
section;

(2) as a seller of the implant, as provided in subsection (c) of this section,;
or

(3) for furnishing raw materials or component parts for the implant that
failed to meet applicable contractual requirements or specifications, as
provided in subsection (d) of this section.

(b) Liability as manufacturer
(1) In general
A biomaterials supplier may, to the extent required and permitted by any
other applicable law, be liable for harm to a claimant caused by an implant
if the biomaterials supplier is the manufacturer of the implant,
(2) Grounds for liability

The biomaterials supplier may be considered the manufacturer of the

implant that allegedly caused harm to a claimant only if the biomaterials
supplier -



(A) (i) registered or was required to register with the Secretary pursuant
to section 360 of this title and the regulations issued under such section;
and

(ii) Included or was required to include the implant on a list of devices
filed with the Secretary pursuant to section 360 (j) of this title and the
regulations issued under such section;

(B) is the subject of a declaration issued by the Secretary pursuant to
paragraph (3) that states that the supplier, with respect to the implant
that allegedly caused harm to the claimant, was required to -

(i) register with the Secretary under 360 of this title, and the regulations

issued under such section, but failed to do so; or
(ii) include the implant on a list of devices filed with the Secretary

pursuant to section 360 (j) of this title and the regulations issued under
such section, but failed to do so; or

(C) is related by common ownership or control to a person meeting
all the requirements described in subparagraphs (A) or (B), if the
court deciding a motion to dismiss in accordance with section
1605 (¢) (3) (B) (i) of this title finds, on the basis of affidavits
submitted in accordance with section 1605 of this title, that it is
necessary to impose liability on the biomaterials supplier as a

manufacturer because the related manufacturer meeting the

requirements of subparagraph (A) or (B) lacks sufficient

financial resources to satisfy any judgment that the court feels it is

likely to enter should the claimant prevail.

(3) Administrative procedures
(A) In general
The Secretary may issue a declaration described in paragraph

(2) (B) on the motion of the Secretary or on petition by any person,
after providing -



(i) notice to the affected persons; and

(ii) an opportunity for an informal hearing.
(B) Docketing and final decision.

Immediately upon receipt of a petition filed pursuant to this paragraph,
the Secretary shall docket the petition. Not later than 120 days after the
petition is filed, the Secretary shall issue a final decision on the petition.

(C) Applicability of statute of limitations

Any applicable statute of limitations shall toll during the period from the time
a claimant files a petition with the Secretary under this paragraph until such
time as either (i) the Secretary issues a final decision on the petition, or

(ii) the petition is withdrawn.

(D) Stay pending petition for declaration

If a claimant has filed a petition for a declaration with respect to a defendant,
and the Secretary has not issued a final decision on the petition, the court
shall stay all proceedings with respect to that defendant until such time as

the Secretary has issued a final decision on the petition,

(c¢) Liability as seller.

A biomaterials supplier may, to the extent required and permitted by any other
applicable law, be liable as a seller for harm to a claimant caused by an
implant only if -

(i) the biomaterials supplier -

(A) held title to the implant and then acted as a seller of the implant after its
initial sale by the manufacturer; or

(B) acted under contract as a seller to arrange for the transfer of the implant

directly to the claimant after the initial sale by the manufacturer of the implant;
or



(2) the biomaterials supplier is related by common ownership or
control to a person meeting all the requirements described in
paragraph (1), if a court deciding a motion to dismiss in accordance
with section 1605 (¢) (3) (B) (ii) of this title finds, on the basis of
affidavits submitted in accordance with section 1605 of this

title , that it is necessary to impose liability on the biomaterials
supplier as a seller because the related seller meeting the requirements
of paragraph (1) lacks sufficient financial resourses to satisfy any
judgment that the court feels it is likely to enter should the claimant
prevail.

(d) Liability for failure to meet applicable contractual requirements
or specifications.

A biomaterials supplier may, to the extent required and permitted by
any other applicable law, be liable for harm to a claimant caused by
an implant if the claimant in an action shows, by a preponderance
of the evidence that -

(1) the biomaterials supplier supplied raw materials or component
parts for use in the implant that either -
(A) did not constitute the product described in the contract between
the biomaterials supplier and the person who contracted for the
supplying of the product; or

(B) failed to meet any specifications that were -

(i) accepted pursuant to applicable law, by the biomaterials
supplier;

(ii) published by the biomaterials supplier;

(iii) provided by the biomaterials supplier to the person who contracted
for such product;

(iv) contained in a master file that was submitted by the biomaterials
supplier to the Secretary and that is currently maintained by the
biomaterials supplier for purpose of premarket approval of medical
of medical devices; or



(v)included in the submissions for purposes of premarket approval
or review by the Secretary under section 360, 360c, 360e, or 360j
of this title, and received dived clearance from the Secretary if such

applications were accepted, pursuant to applicable law, by the
biomaterials supplier; and

(2) such failure to meet applicable contractual requirements or

specifications was an actual and proximate cause of the harm to
the claimant.



EXPLANATION OF VIOLATIONS OF TITLE 21, Sec. 1604

Calcitek was required to register pursuant to paragraph 2 (b), (A), (i) as evidenced

by Petition For Reclassification of a Medical Device Under 513 (e) Endosseous

Dental Implants For Prosthetic Attachment (Attachment 2).

On page 1, paragraph 8, Mr. Damaska:

“We would appreciate a response within 30 days describing action you have
taken to achieve compliance with the Act or providing information which you
believe substantiates your decision that a 510 (k) is not required.” (Attachment

3)

On July 10, 1998, Mr. Richard LaRiviere was deposed for the State of California
County of Range, California, Case No. 747549 entitled Connie Bentele vs.

Calcitek, Inc. Mr. LaRiviere was asked the question page 115 paragraph 2:
line 7-11

Q “Is.your understanding that if a product is marketad with slaima ¢has



Q

A

A “Back in 1983-1985, when this product was first introduced, you simply
had tg have the evidence on file. Not until 1989, when the claims were
challanged, did we realize or did we find out that the claims were not
considered substantially equivalent, or substantiated. We believed we
were 111 compliance.”

page 116, lines 3-4

Q Despite your belief that you were in compliance, the FDA determined
otherwise; correct?

Page 116: line 5
A Yes

page 116: lines 18-20

Q However, based on the FDA’s ultimate determination, is it your under-
standing that what was on file ultimately was determined to not be
adequate?

Q You testified that Calcitek had placed certain information on file with
the FDA with regards to the claims that were placed on the brochures.

Yes

You testified that Calcitek was under the impression that those claims
were sufficient,

Yes
The FDA ultimately determined that they were insufficient; correct?

Correct.

The foregoing evidence is Attachment 4.

Title 21; Chapter 21; Section 1604; paragraph 3 (A) Administrative Procedures

(A) In general
The Secretary may issue a declaration described in paragraph (2) (B)
on the motion of the Secretary or any petition by any person.

Claimant is filing this petition pursuant to paragraph 3 (A) Administrative
Procedures. ’



(c) Liability of seller

A biomaterials supplier may, to the extent required and permitted by any other
applicable law. be liable as a seller for harm to a claimant caused by an implant

only if -

(A) held title to the implant and then acted as a seller of the implant after
its initial sale by the manufacturer; or

Calcitek held title to the Integral implant a tradesman for Calcitek, Inc. See

Biointegration Integral (Attachment 5) It was falsely advertised
as being FDA approved.

(2) (B) on the motion of the secretary or on petition by any person,
after providing -

(1) notice to the affected persons; and
(ii) an opportunity for an informal hearing.
(B) Docketing and final decision
Immediately upon receipt of a petition filed pursuant to this paragraph,
the Secretary shall docket the petition. Not later than 120 days after the
petition is filed, the Secretary shall issue a final decision on the petition.
(C) Applicability of statute of limitations
Any applicable statute of limitations shall toll during the period from
the time a claimant files a petition with the Secretary under this
paragraph until such time as either (i) the Secretary issues a final
decision on the petition, or (ii) the petition is withdrawn.

(D) Stay pending petition for declaration
If a claimant has filed a petition for a declaration with respect to
a defendant, and the Secretary Has not issued a final decision
on the petition, the court shall stay all proceedings with respect to
that defendant until such time as the Secretary has issued a final
decision on the petition.
(c) Liability as seller
A biomaterials supplier may, to the extent required and permitted by any
other applicable law, be liable as a seller for harm to a claimant caused by an
implant only if-
(1) the biomaterials supplier-
(A) held title to the implant and then acted as a seller of the implant after
its initial sale by the manufacturer; or ‘
(B) acted under contract as a seller to arrange for the transfer of the
implant directly to the claimant after the initial sale by the manufacturer of
the implant; or
(2) the biomaterials supplier is related by common ownership or control to
a nerson meeting all of the reauirements described in paragranh (1). if a court



HISTORY

In 1976, P.A. 44, as amended, the Department of Justice filed suit against Dr.
Evasic in the State of Michigan. Consent Order dated January 17, 1983;
Stipulation dated: November, 30, 1982, First Amended Complaint, Dated
March 4, 1982 and Complaint Dated October 27, 1977.

In 1987,Dr Ronald W. Evasic formed a nonprofit California corporation
entitled The Scripps Implant Dentistry Education and Research Foundation
(SIDERC),, located at Scripps Torrey Pines Campus, La Jolla, California.
(Exhibit 1) At that time Dr. Evasic was not a California dentist, as he did not
receive his California dental license until August 3, 1990 and the license is
no longer valid in the State of California License No. 38676.

The corporation President and Director was Dr.Ronald W. Evasic who at that
time was licensed by the State of Michigan License No. -29-01-008170, Expired
8/31/93 and the State of Oklahoma. Dr. Evasic conducted dental implant training
courses through his corporation in California and Oklahoma. . At that time, Dr.
Evasic resided at 2419 Foilage Drive, Ada, Oklahoma, 94820 The dentists who
enrolled in the courses were told to mail their checks to Dr. Evasic’s residence in
Oklahoma; however, they were not told that they were mailing their checks to Dr.
Evasic’s residence, they were told that they were mailing their checks to Scripps
ImplanLDemlsngmgx Each dentist mailed a check for $7,500.00.(Exhibit 2).

In 1988, Dr. Evasm hired Dr. Thomas Golec, a California dentist to teach
subperiosteal dental implant training through Dr. Evasic’s corporation. Dr Golec
was in private group practice and he was also a research dentist for Calcitek, Inc.

The materials used in the dental implant courses were Calcitek, Inc. products
which were mailed ) thea dentists from Texas and from Calcitek, Inc.in
Carlsbad, California.

In 1988, Calcitek Inc. was a California corporation owned by InterMedica, Inc.

a California corporation, who then became a Texas corporation.

In August, 1989, Calcitek, Inc. was purchased by Sulzer medica, Inc. of

Winterhur, Switzerland. At a later date Sulzer medica, Inc. moved from
Swltzerland to the State of Texas.

Plaintiff was used in Dr. Evasic’s dental implant training courses without
her consent: subseaquently Dr. Evasic treated the plaintiff from 1992-1995 and
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ATTACHMENTS

. A copy of memorandum dated; April 11, 1989: To: Calcitek, Inc. From; Biomedical Engineer, ENT & Dental

Dev1ce Barry Sands, Biomedical Engineer  Subject: Unapproved Indications for use of Calcitek
Hydrpxylapatite

2. A copy of Petition For Reclassification of a Medical Device Under Section 513 (¢) Endosseous Dental Implants
for Prosthetic Attachments. (FDA denied petition)

3. A copy of letter dated August 31, 1989: To: Richard Loriviere, Calcitek, Inc. 2320 Faraday Avenue,
Carlsbad, California 92008 From: William H. Damaska, Director, Division of Compliance Operations,
Office of Compliance and Surveillance, Center for Devices and Radiologic Health Re: Integral (trademark)

5. Deposition of Richard LaRiviere: Dated July 10, 1998 to Page 117.

6. Advertisement of “Biointegration” Verifying Calcitek trademark Integral. (The FDA deemed this false
advertising.

7. A copy letter dated September 22, 1989. To: Calcitek, Inc.: Attention Richard L. Lariviere, 2320 Faraday
Avenue, Carlsbad, California 92008. From: Robert I. Chiseler, Premarket Notification Coordinator, Office of
Device Evaluatiob, Center for Devices and Radiological Health, Department of Health & Human Services.
Re; D.C. Number: K895680: Received: 09/20/89: 90th. Day: 12/19/89. Product: Integral.

8... A copy of memorandum dated: March 10, 1990: To Jim Fraser, President of Calcitek, Inc: From Rick
Lariviere, Subject: Year End Complaint: Summary for 1989.

