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Rockville, MD 20850

Re:  Premarket Notificatio
Trade Name: ReGen Collagen Scattold (CS)
Response to Additional Information Request Dated; March 26, 2007

Dear Mr. Melkerson:

ReGen Biologics, Inc. (ReGen) is responding to the Division of General, Restorative and
Neurological Devices’ (DGRND’s additional information (Al) request
regarding the above referenced premarset nonmicanon (510(k)) submission. The contents
of this response reflect the agreements reached during th 1eeting with
Donna-Bea Tillman, Ph.D., Director of the Office of DevivociarmmucaJODE) and
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From day one, ReGen has fully cooperated with DGRND. The current submission is one
more expression of that cooperation. ReGen, however, remains concerned that the
division requests for data exceed those necessary to demonstrate substantial equivalence
of a surgical mesh and bear no resemblance whatsoever to the data and information relied
upon by DGRND to classify other devices as class II surgical meshes. The application of
this same review standard to the review of other 510(k) submissions will undoubtedly
discourage and stifle the development of new medical technologies, as well as new uses
for existing technology.

From ReGen’s perspective, DGRND is summarily dismissing information comparing CS
performance to predicate surgical mesh devices, and is instead imposing a PMA-like
safety and effectiveness standard. In the context of a 510(k) for a surgical mesh indicated
for use in the meniscus, data must demonstrate that the device is as safe in this indication
as a predicate is in its respective indication, within the same broader use. This has been
done in the 510(¢k) submission by a comparison of the intended use, labeling, and
technological characteristics compared to a number of legally marketed predicates.

Indeed, rather than comparing the CS device to predicates, DGRND wants to compare it
to a surgical technique, which by definition, cannot be a predicate for determining
substantial equivalence. This is completely at odds with the division’s substantial
equivalence decisions for other surgical meshes with indications in new anatomic
locations or structures. Certainly, this kind of approach is at odds with the Act, which
requires that the agency only request additional information in the 510(k) context, “that is
necessary to making substantial equivalence determinations.” Sec. 513(i)(1)(D). Such
requests were required to consider the least burdensome information necessary to
demonstrate substantial equivalence. Id. These limitations appear lost in the current

review,

The information presented in this response demonsirates the following:

e The data from the prospective trial is applicable to this 510(k} submission because
both involve the identical device with the same intended use and patient
population; :

» The analysis of adverse events collected from 313 patients with a mean follow-up
of 4.9 years (maximum of 7 years) over a 10 year petiod under an FDA approved
IDE protocol demonstrate that they are similar in nature and extent to
complications associated with legally marketed surgical meshes intended for use
in orthopedics and many other surgical specialties;

¢ The analysis of adverse events further demonstrates that the CS is as safe as
traditional partial meniscectomy without use of a surgical mesh (independent of
the long term negative consequences of the partial meniscectomy procedure due
to irrecoverable tissue loss);
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Direct visual observation and assessment of the CS conducted by 25 surgeons in
141 relook surgeries and 136 biopsies, performed 1 year post-surgery, confirm
that the device functions as a resorbable surgical mesh. It reinforces the
remaining meniscal rim and horns and facilitates a significant increase in tissue
within the meniscus defect which serves to further reinforce the remaining native
meniscus. The clinical benefit of the CS is the same as other resorbable surgical
meshes intended for use in reinforcing and repairing a soft tissue defect;

Analyses of safety and effectiveness data demonstrate no difference in safety
performance between the CS treatment group and partial meniscectomy control
group in terms of serious adverse events, the primary clinical endpoints of pain,
function and self-assessment, or in the secondary clinical endpoint of radiographic
changes, and a positive risk/benefit profile is demonstrated by the increase of
tissue in the meniscus;

the
UCVICC 15 NELHZIDIE 1N COIMPArison Lo Siiaogenou: SICVELS dand aoes
not create a significant risk to patients; and
The heavy metal limit for the devic ansistent with the appropriate

USP method, as determined through validation testing of the device. Animal and
human testing of the device have not revealed any health problems associated
with this limit.

