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IMPORTANT INFORMATION
ENGLISH ON SIGNIFY® BIOACTIVE
DESCRIPTION
SIGNIFY® Bioactive is a resorbable bone void filler for the repair of bony defects. It is an osteoconductive and osteostimulative
material that guides bone regeneration. When SIGNIFY® is placed in direct contact with host bone, new bone grows in
apposition to the implant. As the implant resorbs, bone and other connective tissues grow into the space previously occupied
by SIGNIFY®.

SIGNIFY® implants consist of Bioglass® (per ASTM F1538), polyethylene glycol (PEG), and glycerol, and is available in putty,
gel, and crunch forms to accommodate surgical and anatomical needs.

INDICATIONS

SIGNIFY® Bioactive is intended for use as a bone void filer for voids or gaps that are not intrinsic to the stabilty of the bony
structure. These osseous defects may be surgically created or created from traumatic injury to the bone. SIGNIFY® Crunch
is intended to be gently packed into bony voids or gaps of the skeletal system (L., the extremities, pelvis, and posterolateral
spine). SIGNIFY® Putty and Gel are intended to be gently packed into bony voids or gaps of the skeletal system (ie., the
extremities and pelvis). SIGNIFY® resorbs and is replaced with bone during the healing process.

WARNINGS

SIGNIFY® implants are not designed with sufficient mechanical strength to support reduction of a defect site prior to soft and
hard tissue ingrowth. Rigid fixation methods are recommended as needed to ensure stabilization of the defect. Complete
postoperative wound closure is essential.

SIGNIFY® Putty and Grunch are intended for manual application and are not intended for injection through a constrained
opening or under high pressure. SIGNIFY® Gel may be injected into the desired location. High pressure injection of SIGNIFY®
should not be conducted as pressurization in closed cavities can lead to device extrusion beyond the intended application
site, which could damage surrounding tissue, or to embolization of fat or the device into the bloodistream.

Packaging should be intact up on receipt. Damaged packages and/or contaminated products should not be used and should
be returned to Globus Medical.

PRECAUTIONS

SIGNIFY® Bioactive is intended for use by surgeons familiar with bone grafting techniques. If fixation s used, the labeling for
the use of the fixation system chosen should be followed and the fixation must gain purchase in the host bone. Standard
postoperative practices for the treatment and rehabilitation associated with bone grafting must be strictly followed

Mental or physical impairment which compromises a patient's ability to comply with necessary limitations o precautions may
place that patient at a particular risk during postoperative rehabiltation

A successful resuilt is not always achieved in every surgical case. This is particularly true in spinal surgery where many
extenuating circumstances may compromise the results.

As with any surgical procedure, care should be demonstrated in treating patients with preexisting conditions that may impact
the success of the surgical procedure. This includes patients with bleeding disorders of any etiology, long-term steroid
therapy, immunosuppressive therapy, or high dose radiation therapy.

Use this device as supplied and in accordance with the handiing and use information provided below.

CONTRAINDICATIONS
SIGNIFY® must not be used in patients with a history of anaphylaxis or a history of multiple allergies.

Conditions representing relative contraindications include:
Severe neurological or vascular disease

. Hypercalcemia

. Pregnancy

. Cases of fracture fixation or where load support is reqired, unless standard internal or external stabilization technicues
are followed to obtain rigid stabilization in all planes
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Systemic and/or metabolic disorders that affect the bone or wound healing
Conditions in which general bone grafting is not advisable

Local infection

Any patient unwiling to follow postoperative instructions

Vertebroplasty or kyphoplasty procedures

10.To gain screw purchase or to stabilize screw placement

11. Any case not described in the indications

POTENTIAL ADVERSE EVENTS

Possible complications are the same as to be expected of autogenous bone grafting procedures and include but are not
limited to:

Deformity of the bone at the surgical site

Fracture or extrusion of the SIGNIFY® implant(s), with o without generation of particulate debris

Wound complications including hematoma, site damage, infection (superficial, deep or deep with bone
fracture, and other complications common to any surgical procedure

Incomplete, or lack of, osseous ingrowth into bone void, as possible with any bone void filer

Delayed union o failure of fusion

Transient hypercalcemia

Loss of bone grat, graft protrusion and/or dislodgement, which could damage surrounding tissue

General complications that may arise from anesthesia and/or surgery
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Occurrence of one or more of these conditions may require an additional surgical procedure and may also require removal
of the bone void filler.

OSTEOSTIMULATION

SIGNIFY® is an osteostimulative and osteoconductive device. Osteostimulation is defined as an accelerated bone formation
process, characterized by the active stimulation of osteoblast proliferation and differentiation in an osseous defect. This
stimulatory action has been demonstrated during in vivo tests of Bioglass® particulate to be more rapid than simple
osteoconduction. ' These tests have been supported by in vitro cell culture tests, which demonstrate the mechanisms of cell
stimulation as being the result of cellular interaction with the ionic dissolution products released from Bioglass® particulate
during its absorption. > Clinical data on this acceleration of bone formation in the human has not been established.

SIGNIFY® has only been demonstrated to form bone in osseous defects. SIGNIFY® therefore is not osteoinductive. Such
osteoinductive devices can be characterized by their ability to form new bone tissue in non-osseous (soft-tissue) sites.
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CONTACT INFORMATION

Globus Medical may be contacted at 1-866-GLOBUS 1 (456-2871). A surgical technique manual may be obtained by

contacting Globus Medical.

HANDLING & USE

SIGNIFY® should be implanted into bony defects or for posterolateral spine fusion according to the following technique.

Prepare the wall of the defect that will contact the SIGNIFY® product, as needed. Gently pack the site but avoid overfiling the

bone void or compressing the treatment site. Remove excess material from the treatment site. Close the site using standard

closure techniques and discard any unused SIGNIFY® product.

STORAGE

Do not freeze or expose to extreme heat. Store at ambient temperature.

STERILIZATION

SIGNIFY® Bioactive is provided sterile in an unopened and undamaged package. This product must be used on or before the

expiration date that is provided on the package label. This device is for single patient use and should never be reused

CAUTION: Federal (U.S.A) Law Restricts this Device to Sale by or on the order of a Physician.
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