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BRIEF SUMMARY FOR THE PHYSICIAN (CONSULT PACKAGE INSERT FOR FULL PRODUCT INFORMATION)
CAUTION: Federal law restricts this device to sale by or on the order of a physician (or properly 
licensed practitioner).
INDICATIONS Synvisc is indicated for the treatment of pain in osteoarthritis (OA) of the knee in patients
who have failed to respond adequately to conservative nonpharmacologic therapy and simple analgesics,
e.g., acetaminophen.
CONTRAINDICATIONS • Do not administer to patients with known hypersensitivity (allergy) to hyaluronan
(sodium hyaluronate) preparations. • Do not inject Synvisc in the knees of patients having knee joint 
infections or skin diseases or infections in the area of the injection site.
WARNINGS • Do not concomitantly use disinfectants containing quaternary ammonium salts for skin
preparation because hyaluronan can precipitate in their presence. • Do not inject Synvisc extra-articularly
or into the synovial tissues and capsule. Local and systemic adverse events, generally in the area of the
injection, have occurred following extra-articular injection of Synvisc. • Intravascular injections of Synvisc
may cause systemic adverse events.
PRECAUTIONS General • The effectiveness of a single treatment cycle of less than three injections of
Synvisc has not been established. • The safety and effectiveness of Synvisc in locations other than the
knee and for conditions other than osteoarthritis have not been established. • Do not inject anesthetics or
other medications into the knee joint during Synvisc therapy. Such medications may dilute Synvisc and
affect its safety and effectiveness. • Use caution when injecting Synvisc into patients who are allergic to
avian proteins, feathers, and egg products. • The safety and effectiveness of Synvisc in severely inflamed
knee joints have not been established. • Strict aseptic administration technique must be followed. 
• STERILE CONTENTS. The syringe is intended for single use. The contents of the syringe must be used
immediately after its packaging is opened. Discard any unused Synvisc. • Do not use Synvisc if package 
is opened or damaged. Store in original packaging (protected from light) at room temperature below 
86°F (30°C). DO NOT FREEZE. • Remove synovial fluid or effusion before each Synvisc injection. 
• Synvisc should be used with caution when there is evidence of lymphatic or venous stasis in that leg.
Information for Patients • Provide patients with a copy of the Patient Labeling prior to use. • Transient
pain, swelling and/or effusion of the injected joint may occur after intra-articular injection of Synvisc. 
In some cases the effusion may be considerable and can cause pronounced pain; cases where swelling 
is extensive should be discussed with the physician. • As with any invasive joint procedure, it is 
recommended that the patient avoid any strenuous activities or prolonged weight-bearing activities 
such as jogging or tennis following the intra-articular injection. 
Use in Specific Populations • Pregnancy: The safety and effectiveness of Synvisc have not been 
established in pregnant women. • Nursing mothers: It is not known if Synvisc is excreted in human milk.
The safety and effectiveness of Synvisc have not been established in lactating women. • The safety and
effectiveness of Synvisc have not been established in children.
ADVERSE EVENTS
Adverse Events Involving the Injected Joint
Clinical Trials: A total of 511 patients (559 knees) received 1771 injections in seven clinical trials of
Synvisc. There were 39 reports in 37 patients (2.2% of injections, 7.2% of patients) of knee pain and/or
swelling after these injections. Ten patients (10 knees) were treated with arthrocentesis and removal of
joint effusion. Two additional patients (two knees) received treatment with intra-articular steroids. Two
patients (two knees) received NSAIDs. One of these patients also received arthrocentesis. One patient was
treated with arthroscopy. The remaining patients with adverse events localized to the knee received no
treatment or only analgesics.
Postmarket Experience: The most common adverse events reported have been pain, swelling and/or 
effusion in the injected knee. In some cases the effusion was considerable and caused pronounced pain.
In some instances, patients have presented with knees that were tender, warm and red. It is important to
rule out infection or crystalline arthropathies in such cases. Synovial fluid aspirates of varying volumes
have revealed a range of cell counts, from very few to over 50,000 cells/mm3. Reported treatments 
included symptomatic  therapy (e.g., rest, ice, heat, elevation, simple analgesics and NSAIDs) and/or
arthrocentesis. Intra-articular corticosteroids have been used when infection was excluded. Rarely,
arthroscopy has been performed. The occurrence of post-injection effusion may be associated with 
patient history of effusion, advanced stage of disease and/or the number of injections a patient receives.
Reactions generally abate within a few days. Clinical benefit from the treatment may still occur after 
such reactions. 
The clinical trials described above included 38 patients who received a second course of Synvisc 
injections (132 injections). There were twelve reports in nine patients (9.1% of injections, 23.7% of
patients) of knee pain and/or swelling after these injections. Reports of two additional clinical trials in
which patients received repeated courses of Synvisc treatment have appeared during the post-marketing
period. One of these trials included 48 patients who received 210 injections during a second course of
Synvisc treatment1; the other contained 71 patients who received 211 injections during a second course 
of Synvisc treatment. A total of 157 patients have received 553 injections in the three clinical trials of
repeated courses of Synvisc treatment. The reports in these trials describe a total of 48 reports of adverse
events localized to the injected knee in 35 patients that occurred after injections that patients had received
during their second course of treatment. These adverse events accounted for 6.3% of injections in 22.3%
of patients as compared to 2.2% of injections in 7.2% of patients in a single course of Synvisc injections.
In addition, reports of two retrospective studies during the post-marketing period have described adverse
events localized to the injected knee that have occurred after 4.4% and 8.5% of injections that patients had
received during one or more repeated courses of Synvisc treatment.2,3 Intra-articular infections did not
occur in any of the clinical trials and have been reported only rarely during clinical use of Synvisc.