FJL HPHU(LI LILGHE Lilwliw 1D ml)’ l'llllls ¥¥w willl UO

tfo achieve a Substantial equivalence recommendation from the staff. But for Dr.
Tillman’s intervention in the context of our .

ReGen’s surgical mesh would be regulated LIRS all VUICT [ICSICS, W E [IUPT Ulls
submission will result in a collegial review in which the staff communicates with ReGen
to answer questions about the information and data in the 510(k) rather than make
determinations based on misunderstandings or incomplete information. To that end, we
stand ready to work with the staff and respond to any question the staff may have. We
hope the same openness will exist within the agency.

A detailed response to each question posed in the Al letter follows in the attached
document.
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Please call to discuss any questiohs or comments, I can be reached at 201-651-3505, or
via electronic mail at jdichiara@regenbio.com.

Sincerely,

Refer to hard copy for signature.

John Dichiara
Senior Vice President
Clinical, Quality and Regulatory

CC: Donna-Bea Tillman, Ph.D.

by
s
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RESPONSE.-

! Note the complications listed in the Instructions for Use from several of the predicate surgical meshes included in
Appendix A.
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RESPONSE:

Regarding the safety data provided, we have the following concerns.
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Resnnnse:

2 Note the complications and adverse effects listed in the Instructions for Use for several legally marketed surgical
meshes included in Appendix A
3 Heniford reported in 2003 that the patient complication rare for laproscopic ventral hernia repair ranged between
7% and 23% and for open ventral hernia repair the rates were 31% to 57%. Kingsworth reported a patient
complication rate of 34.6% for hernia repair with polypropylene mesh. Malcarney reported in 2005 a
reintervention rate of 16% following use of the Restore surgical mesh for rotator cuff repair.

Heniford BT, Park A, Ramshaw BJ, ef al. Laparoscopic repair of ventral hernias: nine years’ experience
with 850 consecutive hernias Ann Surgery 2003 238(3):391-400.

Kingsnorth AN, Sivarajasingham N, Wong 8, et af Open mesh repair of incisional hernias with significant
loss of domain. Ann R Coll Surg Engl 2004, 86:363-6
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RESPONSE:

* Fairbank T1J. Knee joint changes after meniscectomy. J Bone and Joint Surg Br 1948;30:664-670

®Lee $J, Aadalen KJ, Malayiya P, Lorenz EP, Hayden JK, Farr J, Kang RW, Cole BJ, Tibiofemoral contact
mechanics after serial medial meniscectomies in the human cadaveric knee. AM I Sports Med 2006; 34:1334-1344
7 Schimmer R, Brulhart K, Duff C, Glinz W. Arthroscopic partial meniscectomy: A 12-year follow-up and two-step
evaluation of the long-term course. Arthroscopy 1998; 14:136-142
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'° Fairbank TJ: Knee joint changes after meniscectomy. J Bone Joint Surg 1948; 30B:664-670.
! Barker SL, McNicholas MJ, Kader D, Abdon P, Adalberth T, McGurty D, Rowley DI, Walker CM. Meniscal
regeneration in the long-term after total meniscectomy?. J Royal Colf Surg Edinburgh 1998;43:400-403,
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12 Higuchi H, Kimura M, Shirakura K, Terauchi M, Takagishi K: Factors affecting long-term results after
arthroscopic partial meniscectomy, Clin Orthop 2000; 377:161-168
13 The Least Burdensome Provisions of the FDA Modernization Act of 1997: Concept and Principles; Final

Guidance for FDA and Industry

'* Baratz ME, Fu FH, Mengato R. Meniscal tears: The effect of meniscectomy nad of repair on intraarticular contact

areas and stress in the human knee. Am j Sports Med 1986; 14:270-275
13 Bolano LE, Grana WA, Isolated arthroscopic partial meniscectomy; Functional radiographic evaluation at five

years, Am J Sports Med 1993; 21.432-437
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16 Andersson-Molina H, Karlsson H, Rockborn P. Arthroscopic partial and total meniscectony: Long-term follow-
up study with matched controls. Arthroscopy 2002; 18:183-189
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RESPONSE:
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A, Patient Population

Subjects with irreparable meniscal tears were randomly assigned (1:1) to partial meniscectomy
(control group) or partial meniscectomy plus CMI implantation (treatment group). Patient
subjects included those having no prior meniscal surgery as well as those having up to three prior
meniscal surgeries. Eligibility for enrollment was based on the predefined inclusion and
exclusion criteria described below. Once eligibility was confirmed, the subject was enrolled in
the study and surgery was scheduled.

