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Synvisc® Hylan G-F 20
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glycan famity. Hyaluronan is a fong-chain potymer containing repeating disaccharide units of Na-gtu-
curonate-N-acetylglucosamine. :

INDICATIONS . )
Swvsclshditztedformehzunevnofpammosteoammsmmmekneenpahmtsmhavembdm
mpmdﬁamntdybmﬂwmnﬂmmmbgcﬂmwmmmm e.g., acetaminophen.
CONTRAINDICATIONS

. mmmwm patients with knawri hypersensitivity (allergy) to hyaluronan (sodium hyaluronate)
prepara

‘OonotnectSynvuscmmehweesotpahentshawngkneejomtmlmmushnduseasesormfewons
in the area of the injection site.

WARNINGS

-Domtoonconmanﬂyusedantechnts containing quatemary ammonium salts for skin preparation
because hyaturonan can precipitate in their presence.

-mmwmemmammmmmmw One such systemic
adverse event ollowing extra-articutar injections of Synvisc in clinical use outside the U.S.
mvasaxlarwecbonsofSynvbcmaymusesystemmadvefseevens

PRECAUTIONS

General

"« The effectiveness of a single treatment cycie 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.

« Da not inject anesthetics or other medications into the knee joint during Synvisc therapy. Such medica-
tions may dilute Synvisc and affect its safety and effectiveness.

» Use caution when injecting Synvisc into patients who are alfergic ® avian proteins, feathers, and egg products.

« The safefy and effectiveness of Synvisc in severely inflamed knee joints have not been established.

« Strict 2septic administration technique must be followed.

« STERILE CONTENTS. The syringe s intended for single use. The contents of the syringe must be used
immediately after its packaging is opened. Discard any unused Synvisc.

or damaged. Store In original packagmg (protected from light)

Remove synavial fluid or effusion, If present, before injecting Synvisc.
« Synvisc should be used with caution when there is evidence of lymphatic o venous stasis in that leg.
information for Patients
-Mpauentswm\aoopyolmehnentubelmgmmuse

« A with any invasive joint procedure, it is recommended that the patient avoid any
or prolonged weight-bearing achvheswdns)oqginqortennlsfoﬂowinghelnﬁa—amuﬂam;ecnon
« The safety and effectiveness of repeat treatment cycles of Synvisc have not been established.
Use in Specific Populations
« Pregnancy: The safety and effectiveness of Synvisc have not been established in pregnant women.
Nursing mothers: It is not known K Synvisc is excreted in human mitk. The safety and effectiveness of
Synvisc have not been established in tactating women.
« The safety and effectiveness of Synvisc have not been established in children.
ADVERSE EVENTS
A fotal of 511 patients (559 knees) received 1771 injections in seven clinical trials of Synvisc. There were
39 regorts in 37 patients (2.2% of injections, 7.2% of patients) of knee pain and/or swefling aftec these

Teupﬁms(lomees)wemmtedwmmismdmmvalMMem Twa additional
m\tm with intra-articutar steroids. Two patients (two received
NSAIDs. of these patients aiso arthrocentesis patient was treated with The

hdﬁﬂcdusehCanada(mlSSZ)mdSweden(smoei%S) the most contmon adverse eveats
mmmm.we«.m,wammmhmwmmmmw
were one case each of: urticaria; small hives; pain on one side of the body with -
mmwmmw«memummmm end shivering

nausea, respicatory difficutties; and prickling in body which did not recur after subsequent
S/nv?sclniemms Noaswolanaphyiaﬁsoraﬂaphv‘acw
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“those in the German

have been associated with the use of Synvisc. intra-articular infections did not occur in any of the clinical
trials, but have occumred in clinical use following Synvisc injections.

