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VIILd.5. Non-Serious 6 Month Possibly Device Related AEs (window 137-273 days) -
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VIII.d.7. Non-Serious 24 Month Possibly Device Related AEs (window 548-912 days) -
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VIII.e.l. Non-Serious Unknown Device Relatedness AEs
Ry Time Perind

C-133 -




VIILe.2. Non-Serious Operative Unknown Device Relatedness AEs (day 0) - By Event
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VIlLe.4. Non-Serious 6 Week Unknown Device Relatedness AEs (window 22-63 days) -
Bv Event Categorv
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VIlILe.7. Non-Serious 12 Month Unknown Device Relatedness AEs (window 274-547

Aaxich Ty Ryvant Matamae;
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VIll.e.8. Non-Serious 24 Month Unknown Device Relatedness AEs (window 548-912
days) - By Event Category
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VIIILe.9. Non-Serious >24 Month Unknown Device Relatedness AEs (window >912

dAave) - Ry Bvent Cateonry
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VIIL.f.1. Non-Serious Not Related to The Device AEs
By Time Period
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VIILf.2. Non-Serious Operative Not Related to The Device AEs (day 0) — By Event
Categorv

VIIIL.£.3. Non-Serious Day 1-7 Not Related to The Device AEs (window [-21 days) — By
Event Categorv
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VIIL£.6. Non-Serious 6 Month Not Related to The Device AEs (window 137-273 days) —
Bv Event Categorv
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VIIL.f.7. Non-Serious 12 Month Not Related to The Device AEs (window 274-547 davs)
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VIIL£.8. Non-Setious 24 Month Not Related to The Device AEs (window 548-912 days)

— Rv Event Cateoorv
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VIIL£.9. Non-Serious >24 Month Not Related to The Device AEs (window >912 days) —
By Event Category
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Reoperations in Control Patients
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Appendix E

Line Listing of Tissue Loss and Tissue Gain
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Appendix F

Report of Histological Evaluation




Histologic Evalunation of Biopsy Samples from Patients
Eworolled in the U.S, Multicenter Clinical Trial
Of the Collagen Meniscus Implant
IDE #(G920211
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Introduction

Meniscal injuries are common and if not corrected a potential source of
osteoarthritis of the knee. The loss of the protective effects of the meniscus result in
articular cartilage damage and impaired knee function. The collagen meniscus implant
(CMI) is a porous type I bovine collagen scaffold developed by ReGen Biologics which
is surgically sutured to the medial meniscus rim. The CMI provides support to the
meniscus after removal of damaged tissuc and a scaffold for replacement by the patient’s

own tissue.

A randomized, controlled, multicenter clinical trig
conducted to evaluate the use of the CMI in patients age 15TO0U years of both sexes with
meniscus deficiencies resulting from irreparable tears of the medial meniscus. The study
was divided into two arms, one arm was for patients who had no previous treatment to
the involved meniscus and the other was for patients with from one to three previous
treatments to the involved meniscus. For purposes of this histologic analysis, all patients -
who received the CMI are cvaluated as a single treatment group.

Materials and Methods

A total of 313 patients were enrolied and treated under the clinical protocol, Of
these patients, 162 patients received the CMI and 151 patients received the control
procedure, a partial meniscectomy. The protocol required all patients who received the
CMLI to return onc year post surgery for a relook arthroscopy and biopsy to assess the
condition of the implant and the tissuc that replaced it, 135 (83.3%) of the 162 CMI
patients had biopsy samples taken at the time of relook surgery or at the time of
cxplantation. Needle biopsics dirccted at the interface region of the CMI and native
meniscus were performed at the time of relook arthroscony, under direct visual
observation, using These yiclded a specimen

for examination of i -amn in diameter and varying lengths,

"teport the histologic findings from these 136 biopsies in 135 paticnts (1 patient had two
biopsies.

Results

Of the 136 bionsies
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%
ith none
showing an adversc reaction except one non-specitic synovitis.

Conclusion

In sumimary, the CMI appears to provide a scaffold for a predictable benign
process of meniscal-like fibrochondrocyitic matrix production by the host, and the CMT is
integrated into this tissue as it is assimilated and resorbed. Healing incorporation into host
tissues is demonstrable in this study. Except for a rarely observed inflammatory synovitis
and implant inflammation, CMIs were not associated with a significant adverse reaction
out to 12 months post placement of the device.
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Figures
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Appendix G

Narratives for Patients who Have Undergone Explants




Explants reported in Protocols and 9601 and 9602
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Appendix H

Line Listing of All Adverse Events
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Appendix I

Formaldehyde Residual Testing and Genotoxicity Testing




RELEASE OF FORMALDEHYDE FROM CS AND
ESTIMATED EXPOSURE TO PATIENT

Tahle 1: Dailv Mass of Formaldehvde Released from the Deviee over 17 Davs
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Mathematical Model Describing Equilibrium Concentration of Formaldehyde in the
Knec Based on the In Vitro Release Model
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USP Heavy Metals Results
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Appendix K

Truthful and Accurate Statement



TRUTHFUL AND ACCURATE STATEMENT
As Required per 21 CFR 807.87(k)

[ certify that, in my capacity as Senior Vice President of ReGen Biologics, [ believe to
the best of my knowledge, that all data and information submitted in the premarket

notification are truthful and accurate and that no material fact has been omitted.

John Dichiara
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