Inclusion Critovin e
1.

2.

© ® N o

1.

Exclusion Criterig
1.

Confidential 13
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10.
11.
12.

13.

14.

16.
17.
18.

All eligible subjects (treatment and control) underwent full thickness debridement of the
involved meniscus extending at least into the red/white zone of the meniscus while assuring that
the meniscal rim remained intact.

The nirotocol-recommended nostonerative care for the CMI oroun included ‘

weightbearing as soon as tolerated, patellar mobilization, unrestricted range of motion,
quadriceps and hamstring strengthening, and resumption of full activity as tolerated.

Assessments were performed preoperatively and through 24 months. Relook arthoscopies were
performed in the treatment group at the 12 month follow-up, with biopsies collected to characterize

- the type of remodeled tissue present at the original meniscal defect site. Additional long-term
follow up was conducted annually through 7 years by questionnaire mailed to the patient.

B. Patient Accounting Information

A total of 313 patients underwent treatment at 16 US clinical sites. Of the 313 patients, 52%
(162/313) underwent partial menisectomy followed by implantation of the CMI (CMI group),

Confidential 14
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while 48% (151/313) underwent partial meniscectomy alone (control group). Table 3 below
indicates patient disposition by site.

TABLE 3. SUBJECT ENROLLMENT BY INVESTIGATIONAL SITE

Confidential
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TABLE 4: ACCOUNTABILITY OF TREATED SUBJECTS
VISITS E POINT

C. Percentage of Meniscal Tissue Removed and Tissue Gain

Confidential
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FIGURE 3: TOTAL TISSUE DISTRIBUTION

Histological Evaluation of Tissue Biopsies
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Table 6. Histologic Evaluation at 12 Months
CMI Treated Subjects

D.&E, Adverse Events and Complete Safety Information and Analyses

Confidential
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Analyses of satety information from the IDE study includes all adverse events and evaluation of
serum to assess the formation of antibodies to the CMI product. The information on adverse
events has been presented and thoroughly discussed in this document. Appendix C provides a
complete analysis of these events by time course and stratified by patient and by event; by
serious and non-serious AEs; and by device related AEs and presents summary statistics for all
major analyses. Patient narratives exist only for patients undergoing explants (included as
Appendix G). To assure the Division staff that all AE information has been disclosed and in lieu
of submitting narratives, a line-by-line listing of adverse events is included in Appendix H.

Serum Evaluation

In addition to the analyses of the AE data, a study was conducted to assess the development of
antibodies against thé CMI device through the examination of sera obtained from patients in both
the CMI treatment group and control group for periods up to 12 months post-surgery. Serum
samples were sent directly from the irivestigational sites to the laboratory at the University of
Arizona for analysis. The laboratory was blinded to the treatment group for each serum sample.

H Comnlete Effectiveness Tnfarmation and Analvses
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Primary Clinical Endpoints
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Table 8. AVERAGE COMPOSITE SUBJECTIVE PAIN SCORE

Statistics Pre-op 6 Weeks 3 Months 6 Months 12 Months 24 Months ~ >24 Months
n (%) n (%) n (%) n (%) n (%) n (%) n (%)

Fioure 4 — Averase Subiective Pain Scores Over Time

Knea Finction (1 .vehaolm Knee Score)
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Ldalne ¥

'LYSHOLM KNEE SCORE —~ CHANGE FROM BASELINE

Post-operative Time Point
12 Monihs | 24 Monihs i >24 Months

Table 10
LYSHOLM KNEE SCORES

Confidential
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Figure 5 — Average Lysholm Scores Over Time

Table 11: SELF-ASSESSMENT RATINGS
NUMBER OF GRADE CHANGES FROM BASELINE

Confidential
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Table 12: SELF ASSESSMENT OF INVOLVED KNEE