OTHER ADVERSE EVENTS
Clinical Trials: In three concurrently controlled clinical trials with a total of 112 patients who received
Synvisc and 110 patients who received either saline or arthrocentesis, there were no statistically 
significant differences in the numbers or types of adverse events between the group of patients that
received Synvisc and the group that received control treatments. 
Systemic adverse events each occurred in 10 (2.0%) of the Synvisc-treated patients. There was one case
each of rash (thorax and back) and itching of the skin following Synvisc injections in these studies. These
symptoms did not recur when these patients received additional Synvisc injections. The remaining 
generalized adverse events reported were calf cramps, hemorrhoid problems, ankle edema, muscle pain,
tonsillitis with nausea, tachyarrhythmia, phlebitis with varicosities and low back sprain.
Postmarket Experience: Other adverse events reported include: rash, hives, itching, fever, nausea,
headache, dizziness, chills, muscle cramps, paresthesia, peripheral edema, malaise, respiratory difficulties,
flushing and facial swelling. There have been rare reports of thrombocytopenia coincident with Synvisc
injection. These medical events occurred under circumstances where causal relationship to Synvisc is
uncertain. (Adverse events reported only in worldwide postmarketing experience, not seen in clinical trials,
are considered more rare and are italicized.)
DETAILED DEVICE DESCRIPTION
Each syringe of Synvisc contains:
Hylan polymers (hylan A + hylan B) ........................................16 mg
Sodium chloride ........................................................................17 mg
Disodium hydrogen phosphate ................................................0.32 mg
Sodium dihydrogen phosphate monohydrate ..........................0.08 mg
Water for injection ....................................................................q.s. to 2.0 mL
HOW SUPPLIED
Synvisc is supplied in a 2.25 mL glass syringe containing 2 mL Synvisc.
Product Number: 58468-0090-1 3 disposable syringes
The contents of the syringe are sterile and nonpyrogenic.
DIRECTIONS FOR USE
Synvisc is administered by intra-articular injection once a week (one week apart) for a 
total of three injections.
Precaution: Do not use Synvisc if the package has been opened or damaged. Store in original packaging
(protected from light) at room temperature below 86°F (30°C). DO NOT FREEZE.
Precaution: Strict aseptic administration technique must be followed.
Precaution: Do not concomitantly use disinfectants containing quaternary ammonium salts for skin 
preparation because hyaluronan can precipitate in their presence.
Precaution: Remove synovial fluid or effusion before each Synvisc injection.
Do not use the same syringe for removing synovial fluid and for injecting Synvisc, but the same needle
should be used.
Take particular care to remove the tip cap of the syringe and needle aseptically.
Twist the gray tip cap before pulling it off, as this will minimize product leakage.
Inject Synvisc into the knee joint through an 18 to 22 gauge needle.
To ensure a tight seal and prevent leakage during administration, secure the needle tightly while firmly
holding the luer hub. 
Precaution: Do not over tighten or apply excessive leverage when attaching the needle or removing the
needle guard, as this may break the tip of the syringe. 
Do not inject anesthetics or any other medications intra-articularly into the knee while administering
Synvisc therapy. This may dilute Synvisc and affect its safety and effectiveness.
Precaution: The syringe containing Synvisc is intended for single use. The contents of the syringe must
be used immediately after the syringe has been removed from its packaging. Inject the full 2 mL in 
one knee only. If treatment is bilateral, a separate syringe must be used for each knee. Discard any 
unused Synvisc.
This brief summary is based upon the current circular, 70230602, revised November 15, 2004.
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Osteoarthritis, Sydney, Australia [Paper reference #PS128]. Presentation on File. 2. Leopold SS, Warme WJ,
Pettis PD and Shott S. (2002). Increased frequency of acute local reaction to intra-articular Hylan G-F 20
(Synvisc) in patients receiving more than one course of treatment. J Bone Joint Surg. 2002;84-A(9):
1619-1623. 3. Waddell DD, Estey DJ and Bricker D. (2001). Retrospective tolerance of Hylan G-F 20
using fluoroscopically-confirmed injection and effectiveness of retreatment in knee osteoarthritis.
Proceedings of the American College of Rheumatology Annual Meeting 2001. Presentation on File.

Reference: 1. Wang C-T, Lin J, Chang C-J, Lin Y-T, Hou S-M. Therapeutic effects of hyaluronic acid 
on osteoarthritis of the knee. A meta-analysis of randomized controlled trials. J Bone Joint Surg.
2004;86-A:538-545.

