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INFUSE® Bone Graft/LT-CAGE® Device Product Overview

Spine
Product Information
INFUSE® Bone Graft/LT-CAGE® Device
FDA-Approved Spine Indication Single-level ALIF with Metallic Interbody Fusion Device from L2-S1
Mechanism of Action (MOA) High Osteoinduction

5 Cells Attracted by Chemotaxis

é Carrier/Scaffold Absorbable Collagen Sponge (ACS)

§

= Signal rhBMP-2

rhBMP Concentration 1.5mg/cc

Available Sizes Medium =

rhBMP Delivered 1.05mg 2.1mg 4.2mg 84mg 12mg
Graft Produced 0.7cc 1.4cc 2.8cc 5.6¢c 8.0cc
List Price $876 10 $5,408
Sterilization Method Filter Sterilization Maintains Bioactivity Level
FDA Regulatory Status PMA

Proven Safe and Clinically Effective

Preclinical Data: Fusion Success
rhBMP-2/ACS
Rabbit Pseudo Repair 100% (vs. 29% for ICBG)*

Sheep Interbody 100% (vs. 33% for ICBG)*

fAnimal studies not necessarily indicative of human clinical outcomes.

Clinical Data

INFUSE® Bone Graft/LT-CAGE® Device

Study Design Single-level ALIF with LT-CAGE® Device
Total Patients in IDE Spine Study 277 rhBMP-2 Patients
Smokers Included in Study 32.9% of Patients
Fusion Assessment X-ray and CT
Fusion Success at 24 Months 94.5%
Fusion at Long-term Follow-up (Total) 98.5% at 6 Years (128/130)°

Patients Working at 6-year Follow-up 68% (vs. 52% Preoperatively)
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INFUSE® Bone Graft/LT-CAGE® Device Product Overview continued

FDA APPROVAL PATHWAYS
Pathway Time to Market Clinical Data Required IRB Approval Required
) Large Pivotal Trial for
IDE > PMA Approximately 6 to 8 years Safety and Efficacy No

IDE = Investigational Device Exemption
PMA = Pre-market Approval

PMA Explanation

» Therapy is unique and represents a significant advancement in the treatment
of a disease or condition

» Must demonstrate safety and efficacy in a large pivotal clinical trial

» IRB approval not required to use
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BRIEF SUMMARY OF INDICATIONS, CONTRAINDICATIONS,

AND WARNINGS FOR:

INFUSE® BONE GRAFT/LT-CAGE® LUMBAR TAPERED FUSION DEVICE
INFUSE® BONE GRAFT/INTER FIX™ THREADED FUSION DEVICE
INFUSE® BONE GRAFT/INTER FIX™ RP THREADED FUSION DEVICE

The INFUSE® Bone Graft/Medtronic Titanium Threaded Interbody Fusion
Device is indicated for spinal fusion procedures in skeletally mature patients
with degenerative disc disease (DDD) at one level from L2-51, who may also
have up to Grade | spondylolisthesis or Grade 1 retrolisthesis at the involved
level. The INFUSE® Bone Graft/ LT-CAGE® Lumbar Tapered Fusion Device is
to be implanted via an anterior open or an anterior laparoscopic approach.
INFUSE® Bone Graft with either the INTER FIX™ or INTER FIX™ RP Threaded
Fusion Device is to be implanted via an anterior

open approach.

The INFUSE® Bone Graft/Medtronic Titanium Threaded Interbody Fusion
Device consists of two components containing three parts— a metallic
spinal fusion cage, a recombinant human bone morphogenetic protein
and a carrier/scaffold for the bone morphogenetic protein and resulting
bone. These components must be used as a system for the prescribed
indication described above. The bone morphogenetic protein solution
component must not be used without the carrier/scaffold component
or with a carrier/scaffold component different from the one described
in this document. The INFUSE® Bone Graft component must not be
used without the Medtronic Titanium Threaded Interbody Fusion
Device component.

NOTE: The INTER FIX™ Threaded Fusion Device and the INTER FIX™ RP
Threaded Fusion Device may be used together to treat a spinal level.
LT-CAGE® Lumbar Tapered Fusion Device implants are not to be used in
conjunction with either the INTER FIX™ or INTER FIX™ RP implants to treat
aspinal level.

The INFUSE® Bone Graft/Medtronic Titanium Threaded Interbody Fusion
Device is contraindicated for patients with a known hypersensitivity

to recombinant human Bone Morphogenetic Protein-2, bovine Type |
collagen or to other components of the formulation and should not be
used in the vicinity of a resected or extant tumor; in patients with any
active malignancy or patients undergoing treatment for a malignancy; in
patients who are skeletally immature; in pregnant women; or in patients
with an active infection at the operative site or with an allergy to titanium
or titanium alloy.