Statistics Pre-op 6 Weeks 3 Months 6 Months 12 Months 24 Months  >24 Months
n__ (%) n__ (%) n_ (%) n__ (% n__{%) n__(%) n_{%)
< ] Clinical Endnoint — Radi hy
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Table 13. RADIOGRAPHIC EVALUATION - CHANGE FROM PRE-OP |

Parameter Evaluated 12 Months 24 Months
< [ MNnanteal | vwalna [ [ Cantral | nvalne
. Jusfification for Pooling Patients in Pratacals #0601 and #9602
Confidential 25
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'7 Bissell MI, Aggeler J. Dynamic reciprocity: how do extracellular matrix and hormones direct gene expression?
Prog Clin Biol Res. 1987;249:251-262.
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RESPONSE:

RESPONSE:
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6. Please provide a signed Truthful and Accurate Statement, the one provided on p.13
was not signed.

RESPONSE:
A signed Truthful and Accurate Statement is provided with this response. (Appendix K)

7.

RESPONSE:

Please call to discuss any questions or comments. 1 can be reached at 201-651-3505, or via
glectronic mail at jdichiara@regenbio.com.

Sincerely,

Refer to hard copy for signature.

John Dichiara
Senior Vice President
Clinical, Quality and Regulatory

Confidential
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Instructions for Use from Predicate Surgical Meshes



Instructions for Use
Restore Orthobiologic
Soft Tissue Implant




& U&i"ﬂy Rov, B, 02/02

Dgpfm\wﬂnﬁvﬁﬂmn compeny
' FOR THE PERSONAL
ATTENTION OF THE SURGEON
RESTORE ORTHOBIOLOGIC
SOFT TISSUE IMPLANY

DEVICE DESCRIPYION
‘The Resin:p Orfiobloloplo Sofl Tissus implant Is manviastutad {rom fayors of porcing smalk{ntasthal

sybmyaotn (S18) thatara pinced atangles toproduse an laowopic, rouad imalant, nnd died, The Imglan
{5 lven pockogad In & molsiuee barrer package. Tho devieo is Mlontted 1o funcilon 86 a resotbanls
&eatiold \hph 1o pradunily rosorbied und replaced by e patlent's own 6ok F55ub.

STERILITY AND HANDLING

Tivs Roslele Orthoblologle Sofi Tiasue fmplant Is packaged Jry In a doubla fol; poveh e fias bean
terminaliy stoctzed by ElockonBeamratiaiien with s dose ol 20kGy. Tha doviceashovld b gbngidored
sla#0 unless e packaging has besnwpared or damagad. The davices shevld not bio ulllized  5tefiiy
o packagy Integraly 1s queslionable, Remava the dovies (rom 1l packaga usiag acrapted asapiic
totilquo, THE RESTORE ORTHOBIOLOGIC SOFT TISSUE IMPLANT CANHOY BE REUSED OR
RESTERILIZED. Tha tovica nus! be easked tor 7-10 minulos In sterlle salinebufier or walar pidor fo
implerilny, Warnlng - sonking for longer than 30 minutes may aflact tho integrily of
the doviee.

CAUYION: Tho davice must ba Kep! valtigeraled hokvwoen 2 shd @°C (36 to 46°F). Conlinp that tho
diwico hag nof pagsort 1he oxphelian dale af ihe tinio of Implentallo, Praieul the device fiom sharp
abiects pnd gdges befera snd derdap imploslation. Fadaral Law (USA) resliiols ths device to snke by of

on the asder of 4 physiclan,

INBCATIONE
“Tng faslore Crihoblelapie Solt Tissun kinplant I3 tntangod for ute In guavrat surgledl pracedutos for

roklorcervant of sotl llssub wiara wesknass oxists. kn addlien, tho Jmplant ts kleadsd (or use In the
spacifle appication of rolnloreerment O] tao colt gdues which nre repakred by gutura oF svluto 4nchors
timitad {0 1he supraspinates duriag retator culf sirgory.

