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IS S ER OB CE

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

T R

Y AZIL, ftkDIE
IR I R OV LT BE R B
PFlzErEe 777
= ) AT RS L
WEREIZBT AR
BAfiE (OA) ITL 2ER

[%hee - ZhR]
RAFEIFEZMTAIR B OE 1 HEM TR 75 +
DEY LRWER ZH T DR
RE D FBE D FETRAEAD

and simple analgesics, e.g., | IBPRICAND,

acetaminophen.

CONTRAINDICATIONS | &

® Do not administer to o LTAuLVEE(tTN| [BEREGOBFICZERE LN )]

patients with known
hypersensitivity (allergy)
to hyaluronan (sodium
hyaluronate) preparations

G R L) BUE|
\IBEUE (7 L)
BIRT I ENG DT
NWAHBEIZIERLT
e 72,

RO T T L B YA,
BHEOEAALCE., PE, NS LiBESE
DOEEEREOD & 5 B

® 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.

o [FEEORY HEH
REABMICEISES
RABEREBHHBED
Bz rexy
ANLTRARLRN,

[#REoBE]
1. {HEHE GRoBFICHEECRET
57 &)
(3) L PYENERIC B RS R AR iR
5 BEAFTIBESHGNICRE T L
¥, ]

WARNINGS

=&

® Do not concomitantly
use disinfectants
containing quaternary
ammonium salts for skin
preparation because
hyaluronan can precipitate
in their presence.

® b7 NoENLE 4
WT o AN HE
EITDHENHTHIL
BHDHDH, EEOEAN
EOE R g W= S R |
HEAFAL TS
nun,

7. WRELOEE

(2)% DAt

4) FEOE, FEEHEA by
T AEDOFEIRT T T AERUY
B~ FI )DL, RBEELS D
ERHEDTHHEETHIE,

® 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.

e [HFEIS, VEIEMRERAN K
CEGBERICY B R
TEEALTIEAE LR
W, B A F B
WHEATAHZEIZLED,
BN RG2S (—f%
ITIXIEARY) oFESR
BRELAZEDBHL
nTW5,

7. HEAEOER

Q)€ Dfth

2) BEERSL, BB R X UBEEAN
AR ERS L2 b,

®  Intravascular injections
of Synvisc may cause

e LUV RIEMEN
EATALE, 2EM0H

7. HRAEOBE
()& Dt

systemic adverse events, EHERELHEES | 3) AFELEA~EALRZNI &,
HBd,
PRECAUTIONS R EOER
General —HE

® The effectiveness of a

® | [BEDETEYA 7T

ROk L,
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single treatfnent cycle
less than three injections
of Synvisc has not been
established.

W, YrERIEAN
EEA 3ERBTH-
BEORFEMHRIIHEL
SR TIN2,

The safety and
effectiveness of Synvisc in
locations other than the
knee and for conditions
other than osteoarthritis
have not been established.

e LRI EBLS
DEA~EALZEE
& BIAERARHE LS O
FERIZERLEZBED
MR UA ML TE
SEERN TN,

Fe7e L,

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.

® VP RZIBFRPIL,
IR E Iz B e O
HAAFEHFLTER2S
v, ZO X )7
I vraszi3as R
i, FoEetLHY
HItEBTIEE L
%

Fhifi7e L,

Use caution when
injecting Synvisc into
patients who are allergic to
avian proteins, feathers,
and egg products.

o BEOFLNAIE PN
£, RUCUMERZT v
¥Ry BEIZ
R EERT LIRS
it EEICEATAD
CL:::

[BREoBRFITITEESE LRI &)]
ERIORKRS T e T ElE R @A,
BIEOT AT HE, FE, IRTE LiBsaE
DEAEIED S HBAE

The safety and

o HEOCRKEZEIL

2. BHELRERNEE

effectiveness of Synvise in | v 2 BEEEIZX T 5 | QA MIEEBEEIE CHEICIERE LW
severely inflamed knee L PRI OESMER | BT ARORE LY BFSIEERD
iggﬁg“”m‘ CAT RS ST | BAL BB 2 & 238 5 O THIERE 21

' WA, AT LARSRET S EAEE LV,
®  Strict aseptic o MEAEEMBIEC | <HE- BRCEET 5ERL0EE>

administration technique
must be followed.