9.. A copy of a letter dated: September 20, 1989: To: Calcitek, Inc. From: Barry Sands, Scientific Reviewer.
Division of Obstetrics/ Gynecologym Ear, Nose, Throat and Dental Devices. Food and Drug Administration

139 Piccard Drive Rockville, MD 20857 Re: August 21, 1989 compliance letter

10... A copy of letter to Ms. Kimberly M. Carlson Manager, Regulatory Affairs, Calcitek Inc. 2320 Faraday
Avenue, Carlsbad, California 92008, dated May 30, 1990 from Dr. Lillian Yin, Director of Division of OB-GYN,
ENT, and dental Dewce Devxces Center For Dewces and radiological Health, Department of Health & Human
Services. Re: C 2 d arc a arcl C a and April 24
1990.

11. A copy of letter dated December 3, 1990, to Richard LaRiviere , Calcitek, Inc., 2320 Faraday Avenue, Carlsbad,
California 92008 from David West, Ph.D., Deputy Director, Office of Device Evaluation Center For Devices and

Radiological Health. Re: WMMMM Received: September 4,
1990.

12. A copy of waming letter to James S. Fraser, Calcitek, Inc. Dated May 15, 1992
from Department of Health & Human Services , Dr. Thomas Sawyer, Director, Compliance Branch,
U.S. Food and Drug Administration 1521 West Pico Blvd., Los Angeles, Calif.

13.. A copy of a letter to Mr. James A. Fraser, Calcitek, Inc. Dated: February 3, 1992 from Thonas L. Sawyer,
Director of Compliance Branch, Los Angeles District,

14. A copy of American Society for Testing & Materials, 1916 Race Street, Philadelphia, Pa. 19103,
Standard Specification for Composition of Ceramic Hydroxylapaite for Surgical implants.
Desienation: F 1184-88
14



15. A copy of Biolite (trademark) Carbon Coated Metal Dental Implant.

16. A copy of Robert L. Riley’s testimony . Testimony from earlier court case.

14 (A)



, kot &

DATE: 4/11/89 '
FROM: Biomedical Engineer, ENT & Dental Devices

SUBJECT: Unapproved Indicaticns for Use of Calcitek
Hydroxylapatite

TO: Director, Division of Product Surveillance (HFZ-340)
Through: Director, Division of OB-GYN, ENT and Dental Devices
(HFZ-470)

Chief, ENT and Dental Device Branch (HFZ-470)

Calcitek is presently marketing an endosseocus implant for bone
£1l1ling and augmentation with the indication for use with dental
implants (see- attachment). This indication for use has never
been reviewed by DOED. In addition, we would find that this
indication for use would warrant animal and clinical trials te
determine ite safety and effectiveness. We ask that the Office
of Compliance inform Calcitek of its potential viclations of the
Medical Device Amendments. Thank you.

)

Barry E. Sands
Biomedical Engineer

Attachment 1
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///// Page ¢ - Pr. dicnafu Luriviere

Shoulc you have any turther questlOns re2garcing tie Sudklissivn of a
Premarcket notification (Siu(k)), | suyyest you contact Lillian Yin, M.0.
of tha Division of Obstatrics/Gynecology, Ear, nuse, Throat, and Uental
Devices at (301) 427-758sS.

Sincerely yours,

L]

William dA. Damaska
Director
Division of Compliance Uperations
Uffice of Compltance
and Surveillance
Lenter for Devices and
Radiological Health -

Enclosure: As Stated

Prep:CEUldriks :2/24/89
T/D:JABryant:2/27/89
Edit:RCox:2/27/89
Init:CEUldriks:2/28/89
Revised:DASegerson:3/14/89
Revised :JGovernale for KSS:6/19/89
Revised:CEUldriks:6/26/89
Redraft:JA8ryant:6/29/89
Edit:RCox:6/30/89
Init:CEUIdriks:6/30/89
Redraft :JABryant:7/3/89
Revised:CEUldriks:7/3/89
Final:JABryant:8/28/89

cc: HFZ-323 (CEU, 18676, r/f, 510(k))
HFZ-320 (WHD/Board)
HFZ-300
HFA-224

1989 CAP 8.34
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Department of alth and Humm
Cgﬁd Drug ‘Adnithistration

U.S. Food

—

Petition for Reclassmcatlon
of a mMedical Device
Under Section 513(e)

Endosseous Dental implants
for Prosthetic Attachment

e

M 1
”/L Wt

Submitted by -

The Dental implant Manufacturers
2000 M Street, N.W., Sulte 7900
washington, D.C. 20036

-an Services

Attachment 2
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DEPARTMENT OF HEALTH & HUMAN sgRyvICES

G . e e m—

~ Roctwile MO 20887
af u3 3[ i%g

CERTIF{ED MAIL - RETURN RECEIPT REQUESTED

Mr. Richard Loriviere
Calcitek, lnc.

2320 Faraday Avenue
Carlsbad, California 932008

Re: Integral®
Dear Mr. Loriviere:

[t has come to our attention that you have made or are considering making
changes or modifications ta the above referenced device.

We understand that the modffications coasist of changes in the labeling
claims which include the following:

—2This.cnating per

mits bone to actually bond with the implant ™
surfacaa’ ' ‘

*Histologicat studiey demonstrate way Calcitite-coated
implants may perform bettes thaa uncoated implants.”

‘. ..Calcitite=coated impTants,...covers & greatec
percentage of the implant surface. Plus there are virtually
no fibrows tLissue ¢lamants between the bone and the implant.’

Based oa the informatiom we have reviewed, we delfeve that the abevi
deseribed modifications map constituts sigaificant chamges, as describec
21 CFR Section 807.81(b), in the referenced medical devices.

The purpose of this letter is to {nform you that under Section 510(k) o!

the Federal Food, Orug, and Cosmetic Act (the Act) (21 U.S.C. 360(k))

changes or modifications that cowle significantly affect the safety or

effeqiianeseraf e device require » notification ta tha Food and Orug

AdstasTErasion=(FDA) at least ninety (901 days prioe Co introduction of
b

cm?'a;d_g__“-‘&mec devics {n commercial distributiom in the United Sta
T™his Fequirement {s accomplished by tha submission of a Premarket

Notificatfon - (510(k)). The information necessary to comply with the
Premarket Notification (510(k)) requirement is found in 21 CFR Part 807
Subpart € - Premarket Notification Procedures (copy emclosed).

. We would appreciata a response within 10 days deccribing wrhe 27710 yo
have taken ta achiave compliance with the Act or praov iding infurmation
which you believe substantiates your decision that a 510(k)) is aot

required.
ﬂ;:;ﬁi-gxum(r___—_-—— |
FOR IDENTIFICATION
SYL;II"E }:ANKS. CSR# 19961#5 r N
T CALLJERC |




TO: Dave Segerszon, Deputy Cirectcr, DOED

FROM: Biomedical Engineer, JOZL

SUBSECT: Calci:tek Meeting - Unsunstantiated Product Clatins

-—

A meeting wvas held on September 138, 19689, at
Calcitek. The request came as a result of a letter from the
Qffice of Compliance. This letter informed Calcitek that their

endosseous i‘mplant was being marketed with claims that were not
included in S510(k) KB40750. The following
attendance:

the reguest of

individuals were in

Floyd Larson ---ecweceec-- Calcitek
Richard lLar:i:viere —w--- Calcitek
Casper Uldriks -=—-—wce—ew- 0Cs/DCO

Barry Sandsg ~~-ceccwmeceee- QDE/DOED

The representatives of Calcitek displayed a document containing
evidence that they felt demonstrated that the claims in question
were accurate. Barry Sands informed Calcitek that the evidence
may be sufficient Lo prove the claims but that this was not the
primary issue. Mr. Sands explained that the 510(k) on fille did

not contain these claims and that {t was necessary to submit a
new =10(k) so that the claims could be reviewed.

Calciwek then asked Mr. Uldriks what Calcitek could do to resolve
<+his matter. Mr. Uldriks explained that at pra=sent the device in
gquestign, "Integral”™ waS considered misbranded and adulterated
and wase subject to seizure. " Calcitek stated that they had
stcgggg_gistribution cf all mailings that contained these claims

and that published advertisements with these claimg would no
longer be used. . ) :

—————

At present, Calcitek wvas intending to'display products at several
conferences {n the near future. Mr. (Jldrike explaianed. that their
both or llterature distributed at the conference could either nct

contain these claims or labeling would have to be included
describing these claims ae investigational.

It was at this point that Calcitek formally submitted the
document containing the evidence as a 510(k) submission. In
additiaon, Calcitek presented a document containing advertisements

from thelr competitars that they felt.vwere misleading and (n
vipolation with FDA regulatiaons.

Barry Sands received both
documents.
—_ v 4
AUV NN
hd "1 .9 19 2
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=—ESQUIRE

DEPOSITION SERVICE'S

IN THE SUPERIOR COURT OF THE STATE OF CALIFORNIA

COUNTY OF ORANGE
/.

ZCMYIE BENTELE,
plaintiff,
vSs. No. 747549

CALCITEK, INC., et al.,

Defendants.

CERTIFIED
COPY

DEPOSITION OF RICHARD LARIVIERE
Santa Ana, California

Friday, July 10, 1998

Attachment 5

—
Reported by: ::::
SYLVIE HANKS .
CSR No. 9618 ESQUIRE
JOB No. 512595 DEPOSITION SERVICES

2100 N. Broadway » Second Floor * Santa Ana, CA 92706
714.834.1571 ¢« Fax714.834.9235 » 800.888.694)




IN THE SUPERIOR COURT OF THE STATE OF CALIFORNIA

COUNTY OF ORANGE

CONNIE BENTELE,

Plaintiff,

vSs. No. 747549

CALCITEK, INC., et al.,
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Defendants.

Deposition of RICHARD LARIVIERE,
taken on behalf of Plaintiff Connie
Bentele, at 200 North Main Street,
Second Floor, Santa Ana, California,
beginning at 11:20 a.m. and ending at
3:20 p.m. on Friday, July 10, 1998,
before SYLVIB HANKS, Certified Shorthand

Reporter No. 9618.
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specifically regarding the approval process of a

510(k), I believe that document would stay within the

510 (k) file.

Q And where would the 510(k) file be?
A Again, with the master product file.
Q At some point in time during your

employment with Calcitek, did you specifically respond

to the FDA regarding the 510(k) of the Integral

impiéﬁt?
| A If I understand your questicn correctly,
ves.
Q Do you recail when that would have been?
A No. I'm really bad with dates.
Q That's okay. Would it have normally been

your custom and practice, if you were going to respond

to the FDA with respect to a particular 510(k), to

have reviewed that specific 510(k)?

A Maybe the aspect of the 510(k) that was

being challenged, but not necessarily the entire
510 (k) .

Q Okay. Yoﬁ would have, however, had
access to all of the original 510(k) paperwork,
though?

A Yes.

Q I believe you testified earlier that you

27
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our labeling.

Q And do you know when that took Place
A - Immediately following the meeting with

FDA. I don't remember the dates.

Q Okay. 1If you can flip that over to the

front page --

A I'm sorry.

Q That appears to be a memo that was
generated by the FDA, and the subject is your meeting.
And I believe it says that the meeting was
September 19, 1989, Does that sound about right to
you?

A Yes.

Q How long would it have taken for Calcitek
to have deleted those claims on their labels?

A I don't recall the start-stop time line.
But we went through a process of working with the
agency to try to substantiate the claims where I
believe they allowed us to continue making the claims
duriné the review period. And then once we had the
final decision from thé FDA, we destroyed the product
that was in inventor?.

Q So you didn't immediately after having
that meeting with the FDA go back and delete the
claims right then and there on the spot?

32
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1 A Not as I recall.
2 Q Okay. Do you recall receiving any

3 written documentation from the FDA that authorized you

4 Lo continue using those claims while your
5 investigation continued?
6 MR. CLEELAND: That assumes facts not in

7 evidence.

8 THE WITNESS: 1I'm sorry?

9 MR. CLEELAND: Objection. Assumes facts not in
10 evidence.
11 We're just preparing the transcript in
12 case this issue ultimately comes before a judge. If
13 you can answer that question, you're certainly welcome

14 to do so.

15 THE WITNESS: There was a period of time, I

16 believe, where we were allowed to put a disclaimer on
17 the labeling that claims were under regulatory review
18 or something to that effect.

19 BY MS. VALENTINE-SIBERT:

20 Q Was that something that was determined as
21 a result of that meetiﬁg?

22 A It probably came from this meeting. I
23 don't know if it was exactly this meeting, but as a
24 result of the dialogue that we opened.

25 Q Okay. I'm going to show you another

33
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MR. CLEELAND: 1 don't know that I understanqg
what yoy mean, "purpose of the supporting

documentation."
MS. VALENTINE-SIBERT: Well, as I understang
it, he provided that letter ag well as the Suppcrting

documentation to the FDA, ang I was asking him what

documentation.