CONYRAINDICATIONS

this groduct ahavld aot ho placed Inindivduals whe ero a¥eigle to pork or pork praduels or wWhis have
a Wisiory of mulliple severo allerples, allargics lognimel dorved producis of anovelly sensilizedmmune
syslem,

This produzt Is Aol Indicafad for or ntenued for use in s sivg eivgns rolalor culf 1ears ltiol cannol o
mobldeed or whern the museld €ssup hao undeigons substaniiat favy degennzallon,

WAININGS AND PRECAUYIDNS

Mtoperallve
Boforo surgery, Iho suIgsoa should discuss with he patlent il physleal and mignls) imllaiions padicutar

to 1ha pallant and all aspects of the suigery, the davico, the 1ohevlliptton program and follow-up. The

. diecussion shauld Inelude th Fmilsions of any repak, tha posskie consbgusnces that may rasuit lrom

theaw fmiiztions end the necessly to follow ihe surgaon's lastusilons pastoperatively.
Iniragpecative
Thesa Is evidence that lie potentiel for deep aeasts following Implantation of dovices may be raguced
Dy theuse of prophytasticantibioties. K laknponamio viscover and treatolher palkologles inihe alfectod
satYissue lhat may afleot Yo pationts oblilly 16 tofumn 10 adivity,
Postaperative
ot tho posfoperative managenwn and giadust funclional recovary of the tepalred tiycup, siict
adhorence by the patient fo ¥ Surgenn'e Instrusions and viamings 13 sKiramely kmpostant, The patien
shoold be rofeased wih complete wiiien Lesirections snd wamings, rogarding wxefclses any thergples
and acy imilallonia on thalr gciivites, Skict atherenta to e Jurgoon's recommentied posloparalive
gorRen pragram ls hded. )

POTENTIAL TISSVE RESPONSE [N EARLY POST-QPERATIVE PERIDD
Whin veing the Restoro Onthobiclogls Implant for repalr of solf lissus, tho devics s axpacled 16
sigailcontly Impaci the wound heallag responae, Remedsling (dword natlys ls5u0, &8 apposed iy
Tornallonal scar lIssue, is cboevat when Ruslore Is uzed fo fachiiale and relnfore the repalr of injured
musculaskelglailissues, Aspario) 1hls remodaling sequonee, o suigeen ¢an and should axpotl to sag
lgns of aclive prokleraiien o respopting calls and of blood vassels it tho 1epulr slle approximelsly two
10 four wasks pool-ugaralively. Somaiimes, (Ve callylar respanst may be manifasted In tha fo'owing
ays:
Thoie nteyba locnlized rednass and swaltny 1bal (s modarately flun, ond 1l moy ar may nol bo warmte
the tauch depanting upen the dagrae of now blood vessl lormaton {anglogeausls) and blcod vassol
dialion, Tho ameunt of pain s petlent dependont, g9 It b wilh mosl suigaries, e Is I parl relatod to
tha smaewnt and kecaliea of the colt ilisun swelling. '
1l the pattontunderous th's anlsFirods grabloraiive tssponse, 1ho suigeoncan skpest oo llia the
sesandto founhwoek pusisurgany, Withia Jeur 1o slxaveeks post-oporallvely, Ihajaspanso sasolves and
tha subsequent ¢llnlcal course ks gonerally unoventiu) ea ssus ramoedaling sulssles and tho patienl
rtufns 1o horma! Ackiviy. These sympioms shouid nes bo mistsken for an infewtlon.
POTERTIAL ADVERBE BFFECTY
The {ol'avdngt ate 1he mos! Hoquanl
General

1. Infegiion

2. Adheslona

3. Starlia cliusion

4, [nsiablliy

8§, Incigassd glillnass postopgmilvaly

6. Gonafal §léks nseuclaled wlih suigoiy snd anesthasls such os neusclogical, cordiae antd

respiatory dolisil,

Polenllsl Davice related flnks

1. Sue'ehing or fearing of the doviie

2, Sitness

2. Chionk synovills or sliigslon

4, Piclanged postoperaiive dhabllisalion

6. Dalayed or laled incoparetion of the device (fallure of e deviae 10 ba raplaced by palural

a nifecte or complivalons eacs din solt tssuo repalr.