There are no adequate and well-controlled studies in human pregnant
women. In an experimental rabbit study, rhBMP-2 has been shown to

elicit antibodies that are capable of crossing the placenta. Women of child
bearing potential should be warned by their surgeon of potential risk to a
fetus and informed of other possible orthopedic treatments. The safety and
effectiveness of this device has not been established in nursing mothers.
Women of child-bearing potential should be advised to not become
pregnant for one year following treatment with this device.
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Please see the package insert for the complete list of indications,
warnings, precautions, adverse events, clinical results, definition of
DDD, and other important medical information. The package insert
also matches the sizes of those sized devices that are indicated for use
with the appropriate INFUSE® Bone Graft kit.

CAUTION: Federal (USA) law restricts this device to sale by or on the order
of a physician with appropriate training or experience.

BRIEF SUMMARY OF INDICATIONS, CONTRAINDICATIONS,
AND WARNINGS FOR:
INFUSE® BONE GRAFT

INFUSE® Bone Graft is indicated for treating acute, open tibial shaft
fractures that have been stabilized with IM nail fixation after appropriate
wound management. INFUSE® Bone Graft must be applied within 14 days
after the initial fracture. Prospective patients should be skeletally mature.

INFUSE® Bone Graft consists of two components — recombinant human
Bone Morphogenetic Protein-2 solution and a carrier/scaffold for the bone
morphogenetic protein solution and resulting bone. These components
must be used as a system. The bone morphogenetic protein soluti
component must not be used without the carrier/scaffold component
or with a carrier/scaffold component different from the one described
in this document.

INFUSE® Bone Graft is contraindicated for patients with a known
hypersensitivity to recombinant human Bone Morphogenetic Protein-2,
bovine Type | collagen or to other components of the formulation and
should not be used in the vicinity of a resected or extant tumor, in patients
with an active malignancy or patients undergoing treatment for a
malignancy. INFUSE® Bone Graft should also not be used in patients who are
skeletally immature, in patients with an inadequate neurovascular status,

in patients with compartment syndrome of the affected limb, in pregnant
women, or in patients with an active infection at the operative site.

There are no adequate and well controlled studies in human pregnant
women. In an experimental rabbit study, rhBMP-2 has been shown to
elicit antibodies that are capable of crossing the placenta. Women of child
bearing potential should be warned by their surgeon of potential risk to a
fetus and informed of other possible orthopedic treatments. The safety and
effectiveness of this device has not been established in nursing mothers.
Women of child-bearing potential should be advised to not become
pregnant for one year following treatment with this device.

Please see the package insert for the complete list of indications,
warnings, precautions, adverse events, dlinical results, and other
important medical information.

CAUTION: Federal (USA) law restricts this device to sale by or on the order
of a physician with appropriate training or experience.

BRIEF SUMMARY OF INDICATIONS, CONTRAINDICATIONS,
WARNINGS, AND PRECAUTION FOR:

INFUSE® BONE GRAFT FOR CERTAIN ORAL MAXILLOFACIAL
AND DENTAL REGENERATIVE USES

INFUSE® Bone Graft is indicated as an alternative to autogenous bone graft
for sinus augmentations, and for localized alveolar ridge augmentations for
defects associated with extraction sockets.

The INFUSE® Bone Graft consists of two components — recombinant
human Bone Morphogenetic Protein-2 (rhBMP-2) placed on an absorbable
collagen sponge (ACS). These components must be used as a system for
the prescribed indication. The bone morphogenetic protein solution
component must not be used without the carrier/scaffold component
or with a carrier/scaffold component different from the one described
in the package insert.

INFUSE® Bone Graft is contraindicated for patients with a known
hypersensitivity to recombinant human Bone Morphogenetic Protein-2,
bovine Type | collagen or to other components of the formulation and
should not be used in the vicinity of a resected or extant tumor, in patients
with any active malignancy or patients undergoing treatment for a
malignancy, in pregnant women, or patients with an active infection at
the operative site.

There are no adequate and well-controlled studies in human pregnant
women. In an experimental rabbit study, thBMP-2 has been shown to
elicit antibodies that are capable of crossing the placenta. Women of child
bearing potential should be warned by their surgeon of potential risk to
afetus and informed of other possible dental treatments. The safety and
effectiveness of this device has not been established in nursing mothers.
Women of child-bearing potential should be advised to not become
pregnant for one year following treatment with this device.

INFUSE® Bone Graft has not been studied in patients who are skeletally
immature (<18 years of age or no radiographic evidence of
epiphyseal closure).

Please see the package insert for the complete list of indications,
warnings, precautions, adverse events, clinical results, and other
important medical information.
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