MR. CLEELAND: What was hig intent for
pProviding that material?

MS . VALENTINE-SIBERT: Okay.

MR. CLEELAND: I mean it could be lots of
different things. 1'pm just Concerned about
"purpose . »

BY MS. VALENTINE-SIBERT:
Q Okay. What was your'intent?
A This wasg a further continued effort to

Provide enough data to FDA to Support the claim that

HA bonds tg bone.

A Oh, I don't recall that .

Q Okay. Do You recall jrf YOou provided him

35
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letter, there i1is a statement made that says, "Ycu are

required to wait ninety days after the received date

shown above or until receipt of a 'substantially

equivalent' letter before Placing the product into

commercial distribution." Correct?
A Yes.
Q So that letter appears to be inconsistent

with your --

MR. CLEELAND: Go ahead.
BY MS. VALENTINE-SIBERT:

Q Okay. With your letter of September 20,
1989, does it not?

MR. CLEELAND: Well, you're asking him to
speculate on the word "inconsistent." Do you have a

specific reference that might be more appropriate?

., BY MS, VALENTINE-SIBERT:

Q Do you understand my question?

A I think you have two different issues
here.

Q Okay. Can you explain to me why they are

two different issues?

A I believe this is a completely separate
submission. The name may have been reused, but I
don't believe it's that product that this is referring

to. But I don't recall.
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Q Is there more than one Integral ironlant?
A I think we used the name for varying

sizes of Integral implants. I don't recall what this

510(k) is for.

Q So you're indicating that there could be
two totally different 510(k)'s for two different
Integral implants?

A You have to define the term "different."
"Integral" is simply a name. It's a brand. I don't
recall what this 510(k) was for.

Q So there's more than one type of an
implant that would be labeled as an Integral implant?

A There may be more than one 510(k) for the

product line called Integral would be a better

description.
Q Okay. What is an Integral implant?
A Integral was the brand name that was

assigned to the original product line, which was a
4-millimeter-diameter implant in varying lengths. And
it was coated with hydroxylapatite. Later on we came
out with a smaller diaﬁeter, a larger diameter,
different-sized attachments, different tools. Those
may have had their own separate 510(k)'s but carried
the same brand name.

Q SO0 are you saying that if the size of an

38
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Integral implant changes, it requires a separate

510(k)?
A It may be.
Q What would be the determining factor as

to whether it would or would not require a separate

510 (k)?

A What the original clearance was issued
for.

Q Would changing the labeling on an
Integral implant require a separate 510 (k)?

A In some cases.

Q If labeling was at some point determined
to not be substantially equivalent under an
already-approved 510 (k), would it then be appropriate
to file a separate 510(k)?

MR. CLEELAND: You're asking for this person's
apparent expertise, actions that occurred after the
date of the event on which your client is basing their
claim. He's been produced here, we believe, as a
percipient witness to the action of the corporation
thaﬁ had to deal with your case. It appears to be
getting perhaps into his area of expertise, and he
might be entitled to compensation for that.

MS. VALENTINB-SIBERT: Well, I'm simply asking

him what he knows with respect to the 510(k) process,

, 39
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and the 510(k) that we're discussing originated prior

to our client being implanted with the Integral
;pplant.

MR. CLEELAND: And all these discussions are

after the fact. My concern is --

MS. VALENTINE-SIBERT: The question --

MR. CLEELAND: Hang on a second. My concern is
this witness has offered to come here, and you now
appear to be asking him for expert testimony, his
interpretation on how the FDA regulations work,
function, and perform and what he would do. I'd be
happy to go within reason, but it appears to be
getting a little far afield. Unless I'm wrong.

MS. VALENTINE-SIBERT: Well, I think that in
light of the position that he held, I'm asking him
what he did and what he knew at the time he held this
position with Calcitek.

MR. CLEELAND: That's not what you asked. You
asked him to speculate to something. Now, if you ask
what he did, I think that's fine. Even though it's
after the date and I don't think it has anything to do
with your case, we'll certainly cooperate. But you're
asking him what would he do under a given scenario,

and there's no evidence that that existed or

occurred. So I'm a little concerned we're getting

40
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into hypotheticals with what was represented to be a

percipient witness.
BY MS. VALENTINE-SIBERT:

Q Okay. Do you know what the original
clearance was for the original 510 (k) that was

approved in 1984 for the Integral implant?

A Do I know what the original clearance
was?
Q Right.
A It's a pretty broad question.
Q Okay. You indicated that the only way

you can tell whether or not a different 510(k) would
be required is based on what the original clearance
was; is that correct?

A That's one of the guidelines.

Q So in order for you to determine whether

or not an additional 510(k) was necessary for the
Integral implant, would you then need to know what the
original clearance was for the originating 510(k)?

MR. CLEELAND: I think your gquestion just went
full circle. You've aéked a nonsensical question.
BY MS. VALENTINE-SIBERT:

Q Do you understand the question?

A Yeah. I still -- I still find it very

broad. If you could be more specific, sizes of
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implants, for example.

Q Okay. I apologize, but actually what

you're testifying to is kind of different than what

I've heard béfore in this case; so it's kind of
requiring that I change my line of questioning.
Let's take a break for a second. Okay?
MR. CLEELAND: Sure.
(Recess.)
BY MS. VALENTINE-SIBERT:
Q Ckay. éo back to the separate 510(k).
As I understood your testimony, you do not know why a

separate 510 (k) would have been filed on the Integral

implant?

A I don't recall exactly what this one's
for.

Q Okay. Who would have made the decision

to file a separate 510(k)?

A It was pretty much an understanding. I
don't know if it was any individual person back at
that time.

Q Well, it Qould seem>chat someone would
have to make a decision that a 510(k) would have to Dbe
filed.

MR. CLEELAND: There is no gquestion.

BY MS. VALENTINE-SIBERT:
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Q Correct?
A Yeah, I guess there was just such an
overwhelming understanding amongst the management team

of "Here's a new product. If this is what this is,

we
need to submit."”

Q But you don't know if this is a new
product?

A I don't recall exactly what this one
was.

Q Was part of your job duties in 1989 to
prebare 510(k)'s to be sent to the FDA?

A That was within regulatory, ves.

Q In 1989, in September of 1989, would you

personally have been the person to prepare the

510(k)?

A Again, I can't recall when Kim started,
but this is addressed to me. It would appear as
though I signed the 510(k). And I probably had a lot
of involvement.

Q Okay. Other than yourself and
Kim Carlson, 1is there ényone else at Calcitek who
would have been involved in the decision to file a
separate 510(k)?

A | The decision to submit basically starts
with regulatory opinion -- regulatory opinion and then
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probably management discussion. But it might be

R and D, it might be sales and marketing, regulatory,

all of us getting together to understand what the

product was, what the product was already cleared for,

and whether or not this fell within the currently
cleared indications or the currently cleared
limitations.

Q You testified earlier that you recall
receiving a letter from the FDA indicating that
certain labeling claims with respect to the original
Integral implant's 510(k) were questionable as to

whether or not they were substantially equivalent;

correct?
A Yes.
Q Would you at that time have suggested

that a separate 510 (k) be filed as a result of thaose
indications from the FDA?

MR. CLEELAND: Are you asking whether he did,
or are you asking him to speculate?

MS. VALENTINE-SIBERT: Well, obviocusly he
doesn't know if he did;

MR. CLEELAND: Okay. My concern is your

comment, "Would you have." It implies some level of

guessing or speculation. I don't mind you going along

with the line of questioning. I have some concern
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that you imply either action or inaction or

recollection or failure of recollection to a specific

task.

BY MS. VALENTINE-SIBERT:

Q So in this particular case, you do not N
recall having suggested that this particular 510(k) be
initiated, this being the new --

MR. CLEELAND: Well, that being the
September 22, 1989, letter that he testified QE
doesn't know what that is?

MS. VALENTINE-SIBERT: No. That's not what I'm
asking him.

MR. CLEELAND: Okay.

MS. VALENTINE-SIBERT: I'm asking him if -- he
indicated that this letter leads him to believe that a
separate 510(k) had been filed.

MR. CLEELAND: On a different product; although
he does not know what. Correct? My concern is he
said he doesn't know what that was for; so it would
make it difficult for him to give a response to you
that is meaningful as ﬁo a specific item or product.
He doesn't know what that correlates to.

BY MS. VALENTINE-SIBERT:
Q Were you ever aware of a situation where

two different 510(k)'s were filed on the same
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product?

A

Again I have to ask for clarification.

Same product or same brand name?

Q

A

Same product.

Two 510(k)'s on the same product? I

honestly don't recall.

Q

Is the brand name something that is

usually identified in the 510(k)?

A

MS.
as Exhibit

MR.

MS.

MR.
vages?

MS.

MR.

Not customarily.

YALENTINE-SIBERT: I'm going to mark this

3.

CLEELAND:

This has two pages to it?

VALENTINE-SIRERT: Yes, it does.

CLEELAND:

Did you intend to have both

VALENTINE-SIBERT: Yes.

CLEELAND:

Page 2 actually refers to

page 3, and it has a different person's name on it.

Did you intend those to be the same?

MS.

VALENTINE-SIBERT: That's definitely not

good. Actually, you know what? Maybe this is

actually only one page. I don't know what this second

page goes to,

MR.

MS.

CLEELAND:

but it doesn't go to this letter.

Okay.

VALENTINE-SIBERT: So it's actually only
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one page.
MR . CLEELAND: Thanks.
MS. VALENTINE-SIBERT: Thanks for clarifying

that.

(pPlaintiff's Exhibit 3 marked.)

BY MS. VALENTINE-SIBERT:

Q Do you recall ever suggesting that an
amendment be made to the original 510(k) for the
Integral implant?

A An amendment? In regards to anything

specific?

Q I'm sorry?
A In regards to anything specific?
Q Okay. Let me ask you another question.

Do you recall the FDA ever indicating to you that
rhere was a question as to the definition of the term
"endosteous implant"?

A I don't remember there being a question
with regards to that term of "endosseous implant.”

Q Okay. I'm going to show you another

document. It's dated July 10, 1990.
A January 10?

Q January. Did I say July? January 10,

1990.

MR. CLEELAND: We can fix that.
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THE WITNESS: Okay.

BY MS. VALENTINE-SIBERT:

Q Have you seen that document before? Do

you recall?
A I believe so.

Q Do you recall whether you made the

suggestion to make that 510 (k) amendment?

A I don't believing that that was our
decision. I believe the agency required it.
Q The agency being the FDA?
A FDA.
Q And do you recall why they required it?
A I believe it's because they felt as

though the abutments needed to be a part of the
submission, which they-weren't originally. So we wére
following through at their request to give them the
documentation they were looking for.

Q Did that amendment have anything to do
with the definition of an "endosteous implant"?

A I think in the context that you're using
it now, it may have brbadened the definition to
include the abutments. Is that what you're referring

to?

Q Okay. As part of the continuing effort

to satisfy the FDA with respect to the labeling
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claims, would that have been something that was done
with respect to the original 510(k)?

A Yes, I believe so.

Q Okay. And were there any meetings that
you had requested or initiated in-house to discuss
those labeling claims?

A Yes.

Q Wwho would have been in attendance at that

meeting, those meetings?

Let me just ask this. Was there more
than one?
A I don't recall the number of meetings,
but we would have certainly discussed the outcome of

our FDA meeting.

Q Okay. So you would think it would be

more than one?

A Possibly, probably. 1I'm not sure.
Q Okay. Who would you have requested

attend the meeting?

A Off the top of my head, I would think the

department heads, the president, myself, and Kim.

Q Okay. And the department heads would be
like the -- for which departments?
A Marketing and sales, research,

development, manufacturing.
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Q And during that time that you were

employed with Calcitek, did the same people hold those

titles?

A There were some changes.

Q Okay. Do you recall who was specifically
at the meetings that the discussion took place with
regards to the labeling claims?

A Not really.

Q Okay. Who would have made the decision
rto place the éuestioned labeling claims on the
product?

A Those labels were from the original
founders of the company. Those claims dated back to
rhe initial release of the product.

Q So that would have been back in 1984?

A Wwhenever we released the product. 1
don't know that it was 1984.

Q Would there have been a committee oOr an
individual, if you know, that would have been
responsible for labeling claims?

MR. CLEELAND: éack in 198472
BY MS. VALENTINE-SIBERT:

Q Well, if you know.

MS. DAVIS: Ever?

THE WITNESS: I don't know.
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BY MS. VALENTINE-SIBERT:

Q Okay. Were you ever told who was
responsible for placing those particular claims on the
labels of the Integral implant?

A No.