{1s5u05)
& Immunclogle sesction
Aavithany surgical p dusp andImplani davice, no orpu ctnbemade ragarding

the posioperolive oulcome of leng berm Jasulls.
DePay Dihopiediss, 16t Depuy tnlsiamtione! Lid
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Instructions for Use
Surgisis Gold
Hernia Repair Graft
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Instructions for Use
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Appendix B

Physician Letters of Support







June 12, 2007

‘T'o Whom It May Concern
Food and Drug Administration
Rockyville, M1 20850

Re: Regen Collagen Scalfold (CS) Surgical Mesh FIDDA Submission

L am writing as one of the muiti-center clinical trial investigators who has personal expericnce
with 19 CMI patients and 18 controls with up to 7 years follow-up.

| can attest to the clinical need for availability of the CMI/CS device. The current options for
treatment of significant meniscus injuries are meniscus vepair, which is the treatment of choice
(but is appropriate {or only 20% or fess of all significant meniscus tears), partial meniscectomy,
and allograft meniscus transplantation, Partial meniscectomy remains the most frequent
arthroscopic procedure in the United States, and has its limitations. While it usually is associated
with short term success, there arve frequently long term consequences of degenerative changes
and clinical symptoms. Allograft meniscus transplantation has even more limitations, including
concerns over discase transimission, availability, cost, and questionable long term efficacy.

The CMI/CS device is an alternative to partial meniscectomy in a high percentage of the patients
undergoing partial meniscectomy. 1t provides the only possibility [or these patients to regain
tissue in the meniscus following Lhis procedure, and provides the benefits of meniscus repair for
non-repairable meniscus injurics. 'This is not dissimilar to the surgical meshes FDA has cleared
for use in the shoulder and tendons of the leg and knee.

My personal experience with the CMI/CS in the IDE study is that the patients have done
extremely well with the device, Re-look surgeries one year following implantation were part of
the clinical protocol, and have documented that the device does indeed work to provide a
significant increase in tissue in the meniscus, where there would be virtually none without the
device. The reinforcement of (he anterior and posterior meniscus horns allowed preservation of
more of the pative meniscus than would be possible if partial meniscectomy alone is carried out
{where the resection has to be tapered to minimize the tisk of re-tears).

In repard to safety, | encountered few, if any, real complications. | encountered none that would
be considered major by any orthopaedic scientific journal. The complications | encountered
were no different than my patients have experienced frora the standard of care treatments for
meniscus injuries (meniscus repair and partial meniscectomy). The IDE protocol required
repotting of any event that was not of benefit to the patient as an adverse event, and this meant
that we had to report many cvents that are considered part of the normal healing process for any
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freatment which | perforn on the meniseus. It is impressive to me that no serious complications
have been encountered in the overall clinical trial of approximately 150 devices which have been
followed up to 7 years. There is no clinical downside (o the procedure for the patient. If for
some reason the device were to fail, the patient would be no worse off than if they had received a
partial meniscectomy alone without utitization of the device. In addition, the failure patient
would still have the option of having another CS procedure done if it is warranted.

Tn the 35 ycars that I have been a practicing orthopaedic surgeon, [ have sub-specialized in sports
medicine, particularly the knce. I have begn particularly focused on meniscus lestons, and T am
congidered (o be 4 pioneer in the (ield of meniscus repair. [ have been in full time academic
practice for my entire carcer, tivst at the and for the last 32 years at the
. ['have been active n the Amencan Acadeny of Orthopaedic Surgeons,
the American Orlhopacdic Society for Sports Medicine, The Arthroscopy Association of North .
Amcrica, and the International Society of the Knee and ISAKOS (International Society of
Arthroscopy, Knee Surgery and Orthopaedic Sports Medicine), and am |
. lam currently

Sincercly,
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Food and iDrug Administration
Rockvilie MD 20850

RE: ReGen Collagen Scaffold (CS) Surgical Mesh FDA Submission

To Whom It May Concern:

The {oflowing is a letter of support of the ReGen Collagen Scaffold (CMI/CS). Thave beena
primary investigator with the CMI/CS in the IDE study. I also have no {inancial interest in

the ReGen Corporation.