FVEATDHI &,

G)AFNIBIFIPIZIEAT H 0T, EERIE

HHRIED b £ TTH 2 &,
® STERILE ‘ o WHEEHZ VU7 HALOER
CONTENTS. The syringe | 3 1 [@[R Y O & B | (1)EHIFOEE

is intended for single use.
The contents of the
syringe must be used
immediately after its
packaging is opened.

MELAELOTHAH, ¥
U P ORNERS., BRE
EHICERLZ2TNE
RBRY, REHOY

DBF S IO fER L, ER%IIRT
PHEFETDH &,

Discard any unused ER 7R AETRET %,
Synvisc.
® Do not use Synvisc if o SEREHIEAhTY | [BEWVWIEOEE]

package is opened or
damaged. Store in original
packaging(protected from
light) at room temperature
below 86°F(30°C). DO
NOT FREEZE.

FOMBLTIWAES
2, FOL AT
RALTIEARbRy, #E
X, oAk (GEY) o
*£E. 8 F (30 C) 3k
OB TITV., HEREL
TR b2,

2. RN ARODESERE ENZY .,
BHE L TWABIRRA L2V &,
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® Remove synovial fluid
or effusion before each
Synvisc injection.

° vwﬁzbwﬁkm
(i EE, 8 L7 EE
HEEET A3,

T D B DR

<P - AR 5 FORE >
()BEER GO R B BB, B s L
R RET D

®  Synvisc should be used
with caution when there is
evidence of lymphatic or
venous stasis in that leg.

o TEMICY RiER
Flk o OB O R
hOBEIZL, R Y
PEAT LA E
BIZfERT 5,

[ER EDEE]

1. HELE ROBEFICIIHEEICRET
BZ )

(1) BT B M §# R =
i U iR 5 s HXRRO o5 HBE

(M EFEIROIET & EA S ORSic X 5

BHHEF R T AREAEL LMD, |

Use in Specific Populations

R BT AR

® 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.

OULIR TR ORIz
a3 ArOEe
& FHMEILTES S
KGR AN

oI FDHHE R
7 BEFLP Iz HE E
AhEINEFRETH
A, BEEPoEin s
B E R DEAM
EHGHEEREE SN T
2L,

5. Ui, EER, BILmE~0ks

() EESPOEEICET 2SI
ENTHRWOT, ERITTER L TWhWd
FREME D & A i AL, 1B o TR
fElEt: s EE D SRS 3560 L%
ATk,

2) HHPF~OBFTIZOWTHEHAREATS
Aiosh, FH OB A, ARSI
HiEBiswas &,

® The safety and
effectiveness of Synvisc

o hRICBITDVER
7 DREEEHHIET

6. /IREE~DEE
MNREIIH T AE MR LTy

have not been established FESE SR TUNARLY, (8 IR A3 721N,

in children.
ADVERSE EVENTS FEES 3. BlEA
Adverse Events Involving | #EA L7 BAfICBMRT 5 SN 381 D RS E B A AE B 5 2
the Injected Joint fFERS R L 7B GEGIR ST (559 B .