Q Okay. When you had youf meetings with
respect to those labeling claims, what was the course
of action that was discussed?

A Well, as I recall and as these memos
indicate, we continued to work with the agency to try
to present encugh data to satisfy their -- satisfy
rhem with regards to the claims being accurate.

Q Okay. Did the FDA inform you that if the
claims were ultimately determined to render the
product not substantially equivalent, that by
continuing to label them during the interim period of
rime with those claims, that Calcitek ran the risk of
marketing a misbranded product?

A As I recall, the addition of the
"Investigational Claims Under Regulatory Review”
statement originated ffom our meeting with FDA and
that that was the agreement, that we would put that
stipulation on all existing labeling while we
continued our dialogue with FDA.

Q and that labeling claim of
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MR. CLEELAND: Are you talking about in

reference to the representation the labels -- we have

not looked at the label. We have not discussed

warnings regarding the application and use. I assume
your question is related to the same line of
questioning we just had?

MS. VALENTINE-SIBERT: That's correct.

MR. CLEELAND: Thank you very much. I
apologize.

MS. VALENTINE-SIBERT: That's okay.

Q So yourself and Kim Carlson had -- let me
ask you this. Did you initiate any additional studies
to be completed as a result of the FDA's concerns of
the labeling claims?

A I don't recall if we initiated new
studies or if we tried to gain more information that
was available. I honestly don't recall. But we did
try to present scientific evidence to support the
claims.

Q But you don't recall whether that
scientific data was soﬁething that was already in
existence or somethingrthat you had just requested to
be compiled?

A The claims were based on existing

scientific evidence, as I recall. And we may have
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tried to augment that with additional studies or with
additional data that we had developed. Animal

studies, for example. It's hard to get humans to

volunteer samples for testing. But I don't know 1if we

specifically went out to start a study to satisfy FDA
during this whole process. I don't think that it
allowed for that kind of timing.

Q Okay. Ultimately the claims were
determined by the FDA to be not substantially
equivalent; correct?

A Correct.

Q and what was the basis for --

(Interruption in the proceedings.)
(Recess.)
(Record read.)

BY MS. VALENTINE-SIBERT:

Q Wwhat was the basis for that
determination?

MR. CLEELAND: In other words, what was the
representation to the witness by the FDA?

MS. VALENTINE-SIBERT: Correct.

MR. CLEELAND: Thank you.

THE WITNESS: The data that we were able to
present did in fact indicate that hydroxylapatite

bonds to bone. As I recall, the Doremus paper that I
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think you have here, as I recall, it was an n of 1;

in other words, only one example of HA bonding to

bone, which they didn't feel satisfied the

requirements to make a broad claim that HA bonds to

bone.

BY MS. VALENTINE-SIBERT:

Q I'm showing you a letter dated March 15,
1990, to Calcitek authored by Kim Carlson. And under
the number 1, it has, "Questioned Labeling Claims."
and as I understand it, the claim was that the coating
permits bone to actually bond with the implant
surface.

A Okay .

Q Does that refresh your recollection as to
what in fact the FDA was concerned with? You
testified that there was a problem with the claim that
the HA bonded to bone. As I understand this
statement, the issue is whether or not the coating,
the HA coating, bonds with the implant surface.

MR. CLEELAND: There's no question.

BY MS. VALENTINE-SIBERT:

Q Upon review of this letter, does this

refresh your recollection as to what in fact the FDA's

concern or stated concern was?
A I still read this as HA bonding to bone.
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Q So the statement the coating permits the
bone to actually bond with the implant surface --
okay. I understand what you're saying now. Okay.
Okay. I understand what you're saying.

Okay. So the FDA ultimately determined
rhat Calcitek was unable to provide them with enough
information to continue to make those claims?

A Correct.

Q Aand at that time did Calcitek make a

determination as to what to do next?

A Yes.
Q And who within Calcitek made that
determination?
A Possibly the president of the company.
Q 'Did you make recommendations to the

president with respect Lo the nonequivalency or not
substantial equivalency of those claims, as to how to
now rectify the situation?

MS. DAVIS: At what point in time?

MR. CLEELAND: Rectify what situation?

MS. VALENTINE-SiBERT: The fact that there's
claims on the product that was deemed to be not
substantially equivalent.

MR. CLEELAND: Well, we've gone from the FDA

saying something, and you're asking for the company's
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response --

MS. VALENTINE-SIBERT: I asked if he gave the
ﬁpresident input as to what Calcitek's response should
be.

MR. CLEELAND: After the FDA offered the

conclusion they did not believe the statements could

be substantiated?

MS. VALENTINE-SIBERT: Yes.

MR. CLEELAND: Thank you.

THE WITNESS: &es. I'm sure I did.

BY MS. VALENTINE-SIBERT:

Q Do you have a specific recollection of
that?

A I think there are only two choices, or
actually maybe three: take the product off the market,
discontinue the claims, or challenge FDA in court.

Q Do you have a specific recollection as to
what your suggestion was, if any, to the president?

A I recall that we discontinued the
claims. We threw away every piece of literature that

had the claims on it that we could find.

Q And was that your recommendation?
A Yes.
Q Do you recall what time frame that would

have been completed in, throwing away all thecse labels

57




10

11

12

14
15
16
17
18
19
120
21
22
23
24

25

"Investigational Claims Under Regulatory Review" was

placed on every label between the time that that was

authorized up until the time that the product was

deemed not substantially equivalent?

A That was the plan. And I believe that to
have been the case. Every label that carried those
claims was -- every piece of literature that carried
those claims was overlabeled with that statement.

Q So you';e not aware of any labels that
were marketed without that claim? During --

A During the pericd that we were working
with FDA, we were very diligent to make sure that we
stayed within compliance, within their good graces.
We honestly felt as though we ﬁad a legitimate claim,
and we thought we had enough evidence to support
rhat. And we tried to work with FDA, and we tried to
do that by accommodating this proposal.

Q So you're not aware of any labels that
were put into the stream of commerce during that time
frame that did not have that statement on it?

A During tﬁét time frame, no.

Q Okay. Prior to your meeting with the
FDA, obviously the labels didn't have any type of a
warning or cavea;, if you will, on them; correct?

A Correct.
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A When I saw something beyond the scope of

previous experience, absolutely.

Q and who would that have been?
A Tom Golec was one clinical adviser. We
had -- we had a few people. I'm trying to remember

the names.
Tom was the clinical guy. It might come
to me.

Q Okay. You testified earlier that you
were also the individual in charge of the quality
control -- quality assurance for Calcitek at the
beginning of your employment, and then you became the
vice president; correct?

A Yes.

Q At some point in time during your
employment, the FDA indicated that they had a problem
with the quality assurance with respect to the HA
coating; is that correct?

A I think that's too broad a statement.
They had a concern with which -- with regards to the
controls that we had ih place or lack of controls that
they thought were appropriate.

Q And what specifically did they feel
needed to be in place that was not?

A To my recollection they wanted to track
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don't know if I saw this when I was actually at
Calcitek or if I actually got a copy of this

__independently of Calcitek. But I think I was there.
I should have checked my resume.

BY MS. VALENTINE-SIBERT:

Q I was trying to see if you authored any
letters that might help you, but unfortunately you

didn't; so that won't help.

A Well, I believe I was there.

Q Okay. So did you or did you not say that

you saw that while you were still employed?

A les.

Q Okay .

A I believe I did.

Q Okay . geally quick I'm just going to

show you this December 3, 13990, letter.

A Yes.

Q and as I understand it, that was the
letter that notified Calcitek that they had finally
determined the product was not substantially
equivalent. Is that yéur understanding?

A Yes.

Q Okay. So it would have been shortly
after this December 3, 1990, date that Calcitek would

have made its decision, as you testified earlier, to
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remove the labeling claims?

A Yes.

Q Okay. The letter that you have in front
of you discusses a couple of concerns that the FDA
had, one of which was the specific labeling claims.
and as I understand the letter, the ?DA did an audit’
or an inspection at Calcitek and found some product
with the labeling claimé still attached to them.

A Yes.

Q Do you have an understanding as to why
Calcitek would still have product with those claims on
it as late as 19922

A No. This was a tremendous surprise.

MS. DAVIS: Can I just state for the record
that the front page of that letter says when the
inspection was done, and the inspection was not done
in 1992; that the inspection was done --

MS. VALENTINE-SIBERT: October of '91.

MS. DAVIS: Correct.

THE WITNESS: No, this was quite a surprise.
We had revised all of 6ur labeling. We had deleted
the comménts. We had reprinted the labeling. What we
believe happened was that there was an ordering
error. But we have never been able -- we were never

able to trace back how that happened.

93




10

11

12

13

14

15

16

17

i8

19

20

21

22

23

24

25

R & 2

failure mode of an HA implant is to have the HA come
off. There are many reasons why that can happen.

Q Okay. So would it be fair to say that
that is a risk that is associated with having an
HA-coated implant?

A I would say that's correct.

Q And you testified earlier when I showed
you a letter that indicated customer complaints of HA
coming off of an implant, you indicated that that was
not a unique complaint?

MR. CLEELAND: Actually, that wasn't what he

said.

But if you understand the question she's

about to ask you, you can answer it. She hasn't asked

it yet.
BY MS. VALENTINE-SIBERT:

Q Is that correct?

A Well, yeah. What I intended to say, what

I meant to say, was that a letter stating that HA came

off of the implant associated with the complaint, it'
not unusual. That is a failure mode of an HA-coated
implant.

Q Are you aware of any labeling or
advertisements or brochures that warned the consumers

of that failure mode?

S
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A I'm not aware of consumer-targeted

labeling, at least not immediately. Most of our
—Tabeling, most of our literature, was targeted at our

customers, which would be surgeons, the

prosthodontists.

Q Are you aware of any labeling or
brochures or advertisément that would have been
presented to the customers that evidenced the failure

mode of HA coming off of the coating? I mean off of

the implant?

A I don't recall any literature targeted t
a customer. We may have done it, but I don't recall
it.
Q So are you aware of any labeling,

advertisements, or brochures or any other documents,

for tchat matter,
purchasing or ultimately consuming or being the
consumer of that product that there in fact was a
potential risk of the HA coming off of the implant?

A Again, it seems like the same question.
I don't recall any litérature for a consumer.

Q Okay. Well, I'm just making sure that
I'm, like, covering all my bases on that.

A All right.

Q Because really all I'm trying to

o

that would have warned anyone who was
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Claims Under Regulatory Review" provision?

A Correct.

Q Is it your understanding that if a
product is marketed'with claims that are determined to
not be substantially equivalent, then a product is
misbranded?

MR. CLEELAND: Insofar as it asks for a legal
conclusion, I will object as it lacks foundation..
Insofar as it asks for the witness's understanding, it
is therefore irrelevant and inadmissible, and I will
object on that basis.

Go ahead if you have an answer, sirf

THE WITNESS: 1 beiieve once the claim's
determined to be unsubstantiated, to continue to
market the product would be misbranded.

BY MS. VALENTINE-SIBERT:.

Q So the fact that the product has been
marketed with those claims and the claims are never
determined to be substantially equivalent is of no
consequence?

A Back in 1584-1985, when this product was
first introduced, you simply had to have the evidence
on file to support the claims. We had the evidence on
file. Not until 1989, when the claims were

challenged, did we realize or did we find out that the
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claims were not considered substantially equivalent,
or substantiated. We believed we were in compliance.

Q Despite your belief that you were in
compliance, the FDA determined otherwise; correct?

A Yes.

Q You said that in 1984 and 1985, you had

the information on file.

. A I'm speculating that that's the time
frame.
;; Q Okay.

A I don't know when these claims were

originally made.

Q But what information would have been on
file?

A I believe the reports that were cited.

Q To substantiate those claims?

A Yes.

Q However, based on the FDA's ultimate

determination, is it your understanding that what was
on file ultimately was determined to not be adequate?
MR. CLEELAND: éan I have that back, please.
(Record read.)
MR. CLEELAND: 1I've got to hear that one more
time. I'm sorry.

(Record read.)

xhiblt Y 116




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

MR. CLEELAND: Yeah, I have multiple concerns
over that guestion, including vague and ambiguous as
to what ultimate determination and who made that
determination and who determined it was not adequate.
The witness testified that the company believed that
it was adequate. He submitted documentation in
support. So I think it becomes a little convoluted.

BY MS. VALENTINE-SIBERT:

Q Did you understand the question?
A Not anfmore‘
Q You testified that Calcitek had placed

certain information on file with the FDA with regards
to the claims that were placed on the brochures.

A Yes.

Q You testified that Calcitek was under the
impression that those claims were sufficient.

A Yes.

Q The FDA ultimately determined that they
were insufficient; correct?

A Correct.

Q Now, that‘worked really well because I
have no idea where I was going with that now.