[ have extensive clinical experience in trealing meniscus injuries of the knee. My initial
orthopaedic training was at the followed by a
fellowship in sports medicine at the I have
been in private practice for 15 years. 1 am currently a member of the American Academy of

Orthopacdic Surgeons, American Orthopacdic Society for Sports Medicine, and Arthroscopy
A varesntinn AN Al A mnr;nn, and

The meniscus has been found through multiple basic science and clinical studies to be an
important structure in cushioning the knee and preventing later arthritis of the knee, At this
time, if the meniscus is not repairable, the standard of care is a partial to subtotal
meniscectomy, essentially removing this damaged tissue, The unfortunate result is an
increased risk of arthritis in these individuals. It appears that there is a direct correlation
between the amount of temaining meniscal tissue and the risk of arthritis. Therefore, any
treatment that can either prescrve the meniscus, such as repair, or replace the meniscal tissue,
such as the CMY/CS procedure, should help to decrease the future risk of arthritis of the knee.
Since the U.S. population is contihuing to increase its median age, the need for arthritis
prevention procedures is also increasing. At this time, the CMI/CS is the only procedure
available thal actually provides a scaffold for meniscal tissue re-growth,

I have had extensive expericnce during the IDE study with the CMVCS. My personal study
population involved 45 patients, with 22 CMI/CS implants and 23 controls. | have an
approximate seven-year follow-up. My general assessment of my personal resuits was that
the CMI/CS patients have done better clinically than the controls. 1had no significant
complications in any of the patients where [ implanted the CMI/CS. In general, the patients
were quite pleased with the results following the CMI/CS surgery.
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[n summary, I believe that there is an incieasing demand in the U.S, for procedures that will
replace damaged meniscal tissue in an attempt to prevent futuce arthrilis, I belicve that the
present study with the CMI/CS implant has shown significant tissue re-growth and should be
given FDA approval for its general use.

Qineereiv
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U.S, Food and Drug Administration June 8, 2007
Rockville, MDD 20850

Re: ReGen Collagen Scaffold Surgical Mesh FDA Subinission

To Whom It May Concern:

1 wish to convey my enthusiastic support of the Collagen Meniscal Implant (Collagen
Scaffold).

T have been involved with the CMI research since 1995, Tassisted
during the Phase IT trial. [ was very impressed with the biologic concept of the
device as well as the initial vesults obtained in the Phase I patients.

After beginning private practice and serving as a

I was javited to participate in the Phase IH randomized CMI trial.
During the trial period, I implanted 15 Collagen Meniscal Implants as well as operating
on 11 patients who served as controls. I have continued to follow these patients since the
inception of the trial. T have been very impressed with the results to dute as well as the
extremely low complication rate in the CMI patients. Tissue regencration obscrved at
the one year post implant arthroscopic evaivation was very impressive,

As an orthopedic surgeon specializing in knee disorders, [ am hopeful and excited to have
the opporlunity to be able to use the CMI in the near future. [ currently have many
paticnts who would benefit from the CMI if it were available for use in this country.
Unfortunately, the current standard of care for patients with irreparable meniscus tears is
excision, The CMI would enable these very same patients to regenerate new meniscal
tissue, with the goal of restoring function and reducing to potential for carly onset

arthritis.

1 humbly request FDA approval of the CML If you have any questions regarding my
experience, observations or thoughts regarding the CMI, please feel free to contact me.
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June 13, 2007

To Whom [t May Concern?’
Food and Drug Administration
Rockville, MD 20850

RE: ReGen Collagen Scalfold (DS} Surgical Mesh FDA Submission

[ am writing this letter to express my support for the collagen
scaffold/collagen meniscal implanis made by ReGen. I have had a very
favorable experience with the collagen scaffold and was involved in the
original study enrolling 15 paticnts, 7 of whom reccived the collagen scaffold
and 8 ol whom were controls,

As background, I am presently the chief of The Division of Sports Medicine
at the and am an Associate Professor
in the Department of Orthopaedics in the medical school, My practice is
almost exclusively sports medicine. T have been in practice now for over nine
years and [ am writing to provide my clinical experience and insight with the
collagen scaffold device.