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

R . v R 7S
75 7T 2O EEEREBEIZ RS
T. &5 511 AoEFHE (559
oY 281771 FEDiENE
T, TNHODEANE
12,37 ADBE P LIFEDK
B OV SR RENRAS 39 FlR
Hxhis (EAD 22%,
BED12%), TOEREE

1771 B0 SE) (28B8WC, 511 4 46 {5
(9.0%) (ZEMHER MR b, BEEL
RO LN EBER KR 28 4
(5.5%) . WEAR 24 #] (4.7%)., ZhiEv,
L OER, Bk, NREA 1) (4 0.2%)
Tdhof, WELAICEELAWEER
X, 10 i (2.0%) T, BB, T HER,
BEIE s, i, REORIE, . &
Phgs. SEMRMEEERR, SRR, NEE O
E 1 (& 02%) T o7z, [FRFBHFER

(DEXKZ2RITER

vav . TF 747X —ER (B
EARR) : ray s, TF74 7% —
FERBHLbNDZEBHIOT, BEY
F432iT, REFBED SN EEITTE
HEgil L, #@aAEzTI 2 b,

(2)F Do B EH
LTFoX 5 ERPED o613
ClleiEeiTH 2 &)
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A

arthrocentesis and remova
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.

LT, 10 ADBEE (10D
BE) ClIBEEhEHl S BrE L
7B OB ES Ei &
ni-, Blo 2 AOBE (2
OB (CITBEERNIC AT
o KAJEIRE, 2 A
DEBE (2 SO 12X
NSAID & i, Z D
551 AN CrERIE SRR 5
faaii-, | AOBRHEILME
EEERE TIBRET 7=,
IBIZRE LA EEEMN
oo/ EY ORFIL I8
REZ T o= nERN

Eopriigs ahi,
Postmarket Experience: HREOEHK : FLE < &
The most common adverse EXNTCWAFTEESIT,

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/mm°.
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 or treatment
courses a patient receives,
Reactions generally abate
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within a few days. Clinical
benefit from the treatment
may stilf occur after such
reactions.

D, ZOLHREIEBEN
F=ELThH, VIEAZIZ
X BIREESRIT, BRT D
EEZLND,

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 afier
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 treatment; the other
contained 71 patients who
received 211 injections
during a second course of
Synvisc treatment.

EROBRERT &
A7 OEAN (132 BEFEN)
2 - NVETIDEE 38
ABEENTVWE, Zhb
DIEANEIT, 9 AOBEEMN
5 M O YATE B OV AL IERR
B2 PRSI (A
@ 9.1%., BEFD23.7%),
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16 0 5 B AR Bk A% T IR 12 1
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VA7 BERYIE 71 AD#R
FH 211 BOEANEZT
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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

Rigr—ni v A7HE
TED 3 S>OREBEEICE D
T. &5 157 ADBRED
553 EOEARSEITE, =
5 OERRABR T, 1B
D 27— BE DTN
FEVTIRIT 35 AR
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B LA EERSS 48 i
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BT, VAT EADE
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T, BHED23%., EAD
6.3%DEETREAELE, &
bz, MREYEO 2 >o
L haerxoF 0 TEER
DB|ETE, Y ERIEB
FED1EG LEFREE
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44%, 8.5%iz, BEALT
BEBR LA ERESEN
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patients had received during
one or more repeated courses
of Synvisc treatment.
Intra-articular infections did
not occur in any of the
clinical triais and have been

Do
WENOBRKABRTLE
HRBREREREZ - TES
T VRS R ERIRE
THEALLBAIZIILE

reported only rarely during 3"/ CHESNTNDICIE
clinical use of Synvisc. EEIR,
Other Adverse Events F D OFERE

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
Svnvisc 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
tachyarrythmia, phlebitis
with varicosities and low
back sprain.
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Postmarket Experience:
Other adverse events
reported include: rash,
hives, itching, fever, nausea,
headache, dizziness, chills,
muscle cramps, paresthesia,
peripheral edema, malaise,
respirvatory difficulties,
Jlushing and facial swelling.
There have been rare
reports of thrombocytopenia
coincident with Synvisc
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events occurred under
circumstances where
causai relationship to
Synvisc is uncertain.
(Adverse events reported
onfy in worldwide
postmarketing experience,
not seen in clinical trials,
are considered more rare
and are italicized.)
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INDICATIONS AND
USAGE

TSR OV B
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®  Synvisc is a temporary
replacement and supplement
for synovial fluid.