MR. CLEELAND: It happens.
BY MS. VALENTINE-SIBERT:

Q I assume that Mr. Cleeland and Ms. Davis
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represent you for the purposes of this deposition; is
that correct?

A Yes.

Q Other than the conversations that you've
had with them pertaining to this particular lawsuit,
have you had conversations with anyone else pertaining
to this lawsuit?

A No.

Q Prior to our attempts to contact you with
respect to testifying in this lawsuit, were you aware
of this lawsuit at all?

A No.

MS. VALENTINE-SIBERT: Okay. I don't have any
further questions.

MR. CLEELAND: Okay. Thanks.

MS. VALENTINE-SIBERT: Okay. I propose that we
relieve the court reporter of her duties under the
Code and that the original of the deposition be
forwarded to your office, I presume?

MS. DAVIS: That's fine.

MR. CLEELAND: fhat would be fine.

MS. DAVIS: The Santa Monica office is fine.

MR. CLEELAND: Send it to her address.

MS. VALENTINE-SIBERT: Okay. Then you'll go

ahead and send it to Mr. Lariviere and have him make
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corrections and_provide us with copies of those
corrections within 20 days after he makes the
corrections?

MS. DAVIS: That would be fine.

MS. VALENTINE-SIBERT: And that if the original
transcript is lost or stolen or misplaced, that a
certified copy can be utilized as an original?

MS. DAVIS: That's fine.

MS. VALENTINE-SIBERT: That's it. Thank you.
//

//
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I, RICHARD LARIVIERE, do hereby declare

uhde; penalty of perjury that I have read the

foregoing transcript; that I have made such

corrections as noted herein, in ink, initialed by me,

or attached hereto; that my testimony as contained

herein,

19,

as corrected, is true and correct.

at

EXECUTED this day of

(Cityf

{State)

RICHARD LARIVIERE

Cxhibit ¢
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STATE OF CALIFORNIA )
: S8
COUNTY OF ORANGE )

I, the undersigned, a Certified Shorthand
Reporter of the Stéte of California, do hereby
certify:

That the foregoing proceedings were taken
before me at the time and place herein set forth; that
any witnesses in the foregoing proceedings, prior to
testifying, were placed under ocath; that a verbatim
record of the proceedings was made by me using machine
shorthand which was thereafter transcribed unde§ my
direction; further, that the foregoing is an accurate
transcription thereof.

I further certify that I am neither
financially interested in the action nor a relative or
employee of any attorney of any of the parties.

IN WITNESS WHEREOF, I have this date

subscribed my name.

Dated: JUL 23 1398

é;4~;4 ’+A~v£%>
SYLVI®  HANKS
CSR No. 9618
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PRODUCT DESCRIPTIU.«
The Integral” System is a clinic-
ally proven two-stage system,
consisting of a Calcitite® coated.
biocompatible. titanium implant
bedy and a selection of threaded
abutments and attachments which
allow for a wide variety of fixed or
removable prosthetic applications.
The Calcitite brand of dense
hydroxylapatite {HA) coating is
applied and bonded to the implant
surface using a modified plasma
spray process. [t is a unique
coating that creates a dramatic
biochemical bond between the
implant and natural bone, not just
a mechanical {ixation as observed
in other osseointegrated implants.
The Integral system combines
contemporary implant research
and the most advanced principles
of biomaterials engineering.
PRODUCT USAGE
The Integral brand implant is
indicated for fully or partially
edentulous patients where fixed or
removable appliances are the
restoration of choice.
PRODUCT ADVANTAGES
The Integral system demonstrates
many significant advantages:
«The %clu/giyﬁ_ﬂal;isi\te;_cﬁﬂing
on the Integral implant has demon-
strated its ability to enhance
osseointegration because it hio-
logically bords to natural bone.
Depositio® ol new bone occurs not
just at the old bone site, but also
on the hydroxylapatite coating

itself. resulting in a significant

increase in the rate at which the

surgical site heals. Evidence of an
attachment of gingival epithelium
to hydroxylapatite implants has
been shown by previous resear:lll-
ers. This seal is seen as essenti

for reducing the risk of infection
and irgplant failure,

« Integral implants are provided
sterile and are protected by a
special double wrapped holding-
vial transfer system for easy
delivery to a sterile field.

+ A simplified surgical procedure
not only minimizes chairside time,
but greatly reduces the risk of

—~t=ne trauma. Bone is cooled during
the staged drilling procedure by
internal irrigation while the unique
design of the drill simultaneously
removes the cutting debris.

+ Integral implant bodies are
available in four lengths to accom-
modate individual anatomic
requirements. Their design and
the Calcitite coating create rapid
initial stabilization of the implant.
A wide selection of threaded
attachments are available. allow-
ing maximum flexibility in the
choice of prosthetic restorations.
The system incorporates fixed
and removable abutment designs.
Integral implants accept time-
proven systems such as the Zest*
Anchor, an o-ring attachment,
various bar attachments and
—magnetic retention systems. And,

should the patient’s prosthetic
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needs change, requiring a differ-
ent restorative solution, our
threaded abutments, in most casg,
will allow for a complete change
of restoration type, without
disrupting the integrity of the
implant itself.

PACKAGING

The Integral system is available
in a surgical kit which provides a
necessary placement instrumenty
tion and eight implants. Abut-
ments and other attachments ma
be selected on an individual basi:
A complete listing of prosthetic
attachment options can be found
in our price list.
PERSONAL,TECHNICAL
SERYICE

Your orders are handled by tech-

- nical representatives with signifi

cant product knowledge. They e:
answer your questions about the
Integral System and hydroxyla-
patite technology. Product litera
ture, technical papers, video
instructional materials and patie
education Titerature are availabl
upQuLrequest.
ORDERING INFORMATION
Orders may be placed direct by
calling toll-free {800) 854-7019 o1
{800) 542-6019, in CA.
SHIPPING

All shipments are subject to a
$3.00 freight and handling fee
which will be included on each
invoice. Shipments are sent 2nd
Day Federal Express, unless
otherwise specified.

TERMS

2% 10 days: net 30 days. Prices.
policies and terms are subject t
change without notice.

No product will be accepted f
return without prior authorizati
Merchandise authorized for rett
will be subject to a restocking
charge. All freight must be prep:
on returned merchandise.

@ Cailcitek, Inc.

The Recognized Leader 1n Hrdronyiaspstite Texhs

2320 Faraday, Carlsbad, CA 92¢
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DEPARTMENT OF HRALTH AND HUMAM SERVICES Public Health §

7eed sad Drug Adn
Cester feor Devise
Sadielegicel Heal
ottice of Device

Decunment Rail Cen
1390 sieencd Otiv
Reekville, Rasylas

SEPTEMBER 22, 1989
CALCITEK, INC.

D.C. Number : K8935680
ATTN: RICHARD L. LARIVIERB Raceived : 09-20-89
2320 PARADAY AVENUR 90th Day r 12-19-89
CARLSBAD, CA 92008 Product t  INTEGRAL

The Premarket Notification you have submitted as required under Section 3510(k) of the

Pederal Pood, Drug, and Cosmetic Act for the above referenced device has deen received
and assigned an unique document control number (D.C. Number above).

Plesse cite this
D.C. Number in any future correspondencs that relates to this submission.

Ve vill notify you vhen the processing of this submission has been completed or it
any additional information is required. You are required to vait ninety (90) days
after the received date shovn above or until receipt of a "substantially equivslent®
letrer before placing the product into commercial distribution. Ve intend to complate
our raviev expeditiously and vithin ninety days. Occasionally, hovever, a submitter
vill not receive a final decision or a request for additional i{nformation uncil afeer
ninety days has elapsed. Be avare that FDA is able to continue the reviev of a
subaission beyond the ninety day pericd and aight conclude that the device is not
substantizlly equivalent. A "not substantially equivalent® device nay not be in
commercial distribution vithout an spproved presarket approval application or
reclassification of the device. Ve, therefore, recoamend that you not market

this dev.ce before FDA has nade a final decision. Thus, if you have not raceived

a decision vithin ninety days, {t vould be prudent to check vith FDA to determine
the status of your subaission.

All correspondence concerning your submission MUST be sent to the Document Mail
Center at the above address. Correspondence sent to any address other than the one
above will not be considered as part of your official premarket notification

agpiication. Telefax material vill not be accepted nor considered as part of your
official premarket notificaction a

pplication, unless specifically requested of you
by an FDA official.

If you have procedural or policy questions, please contact the Division of Small
Manufacturers Assistance at (301) 443-6597 or their toll-free nuaber
(800) 638-2041, or contact me at (301) 427-1190.

Slnét:oly yours,

Y & Robert I. Chissler
&:“_‘_g_i_zxz!'317—l—— Premarket Notification Coordinator
FOR IZENTIFICATION Office of Device Bvaluation

SYLVIZ IANKS, CSAE ©518 Center for Devices and /)
1-:0 19 2% Radiological Health

v R AT '
Attachment 7 ° ’




CaLCIrEx/n .

Septamber 20, 1449

Cucrren, boe
REGISTERED MalL GSH v ke o d N,
Cwes e 332008
8:9 1} 9418
Mr. 3arxry Sands

Scientific Reviewer 1 MThucmsee
Bivigion of Obstetrice/Gynecol '

tar, Nose, Throat and Dental Devices

Pood and Drug Administration

1390 Picoard Drive

Rockville, MD 1208%7

RE: Integral (August 31, 1999 compliance letter)

Deaayr Mx. Sande:

In responsa to the above referenced
Inc., registration number 2033141, Tequests that the clinical
informgcion submitted to you during our September 19, 1989
ueeting be accepted as & supplenent to the above referenced
510(X). As we discussed in tne

Beeting, ve believe the data
contdined within that package substantiastes the claims in
question. As va agreed, pendin

review of the supplement, a1}
distribution of the offending literature has ceas®d and journal
ads not alfeqdy pPtinted have been pulled. Any interis use of

¢ nY the claims {n question will be done vwith the
ii§35'5§§v&:§§qa§xo.;3 CLAIMS UNDER RRGULATORY REVISW® clearly
printdd on the docyument.

Compliance letter, caleitex

Sincere gratitude to you and Mr.
) ‘Q“;é ﬁﬁ:‘;‘° :T:;“Q,'I.. us on such short notice and lock
gigﬁi:; to g% g: regoiution of this mateer.

Please (o€l lree TO c8ll 34 if I can be of further assisance.

sincefely,

ieled R~

at::;::rtaatii;;'k.'urlnco and Regulatory Affsirs

(8194319018

cting Deputy Chlet,

. Jgwe® Trasnt : A
wely
VI et
““;&.“M“q c‘ \9 C\(\,’\f\@ .
I —— T
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DEPARTMENT OF HEALTH & HUMAN SERVICES Pubiic peatth €

Food o]
MAY 30 1990 1390 Presara 0
Rockwitle, MD <

Ms. Rimberly M. Carlson
Manager, Regulatory Affairs
Calcitek, Inc.

2320 Faraday Avenue
Carlsbad, California 932008

Re:

K895680/A )
Integral

pDated: March 1S, and March 27, 1990
Received: March 16, and April 24, 1990

Dear Ms. Carlson:

We have reviewed your Secticn S10(k) notification of intent to market the

device referenced above.

We cannot determine if the device is

substantially equivalent to a device marketed pricr to May 28, 1976, the
enactment date cf the Medical Device Amendments, tased solely on the

informatisn you provided.

In order for us to ccmplete the review of your

submissicn, we require the following:

3

-

(V)
.

Previde oricinal data from all referenced anirmal and/or uuman studies
tOo sSucpert Claims involving bene bonding. The <ata submitted to date
not sucstantiated the fact that bone and the Calcitek hydroxylapatite
coating actually bond. The data has demonstraiad that the bond betwe
and bone did not have intervening fibrous tissue. However, chemical
bonding was nct demonstrated. Furthermore, histclogical data derivec
two or three retrieved implants do not establish the fact that bondi:

occcurs cn a regular tasis. The data presented :thus far demonstrates
bone can Zireztlv crpose the :

A ccating withcut intervening f£ibrous
tissue. .

The :reference %o Impladent’s 310(k) ¥812321 dces not establish the f:
that claims cf bone bonding have been f£zund sucstantially equivalent
The ceferences that were made :in Impladent’s i0(k) were not conside
labeling. In addition, Impladent’s implant is of a different geomet

coniizuraticn than that of ycurs and this cculd directly affect the
ultimate bone/HA interface.

The _apeiing claims based cn animal studies may ce included if origi
data derived from thesz studies can be supplied to the Food and Druc

Administraticn (FDA)} for review and the follcwing statement prefaces
claims.