The paticnts in my practice who received the collagen scaffold clearly
demonstrated a greater symptomatic improvement as a result of this
intervention, It is my opinion that their improved functional status divectly
correlates to the increased amount of meniscal tissue that was noted at their
repeat arthroscopy onc year from the implanted collagen scaffold. 1t is my
clinical opinion that the tissue regrowth is providing a protective function for
the cartilage surface of the knee joint. This would be in distinction to an
arthroscopic partial meniscectomy where any torn or unstable tissue is
debrided and there is no capacity to regrow any fissue. -

Again, it is my feeling that the implanted collagen scaffold provides a
framework for this tissue regrowth that typically is meniscal in gross and
histologic appearance.

[ feel there is a very strong and growing need for this type of medical deviee,
as meniscal injuries resulting in significant cartilage loss and progressive
joint deterioration are one of the most common conditions [ treat in my
practice. [ also expecet the number of patients treated with this condition to
grow as the baby boomer demographic continues to expand and they demand
being able to maintain an active lifestyle.




ReGen Collagen Scaffold
-

My personal rescarch interests at the focus on cartilage regeneration, {
have recently published in the Jowrnal of Bone and Joint Surgery, April of 2006, on my work
regarding the need for cartilage regencrative technology. I see the collagen meniscal
implant/coliagen scaffold device as a significant improvement over what we have available
clinically at this (ime. I am hopeful that continued support of the collagen meniscal
implant/collagen scaffold device will improve both our treatment of cartilage and meniscal
injurics and botter nnderstand the biclogic components necessary to help create the future
tcchnology for meniscal cartilage regeneration.

[ would be happy to discuss this lefter of support with you at any time.

Sincerely, , ,
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Food and Drug Administiation
Rockville, M1 20850

June 11, 2007

RE: ReGen Collagen Scatfold (CS) Surgical Mesh FDA Submission
To Whom [l May Concern:

‘This letter is to pravide background to the FDA on my clinical
experience with the ReGen CMI/CS surgical mesh device. | have been
an investigator in the IDE Multicenter Clinical study of this device for
approximately 7 yenrs.

1 am an orthopaedic surgeon with a practice devoted sofely to sports
medicine. As such, [ have oxtensive experience with treatment of
meniscus injuries and have published on the biomechanics and clinical
treatment of them. 1 have a particular inferest in meniscus treatments
that provide an alternative to partial or total meniscectomy which I view
as a treatment of last eesort for most meniscus injuries. | am a Full
Professor in the Department of Orthopedics al

nd am the Section Head o

I have been in practice for 12 years and an a

memoet of mos( every national socicty relevant to my field including but
not limited to the American Academy of Orthopedic Surgeons, American
Society of Sports Medicine and the International Cartilage Repair
Society.

[ sirongly believe that meniscus preservation shauld be the major goal of
any meniscus surgery, and prescrvation and replacement have boen a
major focus of my clinical and academic practice. In many cases, the
only treatment option for patients with meniscus injurics deemed to be
irreparable is partial meniscectomy. My own work on meniscus
biormechanics and my clinical expericnce have shown that the short-term
outcomes associated with partial meniscectomy are good; however, the
long-term consequences in up to half of the patients treated are less than
ideal, That is one of the reasons that I became an investigator in the
clinical trial of the CMI. My experience in the trial included the implant
of 3 of these devices with comparison to partial meniscectomy (control
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Food and Drug Administration
Rockville, MD 20850

June 11, 2007

Page 2

patients). My personal experience and direct observations over approximately 6 years of follow-
up on the device have been that the device can provide my patients with a significant increase in
meniscus tissue. Second look arthroscopy has indicated that the resubtant tissue is similar in
physical appearance to that of native meniscus tissue. The complications associated with the use
of the device are minimal and are similar to those of other meniscus treatments,

[ foel that there is a definite need for devices like the CMI/CS that provide surgeons and patients
with an alternative to permanent loss of meniscus tissue vesulting from partial meniscectomy, In
my personal experionce, | feel that the device is safc and effective as a scaffold for replacement of

fissue loss cdue to meniscus injury.

Cinnavals
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I.a.5. All Serious AEs — 3 Month (window 64-136 days) - By Event Category
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