Hyalgan is a registered trademark of Fidia Farmaceutici S.p.A. Orthovisc is a registered trademark of
Anika Therapeutics, Inc. Artz is a registered trademark of Seikagaku Corporation. Euflexxa is a registered
trademark of Ferring Pharmaceuticals, Inc. WOMAC is a trademark of Nicholas Bellamy, MD.
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Type 1 Diabetic Women Have Low BMD
Women with type 1 diabetes should be tar-
geted for osteoporosis screening and pos-
sible fracture prevention as they transition
through menopause, said Elsa S. Strot-
meyer, Ph.D., and her associates of the
University of Pittsburgh.

Reported fracture rates were higher
and bone mineral density (BMD) was
lower in 67 premenopausal women aged
35-55 with type 1 diabetes than among
237 nondiabetic women, Dr. Strotmeyer
and her associates said (Diabetes Care
2006;29:306-11).

Compared with the nondiabetic women,
those with type 1 diabetes were younger
(43.1 vs. 45.2 years) and weighed less (69.1
vs. 74.5 kg). One-third of the diabetic
women reported having had a fracture af-
ter age 20 years, compared with less than
a quarter of the nondiabetics.

Type 1 diabetes was associated with a
7.5% lower total hip BMD, 6.1% lower
BMD in the femoral neck, 2.9% reduced
whole-body BMD, and 15.8% lower cal-
caneal broadband ultrasound attenuation
(BUA). All the differences were signifi-
cant. Adjusting for age, lean mass, and fat

The large decrease in calcaneal BUA in
the type 1 diabetic women suggests that
peripheral bone sites may be even more
compromised than other sites, Dr. Strot-
meyer and her associates said.

Infections Prolong Elderly Surgery Stay
Elderly patients who developed surgical
site infections after undergoing orthopedic
surgery had significantly longer hospital
stays, Dr. Jeanne Lee wrote in a poster at
the annual Interscience Conference on
Antimicrobial Agents and Chemotherapy.

Infection was an independent predictor of
prolonged stay according to both bivariate
and multivariate analyses in the outcomes
study, conducted by Dr. Lee and colleagues
at Duke University in Durham, N.C.

The study was conducted in eight hos-
pitals between June 1991 and July 2002. The
most common procedures were hip arthro-
plasty in 74 patients (22%), fracture repair
in 55 patients (16%), and knee arthroplas-
ty in 40 patients (12%). Staphylococcus aureus

was the dominant pathogen, associated
with 95 infections (56%), and 55% of these
pathogens were methicillin resistant.

The mean length of stay was 13 days
among 169 infected patients, compared
with 4 days among 171 uninfected controls.
The patients’ mean age was 75 years, 66%
were women, and 83% were Caucasian.

Other predictors of prolonged hospital
stay included an inability to bathe inde-
pendently, undergoing procedures of
longer duration, postoperative glucose
greater than 200 mg/dL, and having pro-
cedures on the same day as hospitalization. 

The meeting was sponsored by the
American Society for Microbiology.

Many Intercarpal Fusions Fail Early
Many patients who undergo intercarpal
fusion later require total wrist arthrodesis,
Dr. Samuel Koo and his colleagues re-
ported at the annual meeting of the Amer-
ican Association for Hand Surgery.

The conversion rate was 17% in a ret-
rospective analysis of data available on 72
of 90 consecutive patients who had inter-
carpal fusion from 1990 and 2002 per-
formed by three surgeons.

The initial diagnosis in 80% of patients
was posttraumatic arthrosis. The cohort of
54 men and 18 women had an average age
of 35 years. Worker’s compensation pa-
tients comprised about 75% of the cohort.

Midcarpal fusions were significantly
more likely to fail than triscaphe, lunotri-
quetral, and radiocarpal fusions. Conver-
sion to total wrist arthrodesis occurred in
9 of 32 (28%) midcarpal fusions, 2 of 24
(8%) triscaphe fusions, and 1 of 10 (10%)
lunotriquetral fusions. None of the six ra-
diocarpal fusions performed subsequent-
ly required total wrist arthrodesis. The av-
erage follow-up was 37 months.

More than half the conversions oc-
curred within 11 months, and all but one
occurred at less than 2 years. The average
time from initial surgery to total wrist fu-
sion was 13 months, said Dr. Koo of
Northwestern University in Chicago. Age,
gender, and worker’s compensation status
did not influence conversion rates.

Limitations of the study include its ret-
rospective design, small sample size, and
possible bias introduced by excluding pa-
tients in the initial study group due to in-
complete charts, Dr. Koo said.

—From staff reports

mass reduced but did not eliminate any of
the differences, they said.

After adjustment for age, neither dura-
tion of diabetes nor hemoglobin A1c lev-
els were significantly associated with BMD
or BUA. Blindness (10.6% of the diabetic
women vs. 0.4% of the controls) was as-
sociated with lower femoral neck and
whole-body BMD, and reduced detection
of the 10-g monofilament was related to
lower femoral neck BMD after adjusting
for age and diabetes duration.

The observed differences in BMD at
multiple sites approached one standard de-
viation, which may confer an approxi-
mately doubled risk for hip fracture.
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