CLINICAL STUDIES
mmmmmmmwhmmm
chinical trials referred b In the MvetseEvaﬂs section, The three studies investigated a wotal of
wswm\enmdmfnenmedemograws trial participants were comparable across treatment groups
with regacd %o age, gender, and duration of astecarthritis, except that there wene a significantly greater
= om)mberofmmhmsmmammnhmecotmlgmhmsuuy(seﬂaue1).
Onesu:dywasammucentefsmdy.eondudedatloursnu in Germany. R was a randomized, double-
blind prospective clinical trial with two treatment groups. The study compared the safety and effactive-
mmmmmmmmmawyﬂmmwmhmm
(loslmees)wlmmoafuﬂlsof
Astgmfmnﬂygmawmmberofsarme-mled paﬁentstookcorwmtosteoarﬂmhsmeo“mﬁonsﬁm
did patients treated with Synvisc (See Table 2). While both the Synvisc and the saline-treated groups
improved significantly as compared %0 baseline in all effectiveness measures, the Synvisc group showed
amethha«mmmfmmm~mMMma
twelve-week period (See Table
Aseoondsmdyoondudedausmglemmemﬁennanywasamfmnenﬂywnmled randomized, dou-
bleblmdprospeﬁvedinledﬂalvdmmtrealmerugmupsThssmdyoompamdmewetymdeffec-
tiveness over a 12-week period of thiree weekly intra-articutar injections of Synvisc and of physiological
saline In 29 subjects (29 knees) with osteoarthritis of the knee. The results of the study were simitar to
mutticenter study, except that the significance levels in most comparisons were
smaller (See Tables 3A and 38).
A third study was a prospective, concurrently controlied, randomized, double-blinded mutticenter study
cm\ductedlnsostqects(mehm)atﬁveussnsn\esunyco«wareduwsafe(ymmecum\ess
of three weekly intra-articular injections of and of three weekly arthrocenteses in subjects with
astecarthritis of the knee over a four-week period after the first injection or arthrocentesis.
Both the Synvisc- and the saline-treated groups improved significantly as compared to baseline in aff effec-
tiveness measures. However, there were no significant differences between the -freated and asthro-
centesis-treated patients at any time during the four-week evaliration period (See Tables 3A and 38).
Covariate analyses with the covariates of center, presence or absence of previous treatments, basefine
levelso(wmnemeasmage,gende( body mass, effusion, baseline X-ray score, duration of
osteoarthritis, treatment of contralateral knee, and orabsenoeofoonwnentmerapbs did not
mmlanyfactmmatsngntfmnuyaﬂededmemsunsofanymmeﬂweesmdies.
The German studies and the U.S. study differed in several respects, including inclusien of patients with
effusions, length of no treatment period priar to Synvisc injection, nature of control treatment, final evalu-
ation time, mean duration of disease, mean weight, prior treatmeats for OA, and pain and X-ray inclusion
criteria. Thus, German and the U.S. studies, which gave different resufts, investigated differeat patient
populatuonsmdoomparedSynviscmﬂrd«ﬁemntoo«Mh'eabnems
Although success criteria for safety were not specified in any of the three studies, adverse events were
enumerated in each study. These events are included in the “Adverse Events™ section.

" DETAILED DEVICE DESCRIPTION

Synviscmmhy!muamgemoleanarweigmsooooommhﬂanenydmtedgdhuw«emd
physiological sodium chioride solution, pHTZ.Synv;schasmelastuty(stofagenmntsG')atzsﬂzof
111 = 13 Pascals (Pa) and & viscosity (loss modulus G} of 25 = 2 Pa (elasticity and viscosity of knee
symwalﬂuﬁdﬁ??yearddhummmned%ampmblemeﬂwdatzSHLG'-.117*13
PyG" =45+ 8Pa)

Each syringe of Syavisc contains:

Hylan polymers (hylan A + hylan B) . 16mg
Sodium chloride 17 mg
Disodium hydrogen phosphate - 0432 mg
Sodium ditdrogen phosphate nwnohydmte 0.08 mg
Water for injection . q.5. 2.0 mL
HOW SUPPLIED

Synwsc’ismﬁedmaHSqu!wsynngewntameZmLSynmsc
Product Number: 0008-9143-02 3 disposable syringes
The contents of the syringe are sterile and nonpyrogenic.
DIRECTIONS FOR USE’
Synvisc is administered by intra-articutar injection once 2 week {one week apart) for a fotal of three injections.
Precaution: Do not use Synvisc if the package has been opened or damaged. Store in original packaging
{protected from Kight) at room temperature betow 86°F (30°C). DO NOTFREEZE
Precaution: Strict aseptic administration technique must be followed.
mmmemmmwtemammmmww
preparation because hyaluronan can precipitate in their presence.
Pmuﬁmaenmeswmtalﬂuidweﬂ\dml(pmamwmwecﬁngsm
Do not use the same syringe for g synoviat fluid and for injecting Synvisc, butlhesameneedle
shauld be used. .
Take particutar care to remove the tip cap of the syringe and needte aseptically.
Inject Synvisc into the knee joint through an 18 to 22 gauge needle. - - - .-
Domth;edamsu\emsormyoﬁtermedmmmwamananyintomekneewhneadmmstemg
Synvisc therapy. This may dilute Synvisc and affect its safety and effectiveness. - - be
Precaution: The syringe containing Synwisc is intended for Ieusemeoontentsofmesyri\genw
mmmmammmmmm?mammmmzmmmm
only. i treatment is bilateral, a separate syringe must be used for each knee. Discard any unused Synvisc.
DISTRIBUTED BY:
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Pemsylvama191m
Telephoae: 1-800-99:
Fax: (610) 964-5939