"A direct analogy between the animal pnysiolcogical reaction anc
human physiological reaczion to dental implants cannot be drawr

craAm e —,——-

relevance of the results £:
1TAnIITIIlal LEDLANT sTuay T2 that oI i Zenzil o.mplant places lno o
mancitle cr maxilla. This request is made as a result of a label

made apout mean attachment strength cf hydroxviapatite coated
N Ne zanine femur.

Previde clinical data to demeonstrate the

Attachment 10



Page 2 — Ms. Rimberly M. Carlson

We believe that this information is necessa
not this device is substantiall

ry for us to determine whether
cegard to its safety and effec

Yy equivalent to a pre-Amendments device wi
tiveness.

You may not market this device until 90 days after you have
informaticn described above and required by 21 CFR 807.

provided adec
market the device without conforming to these requirements, mb. i
viclation of the Federal Food, Drug, and Cosmetic Act (Act). You:may,

however, distribute this device for investigaticnal purposes to obtain
clinical cata if needed to establish substantial equivalence. (linical
investigations of this device must be conducted in accordance with the

investigational device exemptions (IDE) requlations.

If the requested information is not received within 30 days, we will cons:
your premarket notification to be withdrawn and your sutmission will be
deleted frcm our system. If you submit the requested information after 3¢
days it will be ccnsidered and processed as a new 510(k); therefore, all

information previously submitted must be resubmitted so that your new 510
is cocoplete.

Please submit the requested information to:

Document Mail Center (HFZ-401)

Center for Devices and Radiclogical Health
Food and Drug Administration

1390 Piccard Drive

Rockville, Maryland 20850

=

: £. Sands, at (301) 427-1230. If you need information or
assistance concerning the IDE requlations,

: please contact the Division of
f?gi% ?3§u§§§§:rers Assistance at their toll free number (800) 638-2041 or
} -3/,

If you have any cuesticns ccncerning the contents of this letter, please
contact Mr. Barry E

Sipcerely yours,
jﬂi&/ A, Lo

Lillian Yin, Ph.D.

Director, Division OB~GYN, ENT,
and Dental Devices

Qffice of Device Evaluation

Center for Devices and
Radiclegical Health
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JEDEPARTMENT OF HEAL _{ & HUMAN SERVICES

Public Heath Service

1380 Piccard Orive

Rockville; MD 20850

DEC - 3 19g

hard L. Lariviere
5 t’k' mc.

Faraday Avenue
k1sbad, CA 92008

 k895680,/B

Integral &

~ Regulatory Class: III
Dated: Augqust 31, 1990

>~ Received: September 4, 1990

Dear Mr. lLariviere:

We'have reviewed your Section 510(k) notificaticn of intent to market the
device referenced above. We have detsrmined the device is not
substantially equivalent to devicss macketad in interstate commerce prior
to'May 28, 1976, the enactment date of the Medical Device Amendments, or to
sy device which has been reclassified into class I (General Controls) or
class II gPerfomgm). This decision ig baged on the fact that
your_device has a

use. This dacision does not affect the
marketing clearance received under X840750. However, the labeling claims

outlined below which were not part cof X8407 cannot be used.
"The ccating permits beone to actually bond with implant sucface."

a.

b. "Bone-bonding characteristics of hydroxylapatite material.®

c. "Biochemical tests on bone loaded and uniocaded implants dramatically
reveal the superiority of Calcitite—coated implants on both degree and
rate of fixation in bone."

“Additicnally, the presence of more supporting bone on the

Calcitite~coated implant surfaces (versus uncoated implants) may
contribute to continued implant success.”

"But with Calcitite-coated implants, tone grows more rapidly on, and
covers a greater percentage of, the implant surface. Plus, there are
virtually no fibrous tissue elements between the bone and the implant."

f. "Most important of all, this bonds strongly to the Calcitite-coating.

This bone-bonding phenomenon mirrors the bone~-bonding associated with
dense hydroxylapatite.”

9. “Histological studies damonstrate why Calcitite—coated implants may
perform better than uncoated implants,.”

Attachmant 1t
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DEPARTMENT OF He. ....I‘H&HUMA SHRVICES ), <

%(. f- T e

Los Angeiss Distriey- o
1521 West Pico Boulevarg
WARNING LETTER Los Angeles, California 9001S-2486+
) WL—Sl';z Telephone (213) 252.73a3 .

May 15, 1992

Mr. James S. Fraser
President

Calcitek, Inc.

2320 Faraday Avenue
Carlsbad, California 92008

Dear Mr. Fraser:

During an inspection of your medical device facility by the Food and

Drug Administration (FDA) between October 8 and November 1, 1991, our
investigator documented numerous violations associated with your firm's
hydroxylapatite (HA) containing products. These products, "Biointegrated
Dental [mplant Systems” and “"Calcitite Nonresorbable Hydroxylapatite Bone

Grafting Material,” are devices as defined by Section 201(h) of the Federal
Food, Drug, and Cosmetic Act (the Act).

The viclations included deviations from the Good Manufacturing Practice for
Medical Devices (GMP) regulation, Title 21, Code of Federal Regulations
(CFR), Part 820, which cause your firm's hydroxylapatite (HA) containing

products to be adulterated within the meaning of Section 501(h) of the Act,
including the following:

i. Failure to test each lot of finished device for conformance with
device specifications prior to rclease for distribution, as
required by 21 (R 820.160. For example, the hydroxylapatite
content or crystallinity is not properly characterized in the
coating of each lot of hydroxylapatite coated devices or packaged
hydroxylapatite particles, and the pass/fail criteria for the
coating allow S NSEE» and hydroxylapatite without regard to
their relative ratios. In addition, the 11/26/91 study entitled
"The Effects of \Qmge» Sterilization on HA Particles and HA
Coatings” is not sufficient to justify the absence of tests
conducted on devices or test strips followi irradiation
prior to release of finished devices for distribution.

Failure to assure that all quality assurance checks are adequate
and appropriate for their purpose and are performed correctly, as
B required by 21 CFR 820.20(a)(4). For example, the hydroxylapatite
content or crystallinity is not properly characterized in the
coating of each lot of hydruxylapatite coated devices or packaged
hydroxylapatite particles and the pass/fail criteria for the
coating allow YNy and hydroxylapatite without regard to
their relative ratios and neither devices nor test strips are

tested following gy irradiation prior to release for
distribution.

Attachment 12



Calcitek, Inc.

AR T A

Warning Letter - WL-51-2

Page 2

3.

Failure to control environmental conditions at the manufacturing
site to prevent contamination of the device, where enviromental
conditions could have an adverse effect on the device's fitness
for uSe, as required by 21 CFR 820.46. For exasple, humidity is

not monitored during the hydroxylapatite coating operations in the
plasma spray coating room.

Failure to examine device labeling materials for identity, as
required by 21 CFR 820.120(d). For example, the container package
label for catdlogue N. 0803, lot 910589, a 13 om Integral 4.0
Ioplant was labeled with a container package label that
erroneously stated it was an 8 om implant.

~Failure to establish procedures for specification control measures

to assure that ‘the design basis for the device is correctly
translated into approved specifications, as required by 21 CGFR
820.100(a)(1). For example, the effect of humidity could not have
been part of the validation of the HA coating operation in the
plasma spray coating room.

Failure of the device master record to include production
envirorment specifications, as required by 21 CFR 820.181(d).

There is no specification for humiditly in the plasma spray coating
room.

Failure to dispose of by-products and chemical effluents in a
timely, safe, and sanitary manner, as required by 21 CFR
820.56(d). For example, there was a pink-colored material

deposited along the seams of a metal plate on the {{A processing
machine on October 10. 1991,

Failure to maintain a device history record to demonstrate that
the device is manufactured in accordance with the device master
record, as required by 21 CFR 820.184. For example, the SIS
ROOM cleaning record did not clearly indicate whether the
processor was cleaned or whether production was still continuing
from the previous day.

During the inspection, FDA investigators collected labeling for your firm's
"Calcitite Nonresorbable Hydroxylapatite Bone Grafting Material," which
revealed that these devices are misbranded within the meaning of Sections
502(a) and 502(o) of the Act. The labeling for the devices is false or
misleading within the meaning of Section 502(a) in that statements such as:

“Since Calcitite UA is similar to a mineral naturally found in
your body, it is completely compatible with your body”;

“Since Calcitite is a mineral naturally found in your body, it is
completely compatible with your body”: and

e e eliciting no inflammatory or forecign body response.”

Attachment 12




Calcitek, Inc. g
Warning Letter - WL-51-2
Page 3

represent or suggest that the material is completely biocompatible,
representations or suggestions are false or misleading or otherwise

contrary to fact because Calcitek grafts are non-autogenous grafts ana
cannot be coompletely compatible.

Your firm's "Calcitite Nonresorbable Hydroxylapatite Bone Grafting
Material” is misbranded within the meaning of Section 502(0) of the Act, in
that a premarket notification submission was not provided as required by
Section 510(k) and 21 CFR 807.81(a)(3), and was not found to . be
substantially equivalent as required by Section 513(i)(1)(A), when
significant changes or modifications were made to the device. For example,
the statement: "... can retard further progression of gum disease...aiding
in preventing its recurrence” constitutes a major change or modification in
the intended use of the device CALCITITE 2040 BONE GRAFT MATERIAL,
described in K852682, and requires a premarket notification submission.

During the inspection, FDA investigators also collected labeling and
promotional material for your firm's "Biointegrated Dental Implant
Systems,” which revealed that these devices are adulterated within the
meaning of Section 501(f)(1)(B) of the Act, in that the devices have been
classified in Class 1II under Section 513(f) of the Act and are required to
have in effect an approved application for premarket approval, and no
approvals have been granted. In a letter dated December 3, 1990, regarding
K895680, a premarket notification submitted for the Integral device, the

"Biointegrated Dental Implant System” was classified in Class II] when it
is labeled with claims, including:

"The coating permits bone to actually bond with the implant surface.”

“Bone-bonding characteristics of hydroxylapatite material.”
and

"Biochemical tests on both loaded and unloaded implants dramatically

reveal the superiority of Calcitite-coated implants on both degree and
rate of fixation in bone.”

Statements such as:

e

.... to ensure complete bony fixation ....,"

"Biointegration and implant stability are enhanced by the Calcitite
brand of dense hydroxylapatite (HA) coating ...."

and
".... to ensure a stable biocompatible interface with bone ....”

found in labeling and promotional materials for the Integral and Integral

Oomiloc Bivintegrated Dental Implant Systems cause these devices to be
unapproved Class 11l devices.
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You firm's Biointegrated Dental Ioplant Systams are also misbranded within
the meaning of Section 502(t)(2) of the Act in that information was not
submitted within the reporting time frames to the Food and Drug
Administration (FDA) as required by 21 CFR Part 803, the Medical Device
Reporting (MDR) rcgulation. Specifically, you failed to submit a telecphone
report within five (5) calendar days and a written report within fifteen
(15) working days of your initial receipt of information which reasonably
suggested that one of your commercially distributed devices caused or
contributed to a serious injury. Your firm's retrospective subtmission in
October 1991 of 21 events identified them as malfunctions, however, FDA

considers these events to represent serious injuries as defined in the MDR
regulation under 21 CFR Part 803.3(h).

The loss of or failure to osseointegrate of an endosseous implant device
leaves the patient with-a compromised intra-oral structure (i.e.,
supporting bony tissue damage) which may allow entry of oral fluid and
microorganisms into the implant site, infection, and implant mobility; and
necessitates medical intervention by a health-care professional to remove

the inplant, promote healing, and prevent further bone loss, thereby
precluding permanent tissue damage.

The failure to osseointegrate or fracture of the ioplant may also impair
the patient's masticatory function, necessitating medical intervention to

remove and revise the implant, to preclude permanent impairment of a body
function.

Since the failure to osseointegrate will not correct itself, it cannot be
viewed as temporary impairment, but must be viewed as permanent impairment.
When a firm receives a report that states that there was a failure of the
device to osseointegrate and medical intervention was needed, lacking any
other information, the incident is reportable as a serious injury that

required medical intervention to prevent permanent impairment of a body
function or structure.

Your firm is also in error in the definitions used to identify reportable
malfunctions. Perforation of the sinus cavity is considered a serious
injury as well a recognized complication. Exfoliation or removal of an
inplant (before or after restoration) and fracturing of the bone are
serious injuries which require medical or surgical intervention to preclude
permanent iopairment of the body structure or function. Fracturing of the
blade portion of the drill and mobility of the implant or complete
augmentation would also be considered serious injuries unless your firm
obtains information and/or a statement from the health-care professional
within five (5) calendar days that no medical or surgical intervention was

required to remove the fractured blade or correct the reported mobility
problem.