DEVELOPED BY: TABLE 3A
Siomatrix_inc. OF WEIGHT-BEARING PAIN'- N
65 Rafiroad Avenue EVALUATED BY PATIENTS
m"!ﬂ dersey 07657 Base- improvement
Fac Q011 Week li“eu 1 3 u‘:mmiwm, 8 2
MANUFACTURED BY:
Blomatrix Medical Canada Inc. German Mutticenter
275, avenue Synvisc-treated
Mean 69.7 120 265 | are NA 459 465
Canada HOR 1A3 . 00001 | 0.0001 | 0.0001 00001 | 0.0001
Covered by U.S. patents #4,636,524, #4,713 448, #5,099,013, #5,143.724. Saline-treated
:wmkn:zmmmammm Mean 75.1 20 170 | 230 NA 168 16.4
EFEREN ) ) P 0.0001 | 0.0001 { 0.0001 0.000t | 0.0002
Scale ) - Viscosupplementati ostecarthwitic knees : a treatment
m&%%””&'%&m 1994, flon ot wih tar: 2 > 0.1 03 001 | 00008 | NA | <0.0001 ] <0.0001
TABLE 1 German Single Center
DEMOGRAPHIC DATA' Synvisc-treated
- - DEMOGRAPHIC VARIABLE Mean 65.2 106 31.8 439 NA 817 535
e Gender (N (%)] Duration of [ 0.02 0.0001 | 0.0001 0.0001 | 0.0001
Osteoarthvitis Saline-treated
M 3 tyears) Mean 69.8 54 193 | 254 NA 244 2638
vy T—— - [ 001 | 0.0001 | 0.0001 0.0001 | 0.0001
Symvisc® 623 ( 4?% (5@ ) 54 P 04 02 0.03 | 0.0t NA__ | 00001 ( 0.0001
) 0
Safine 64.7 13 30 56 us. M“m
@% (5% Syess- e ‘
¢ ne) 03 0.04 09 Mean 673 129 189 NA 213 NA NA
| German Single Center P 00002 | 0.0001 0.0001
Synvisc 59.8 10 4 24 Saline-treated
1% (29%) Mean 69.4 94 212 NA 19.1 NA NA
Safine 595 5:? 477% 25 P 001 | 0.0001 0.0002
P (ymvisc/Salie) 09 G3%) -, U 10 B 06 05 o7 | W o7 A NA
US. Mufficenter Footnates:
Synvisc 629 17 27 89 * Patients > 40 years old and received the complete treatment course
(39%) 61%) * Mean of assessments on VAS of 0 to 100 mm
Arthrocentesis 67.1 12 30 7.9 * Significance from baseline
(28%) 1%) * Significance between Synvisc and controt
| P (Synvisc/Artiwocentesis) 0.06 0.3 05 $ NA =no measurement taken
Footnotes: TABLE
* Patients > 40 years old and received the complete freatment course &ngcmemss OF NIGHT PAIN'
* N = aumber of patients ALUATED BY PATIENTS
* in addition, 1 male and 3 females were treated with Synvisc in one knee and saline In the other Base- improvement
*in addition, 4 females were treated with Synvisc in one knee and arthrocentesis in the other line (Change from Baseline)
TABLE 2 Week 0 1 2 3 4 8 12
CONCURRENT OSTEOARTHRITIS THERAPIES' German Multicenter
TREATED KNEES Synvisc-treated
CONCURRENT . P Mean a6 | 92 200 | 264 Nas 283 298
MEDICATIONS? TOTAL Synvisc Control Synvisc/ ] 0.0001 | 0.0001 { 0.0001 0.000¢ | 0.0001
. Control Saline-treated
German Mutticenter =109 N=52 N=57 Mean 457 95 152 | 212 NA | 184 173
Medications N (%]} 27 (25%) 5(10%) 22 (39%) 0.001 P 0.0001 | 0.0001 | 0.0001 ‘10,0001 | 0.0001
NSAIDS 17 (16%) 4(8%) 13 (23%) . 003 a 05 0.9 02 03 NA 005 | 002
Acetaminophen 7 (6%) 1% 6 (11%) 0.07 - - -
Other medications 3{3%) 3 (5%) 0 (0%) 0.09 ge‘"!a" 5‘“9‘;‘3“““
Gorman Single Centert 1=29 N=14 N=15 ymvisc-treat
Any concurent medication NAY NA NA NA Mean 318 84 17.7 248 NA 289 25
& 004 | 0005 | 0.004 0005 | 0.005
US. Mutticenter® N=103 N=51 N=52 Safine-treated
Acetaminophen 100 (37%) 50 (98%) 50 (96%) 06 Mean 333 45 13.1 16.1 NA 161 179
L INCRY v i 0.1 0.001 | 0.0007 0.0001 | 0.0001
:m' A 40 oid and the vea :S . 0.9 04 04 0.3 NA 0.1 0.2
'N-Mnbao\‘lmeosmvbe o4 more than ane Synvisc-treated .
* Number and percentage of subjects Mean 61.0 180 179 NA 228 NA NA
s Medications not approved in the U.S. P 00001 | 0.0001 0.0001
:W theraples were recorded Safine-treated
coltected ' Mean 76.0 233 363 NA 298 NA NA
* Only acetaminophien was aliowed " 0.0001 | 0.0001 0.0001
[ 0.002 0.5 0.004 | WA 03 NA NA
Fool

tnotes:

! Pati 2 40 years old and received the complete treatment course
* Mean of assessments on VAS of 0 o 100 mm
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