FDA also considers outright fractures of the implant to be serious
injuries, especially those where the fracture occurs in the bone or soft
tissue area, and the definitions should be revised accordingly.
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Your [irm should revise its MDR reporting procedures to reflect the
interpretation provided above. Also, your firm is responsible for the
submission within fifteen (15) working days of receipt of this letter, of
all other MDR reportable incidents received by your firm within the 2-year
period prior to the date of this letter which have not been reported to
FDA. |[f submission of these reports cannot be completed within fifteen
(15) working days of receipt of this letter, provide a tabulation of the
reports and the time when the reports will be submitted. The MIR reports

and tabulation, if necessary, should reference this Warning Letter and be
directed to: -

Mrs. Victoria A. Scimid
Device Experience Administration and Monitoring Branch (HFZ-343)
Division of Product Surveillance
Office of Cosmpliance and Surveillance
Food and Drug Administration
. 1390 Piccard Drive
Rockville, Maryland 20850

This letter should not be construed as an all-inclusive list of deviations
associated with your facility and your products. It is your responsibility
to assure that you coaply with all requirements of the Act. Until these

violations are corrected, Federal agencies will be informed that the Food
and Drug Administration recommends against the award of contracts for
affected products.

You should take prompt action to correct these deviations. Failure to
prooptly correct these deviations may result in regulatory action being
initiated by the Food and Drug Administration without further notice.
These actions include, but are not limited to, seizure and/or injunction.

Please notify this office, in writing, within fifteen (15) working days of
receipt of this letter, of the specific steps you have taken to correct the
noted violations and to prevent their recurrence. If corrective action
cannot be coopleted within 15 working days, state the reason for the delay
and the timeframe within which the corrections will be completed. We

acknowledge receipt of your letter dated November 27, 1991, which you may
wish to reference in your response.

Your response should be directed to:

Mr. Thomas L. Sawyer

Director, Compliance Branch

U.S. Food and Drug Administration
1521 West Pico Boulevard

Los Angeles, California 90015-2486

Sincerely,

George J. Gerstenberg
District Director
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* DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
Food and Drug Administration

Los Angeles District

1521 West Pico Boulevard

Los Angeles, Califarnia 90015-24
February 3., 1993 Telephane (213)-252-7583

Mr. James S. Fraser
President

Calcitek, Inc.

232C Faradcay Avenue
Carispad, Ch 9Z00%

Dear Mr. rraser:

We nave complieted our review of tne labeling and Current Good
Manuiacturing Practice issues (CGMPs) involved in the Warning
Letter WL-51-2., dated May 13, 1592 and your response. The rasponse
to the Reporting issues (Mecical Device Reporting ‘MDRs’') dated
16/736/7%2z from your attorney, is still under review. We dia
ancounter significant delays in that vyour response had to go
through muitiple levels of review at FDA neadquarters, and we-
apologize for the delay 1n .providing the foliowing:

1. Your response to labeling sections 302(a), 502(o0), and
S01(£)(1)(B) appears to be adequate. You have agreed to remove all
labeling claims identifiied 1n the Warning Letter as causing the
device to be misbranded within the meaning of these sections.

2. Your response to the Gooda Manufacturing Practice section
501(h) appears to be adequate, except for the following: '

. Scientists in the Office of Device Evaluation {(ODE) were consulted
?’on the GMP deviation regarding the failure to test each lot for
conformance with device specifications; and the failure to assure
the adequacy anc appropriateness of all guality assurance checks.

The ODE scientists have advised us that tne finished device
specifications fcor <tthe hydroxyiapatite coat:ng shouid include
infrared spectrophptometry, crystaliinity measurements, and a

_57caic1um/phosphorus ratio caicuviation, to provide a complete
characterization of the coating. Tney advised that while it is not
necessary to conduct these tes:is on eacnh iot of finished devices,
tnere shouid be some mechanism for periodic testing to assure that
the Iinished device continues 1o meet the parameters set for these
speclfications.

In addition, they _advised that the maximum trace element /
concentration allowed by their hydroxylapatite powder (550 ppm) is //

much higher than that given in the ASIM stapndard (F1185) for [
hydroxylapatite (50 ppm). While this standard is a voluntary
standard, ODE advises that it is the current industry standard for
hydroxylapatite and that trace element concentration allowed by
Calcitek could arguably be considered a failure to comply with
current good manufacturing practices in the industry.
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We would encourage Caicitek to compiy with the ASTM standard and
lower the aliowable maximum trace ccncentration in the
hydroxylapatite powder to 56 ppm.

Please respond to the GMP issue regarding lot testing within thirty
(30) days., so that we may close this part of the file. Send the
response to my attention at the Los Angeles District Office.

/
C;;%/}““ C ‘zi;ﬂa_z

Thomas L. Sawvyer
Director Compliance Branch
Los Angeles District Office
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qgﬁv’ Designation: F 1185 - 88 (Fleapproved—‘l"993‘).€1 '

AMERICAN SOCIETY FOR TESTING AND MATERIALS
1916 Race St Phiadelphia, Pa 19103
Reprinted from the Annual Book of ASTM Standards. Copyright ASTM
it not listed in the current combined index, will appear in the next edition.
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—

Standard Specnflcatlon for
Composition of Ceramlc Hydroxylapatlte for Surglcal
Implants® . N

This standard is issued under the fixed designation F 1185; the number immediately following the designation indicates the year of
original adoption or, in the case of revision, the year of last revision. A number in parentheses indicates the year of last ruppmval A
superscript epsiion (¢) mdxmtu an ednonal change smcc the last revision or rcapproval

€' Note—Keywords were added and Section 3 editorially corrected in March 1993.

1. Scope

1.1 This specification covers material requirements for
ceramic hydroxylapatite intended for surgical implants. For
a material to be called ceramic hydroxylapatite, it must
conform to this specification. (See Appendix X1.)

1.2 The biological response to ceramic hydroxylapatite in
soft tissue and bone has been characterized by a history of
clinical use (1, 2, 3)* and by laboratory studies (4, 5, 6).

1.3 This specification specifically excludes hydroxyl-
apatite coatings, non-ceramic hydroxylapatite, ceramic-
glasses, tribasic calcium phosphate, whitlockite, and alpha-
and beta-tricalcium phosphate. (See Specification F 1088.)

2. Referenced Documents

2.1 ASTM Standard:

F 1088 Specification for Beta-Tricalcium Phosphate for
Surgical Impiantation?

2.2 Code of Federal Regulations:*

Title 21, Part 820.

2.3 National Formulary:

Tribasic Calcium Phosphate

2.4 United States Pharmacopeia®

Identification Tests for Calcium and Phosphate <191>

Lead <251>

Mercury <261>

Arsenic <211>

Heavy Metals <231> Method 1

2.5 U. 8. Geological Survey Method:”

Cadmium

3. Terminology
3.1 Descriptions of Terms Specific to This Standard:

' This specification is under the jurisdiction of ASTM Committee F-4 on
Medical and Surgical Materials and Devices and is the direct responsibility of
Subcommittee F04.13 on Ceramic Materials.

Current edition approved Oct. 31, 1988. Published December 1988.

2 The boldface numbers in parentheses refer to the list of references at the end
of this specification.

3 Annual Book of ASTM Standards, Vol 13.01.

“ Available from U.S. Government Printing Office, Wa.shmgton DC 20402.

3 National Formulary XVI. Available from U.S. Pharmacopeia Convention,
Inc., 12601 Twinbrook Parkway, Rockville, MD 20852.

¢ United States Pharmacopeia XX1L. Available from U.S. Pharmacopeia Con-
vention, Inc., 12601 Twinbrook Parkway, Rockville, MD 20852.

7 Crock, J. G., Felichte, F. E., and Briggs, P. H., “Determination of Elements in
National Bureau of Standards Geological Reference Materials SRM 278 Obsidian
and SRM 688 Basalt by Inductively Coupled Argon Plasma—aAtomic Emission
Spectrometry,” Geostandards Newsletter, Vol 7, 1983, pp. 335-340.

Attachment 14

-7 3,11 calcining—the heat treatment of a ceramic pre-

cursor for the purpose of eliminating volatile constituents.
Calcining is also accompanied by some surface area and bulk
volume reductions. Increases in mechanical properties are
not usually significant.

3.1.2 ceramic hydroxylapatite—hydroxylapatite which

~ has been fired at sintering temperatures. Firing time is mass

dependent, and should be sufficiently long to cause signifi-
cant densification and formation of a bnologlcally stable
form. -

3.1.3 hydroxylapattte—the chemical substance having the
empirical formula Ca,(PO,),OH.2

3.1.4 sintering—an integration of time and temperature
of a ceramic precursor which develops a coherent body with
useful properties. Sintering is a non-melting process accom-
panied by significant surface area and bulk volume reduc-
tinns (densification), grain growth, and increases in mechan-
ical properties.

4. Chemical Requirements

4.1 Elemental analysis for calcium and phosphorus will be
consistent with the expected stoichiometry of hy-
droxylapatite.

4.2 A quantitative X-ray diffraction analysis shall indicate
a minimum hydroxylapatite content of 95 % (7). Analysis of
relative peak intensities shall be consistent with published
data.®

4.3 The concentration of trace elements in the hy-
droxylapatite shall be limited as follows:

Element

As
Cd
Hg
Pb
total heavy metals
(as lead)

For referee purposes, methods in 2.4 and 2.5 shall be used.
4.4 The maximum allowable limit of all heavy metals
determined as lead will be 50 ppm as described in 2.4 or

ppm, max

QoL wnw

3
S

& Chemical Abstracts Service Registry Number [1306-06-5).

~ ? The Joint Commitiee on Powdered Diffraction Standards has established a
Powder Diffraction File. The Committee operates on an international basis and
cooperates closely with the Data Commission of the International Union of
Crystallography and ASTM (American Society for Testing and Materials).
Hydroxylapatite data can be found on file card number 9-432 and is available from
the Joint -Committee on Powder Diffraction Standards, 1600 Park Lane,
Swarthmore, PA 19081.
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INSTRUCTIONS F@OR USE b
" T
"’ie‘ Coated Dental Implant PYROLITE® PDS

Caszbon Caxted Dental implant

-

INDICATIONS xPrrohityPost dental Lmnplamts can be vaed
60 SCIETICU PAUENLS WO serve as artficial Woth rocs (0 sup-
por1 teeth or bridgework,

WARNINGS: Surgical technigues required to place den-

—

‘Iace n?yrohte with "Calcitite” tal implants are highly and complex pro-

pe: *t appears in following text] Practuners SHOWLd Stend Couracs of idy 16,

"ver gners should attend courses of study to prepare !
hern in onl implantalogy. improper technique can ciwse

implant fallure and loss of bone. Pyrolite Poat implants
are intenged (o be used caly with the specally-designed
bone drills supplied with the kit

. PRECAUTIONS: Adequate radiographs. palpatien. and
direct visual are oflen necessry to determitne
the anatomny of availabie bone. The location of anatomcal
features 10 be avotded Isuch as the fnfenior alveotar canzl
mental floramen. maxiliary sinuses, nxzal caviry, adjacent
teeth. eic.§ should be established prior to the use of Pyrolite {
Post implants.

SURGICAL QUALIFICATIONS: Proper diagnosss, geal-
ment planning. surgical techmiques, and post-surgel
managemens arc imporiant aspects of implant
technology. )t 1s recommended that professionals obtatn
the expenise required 10 plare implants before auemn pt-
Ing the procedure.

CAUTION: Federal law resuicts this deviee 1o sale by or
on the order of 3 censed dentist.

Manufaciwed for.
Calkcitek, inc.”

A Suras ey O VeTheoCs InC
o~ Owrge. CA 139

Bvroliee” s a registered tradermark of Interrnedoe Ine
207030 8.83

N g

faifl g

A4

o o g

1.0 INTRIODUCTION

The Pyrolie® Postimplant s designer? for use
1n e1ther the mandible or maxilia as a fev slandimg
single 1ooth replacemment. or as 3 distal or tnv
termediany atutmient for 3 fxed bndae

2.0 PATIEXT SELEZCTIDR

2.} Preliminary Consideration

The reaiuanon of 3 pauent as a prasble res
cipient of » Pyvrohie Fost smplant s exteemeky ime
partant The potental bencis! 10 a patrnt mwst be
weisghed aganst the nsk of reconving an wnplant. !
Thes includes drierrninaton of gemeral health oral ‘
hegrene habits and status, mouvalion ioward good .
dental care, and anasomucal acrrpabibiy

The preliminary nierview should deter
rmane whether the pavern o psyvcholoprally aciapscd
and mouvated (o mantn good denwal care wn e
implant area. Scvere crmotional disorders, ¢ eficient
menwal rapabilites, cxcessive use of tobacro.
aleohal, or ¢rugs mmay be conuaindicauens Hhe
assesamcnt s postitve. the panent’s general hralth
and unal comxuyon must be evaluated The A DA 2
tent Medscal History (long form: may be us—rful (or
this pumpose.
2.2 Countraisdications

Sysiemuc: The following sysiemic d=orcers

) rnav conuzmdm-t the use f the Pytolisic Fost
wnplane

e g i

IPRPERERISE

Unconuolied dz:heu:s meiius
Compromised cardiovascular sttt us
Compromised pulmenary stus.

History of cerebral vascuas scordents
Unconuollied Rvperienson.

AD forms of blood dysrasus

Al forms of scuve colimgen of

granuiomatous discane.
\_\ \/\Q ™ i‘J ¥ ’\:Y \& Al other forma of cardiovascular,
% mq O ]

NSOV eEUN—

x
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" DEPARTMENT OF HEALTH & HUMAN SERVICES . Public Health Service

Fond and Drug Administation

mer 131084 8757 Geargia Avenuve

Stlver Spring MD 20810 f
Nr. Richard Hunter ) Re: K840750
Manager, Regulatory Affairs Hydroxylapatite Coated Eandosseous
Calcitek, Inc. Dental Implants !
4125-8 Sorrento Valley Boulevard '
San Diego, Californiz 92121 Dated: February 18, 1984

Received: Febryary 23, 1984 !
Dear Mr. Hunter: . : '
We have reviewed your Section 510(k) notification of intent to market the
above device and wa have detarminad the device to he substantially equivalent
to devices marketed in interstate commerce prior %o May 23, 1978, the
enrctment dats of the Madical Device Amendments. You may, therefors, market
yo - device s=ubjact to the gensral conirols provisions of the Federal Food,
Drug, and Cosmetic Act (Act) until such time as your device has been
classified under Sectiom 513. At that time, if your device is classified into
either class II (Performance Standards) or class II1 {Premarket Approval), it
would be subject to additional controls.

General controls presently include raqulaticns on annual registration, listing
of devices, gocd manufacturing practics

2, labeling, and the misbranding and
adulteration provisiens of the Act. In the future, the scope of general
controls nmay be broademed to inclyde additional raguiations.

A1? regulations and information on meetings of the device advisory committees,
their recommendations, and the final decisions of the Food and Drug
Administraticn (FDA) will be published in the Fedaral Register. We suggest
you subscribe to this publication so you can convey your views to FDA if you
desire and be notified of any additional requirements imposed on your deyice.
Subscripticns may be obtaired from the Superintencent of Documents, U.S.
Government Printing Office, Washington, D.C. 20402. Such informatian also
may be reviewed in the Dockets Management Branch (HFA-305), Food 2nd Drug
Adminisirz<ion, Room 4-62, 35800 Fishers Lane, Rockville, Maryland 2Q857.

This letter does nct in any way denote ¢fficial FDA approval of your deyice or
its labeling. Any representation that creates an impression of official
approval of this device because of cempliance with the premarket notificatdon
regulations s misieading and constitutes misbranding. I you desire advice
on the labeling for your device or other information on vour responsibilities
under the Acz, piease contact the OFfice of Cowmpliance, Divisics of Coms’ -
Operaticns (¥FZ-220), 6757 Georgia Avenuas, Silver Spring, Maryland 20910.

Sincerely yours,

AT fe i

Robert G. Britain

-Acting Director

O0ffice of Device Evaluation

National Center for Devicas
and Radiological Health

B S Ay - ' '_

REREREY Pestrert Y

A



Aogendix A

glade ahd Posz-Tyre Dental Endasseous Implants

1. Pyrilite= Zcs Carbon Coated Dental Implants
Calcitek, :nC.

2. The Synthzzoni’ Imviant System

3. Endostez! Zizce Lmplants
Implants Internations]

4. Titzriur [nTransseous Blades !
arn Denzz’ Seszarch Corp. i

5. Flexic.z” Titzaium lmplants

i=ulzagont
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Changed to:
g B30LITE™ CARBOM COATED MCTAL DENTAL IMPLANY THE CALCITITE"™ HYDROXYLAPATITE COATED DENTAL
BLADE TTYPE IMPLANT

INSTRUCTIONS FDR USE

1.0 INPLANT SITE

1"1;;;"-“ hrbon! coated meta) blade s desigaed for use 33 a terminsl C N— Cal Cit'{te' hydroxv'[apat-ite
sulnent in the manoibie end suzilla to suppoert 3 fized bridge. The site, o -
:..m edentulous reqion, requires that a groove be prepared for it using

T
Y

pethods siailar to those uysed $» placing standard metal blader. [NOT.EZ Rap] ace ’B{O‘Htg“ Carbon'with
B S - z n
2.0 PATIENT SELECTION "Calcitite hydroxylapatite  wherevar
2} praliminary Congideratien "t appears n fDT‘Ow’! ng tEXt} f

The evaluation of & patient 2t 2 possibla recipient of 2 Bfalf_tzm Tarbon
costed retal abutment is extremely impartant, -Tl‘}e'polentia'l benmefit to the
patient rwst be weighed againgt the riskt of receiving aa implants a determination
of genersl! neslth, bygenic habits, rot{vation, sad acczprable anatomy nust alse
be mitie.

)= the predininary Interview shovld determine whether the patient is

} ;,-cho)ogicaﬂy acceptable and motivated tc meintain an izplanz hygenically,
Severe rrational disorders, deficient cental capabiltities, excessive use of

tobacts, #lcohal, or drugs are contraingications. f the assexsment is posftive,

the patients general health and oral condition must be evaluated,

3.7 Contraindicstione-Systemic

. s T
The followiag systemic disorders eantraindicale the use of Biolite " Cardon
costed relal abulmenis:

}. Uncontrolled disbetes meilitus

1. Corgromized cardiovazculse status

1. Corpromised paimonary states

t. Wistory of ceredral vasculzr acricents

5, uncontrotled hypertension

t. All fows of Slood dyscrasias

7. A1l forws of active cotlagen or granulometous disease

B. A1} other forms of cardiuvascular, endotrine, nervous
sllergie, pusculsl skefetal cutaneous, gepitourisary,
snd pulmsnary discate which may comoremise e e ef an
endosseous {emlant thel protrudes into the arasl eavily,
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C\TY%Q\\ ™M &: J\f
Yoy Y

N




12

- 1c

11
12
13
14
15

16

23
24
25

26

27

23

m )

Themas M. 2ymostt, Zsg. (CS3#6101%) i KENNETH £
NEIL, DYMOTT, PERKINS, ZROWN & FRANK Ciern o1 e Supe;
1010 Seccnd Avenue, Suite 2500 .
San Diego, Califcrmia  $2101-4958 AUG 2 3
Telephcne: (618) 238-3712 _
Facsimile: (61%2) 238-1362 Sy J MELEDM.

Busines:
Attcrneys fcocr Defendant,
CALCITZIX, INC.

SUPERICR CQOURT OF TEE STATE OF CALIFORNIA

FOR THE CCUNTY OF SAN TIEGD

CASZ NO. £89B34

DECIARATION OF ROZERT L.
IN SUPPORT OF CALCITEK, !

MOTION FOR SUXMARY JUDGM!
ADJTZICATION OF ISSUES

)
)
)
)
)
: )
CLLCITEZC, INC., IAN AIFES,
D.D.s5., ZETATZ OF THOMAS GOLZZ, )
D.D.s., ZSTATZ OF ROBZRT JAMEES, |} Date: Sertenmzz=r 20, 199¢
D.2.&8., RALFZ MAW, (DZCZASZZ) ) Time: 1:30 r.=.
D.C.5., INC., ; Dert: 43
) I/C Judge Arthuar W. Jone:
DefencZants )
) [TELIPHECXIC RULING -=- 53:
) NO AFFIARANCI REIQUIREID]
)
)

- -2 - ™ - - -4 ~ o - -

1. I am —he Tirectsr o Tzzhniczl Servizzs fz=r Zzlcitek

- N | 1.naw1 o~ - c‘-ke T -~ - --i-\-.‘—

- nave sersonad Xncw.o.eace -« -—d ~ac.sS cohiLelLec wliCdiia?

2. I havea keen invclvesd with Calcizex, Irnc.'s linme cif
implzants sinca their incsrzicn. I have worked with the engine
ceczrimznt iIn  the creztiznn ¢l implant  designs,  FIrCs:
ccrgonents, and ancillary materizls. nave ztuXlished s:

Attach fgwjf
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10

[ =]
[ od

12

13

14

15

23
24
25
26

27

articles cn dentzl izmplanzeclogy, ansg sit con +xe ==

Board for the Jour=a1l o< zentzal Techrcleosy Tagazine. I have ;
than twenty-five Years experience in the fielg of dentistry. 1)
been working with dentzl implants since 1874,

3. Hydrexylapatite is a mineral constituent of bone
teeth, Hydroxylapati<e is rresent in each person's bone and tee
and Is the substance which makes bones rigid. The nydrexylapat
manufactured by Calcitek, Inc. is a synthetic materizl manufacty

~—aa

te mirror +he substance already centzines within each person's bo

Human bone Tecognizes =ke synthetically-made hydrexylzparice 50 t.

they grow tcgether. dydroxylapatiss is Tadlic-crague, ang is read
visikle cn X~rays.

4. Calcitek's Rydroxylapatite was Orizinally cleared

Aahat - S laa} 1 < ' - .
FIBCSlzate device. ™he rTedilcate device ts whism Czlcitek's HA W
Cihrares was ~Teeze-<ried »one. ~8Co sutsecusr- T2cconiiczuratis

o market: Yy the Focd ¢ Srug Administraziaon Frisr =z its sale =3 =
Fezlic, Calcitek's Elage nrlarnis have never cesn sulbiect +p
rTeczll cs any nature.

S. Pricr +p 1888, Calcizek, Inc. was 'wﬁcllv cwned t

Intermedics, a companry rublicly <radas SN The YNew York Stec

IXchzange. Subsezuent <~ 1588, Intermedirs “a8s purchiased -y Sulzer
@ SWlss cemrany which ncw wholly cwns CalciteX, Zne. 2r. Thoma

Golec o the zest of =Y ¥newledge, never cwnad crock in eithe
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12
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14

15

24
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27

28

\ L
Intermedics cr Sulzer. Dr. Themas Golec was never a major:
sharehclder of Calcitek, Inc. . -

T declare under penaliy of perjury under <he laws cI the sSt:

cf Czlifornia that +he foregoing is true and ccrrect. EXxecuted £

bl /) : .
,573‘:—:1ay cf August, 198%6, at @_.0-1-/)‘-‘@ California.

?

ﬁw /L

Robert L. Riley
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Cornitinuing Education
Opportunities

enusts . INCCrporate dental implants into

their practice can offer their patients more

contemporary aiternatives to traditional
prosthetic procedures. However, surgical techniques
required to place dental implants are highly special-
ized and complex prececures: specialized training is

_strengly recommended.

Inreductery lectures and comprehensive cne and
Wo-day continuing ecucation prcgrams are cffered
at numerous locaticns thrcughout the country.
Prcgram schedules, including dates and lecations,

can be obtained by calling Calcitek Customer Service.

Personal, Technicai Service

Your orders are handled By technical representatives
with significant product knowlecge. They can
dNSWer your questions about the Integral System
and nydroxylapatite technology.

In addition, Calcitek's technical staff is available for
telephone consuitation to answer case cesign and
prosthesis construction questons. a service which is
extremely helpful to restcrative centists and labera-
tory personnel.

Product literature, technical papers, video instruc-
ton materials, patient ecucation literature and
demcnstration mcdels are available upon request.

Cono‘nuing ecucaton programs offer an
opportunmty for spedalizeg Taining.

Ordering Information
Qrgers may be placed Girecr Oy calling toll-free, €00-854-7019. In California, call 800-542-6019. Customer

Service staif are available rem 7 .M. 10 S p.m. Pacific time.

! Cautton: Fezera: g ressrzzs s=s SOV IPITLaie Ly OF Sn tne ormer of ducemeg |

CETTIL STeCanIeC surgicar t -3UES 37 “cuied for sracement of ceneai ‘
[ MTIING Rezcinsirucucrs ancric use 12 g TeCSmmences inataractiticrers artena ’
'[ CCures of stuCy te sresare trem €3133 .37eC tecnmigues of gray 'TCIantolagy. |

Catex Caicizze. anc 1ntegrar are "eFiteres racemarrs of Catcitex. ine

Calcitek, Inc.®

4125 Sorrento Valley 8iva.
<an Diego, Califormia 92121
(8CC) 854-7019

in Califorma. (80Q) 542-4019

Capyngne Calatex. Inc, 1987 7298 1,87

r——