®  Synvisc is beneficial for
patients in all stages of joint
pathology.

®  Synvisc is most effective
in patients who are actively
and regularly using the
affected joint.

®  Synvisc is only intended
for intra-articular use by a
physician to treat pain
associated with
osteoarthritis of the knee
and hip.

Synvisc achieves its
therapeutic effect through
viscosupplementation, a
process whereby the
physiological and rheological
states of the arthritic joint
tissues are restored.
Viscosupplementation with
Synvisc is a treatment {o
decrease pain and discomfort,
allowing more extensive
movement of the joint. In vitro
studies have shown that
Synvisc protects cartilage cells
against certain physical and
chemical damage.
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CONTRAINDICATIONS

#HE

®  Ifvenous or lymphatic
stasis is present in the
relevant limb, Synvisc
should not be injected into
the joint.
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®  Synvisc should not be
used in infected or severely
inflamed joints or in patients
having skin diseases or
infections in the area of the
injection site.
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WARNINGS ¥5
® Do not inject ® HIRMWIZEAL | 7. HERALOER

intravascularly. AR (2) FDfh

3) AAEMEFRN~NEALRNI &,

® Do not inject e [AENSL, RIEM | 7. WA LEOBERE

extra-articularly or into the HBRAEUCEESARN | ) Foft

synovial tissues and capsule. AN LR WD | 2) FES, ISR X UREEanIC

Adverse events, generally in

s LT =] 3 -
the area of the injection, j—oz_f, gii’?%{fgﬁ FamEFEALLZNI &,
have occurred following K Raliisthe o
extra-articular injection of VBRSO
Synvisc. FEAT L - T

ZB I MR
Thd,
® Donot concomitantlyuse i @ b 7ot | 7. EALEOES
disinfectants containing HamyrE= | Q) F0M

quaternary ammonium salts
for skin preparation because
hyaluronan can precipitate
in their presence.
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TrANFUL) LY, EEEELS
IEBHEOTHRERT LI &,

e HEEE A

LT B,
PRECAUTIONS FEREOHEE
®  Synvisc should not be e JEARNCKED | &kl L,

used if there is a large
intra-articular effusion prior
to the injection.

BYE I ITE LT
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[ER LoEE] 2. BEERERPERIC
RIEENIZBT S EEFHELRMR L,

A7 EERL TR
FraSRAN AR
®  As with any invasive . %@{L@f},ﬂg 7. HWHLEOEER
joint procedure, it is OESLEDSEE | @) Fofh
recommended that the YR, BEERRN | 1) BIETRIR ST, EREEEEARO
patient avoid any strenuous HEABIZELWE | 25t LVEB 28T 5 2 &,

activities following the

intra-articular injection, and @J%’E” 2~3H
resume full activities within T TEE OED)
a few days. ICRLTWS Z &
BEID LD,
®  Synvisc has not been ® UURZIIE |5 . ER, RARBRE~ORS
tested in pregnant women or IRFR O LR T 18 | (DEEIRS 038 51 B4 B R MR &
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children under 18 years of
age.

ﬁﬁﬁ"ﬁnﬁﬂ)d\ﬁf 4
RErZ T i
Ly,

TR D T R TR L TV B 1]
B D B B IR AT, TA5E EOB ISR
BRiEZ FE B &M S h 3B a05EE
52k,

Synvisc contains small

e LERZIZIX

[BRGROBFITRES LRV )]

amounts of avian protein LEOEIES 8 /ixﬁijo)ﬁ‘x‘ SXie 7T auEEF R Y A,
and should not be used in SEREENT | BEOEAIEE., PE. Syt UiBEE
patients with related A=, FRICH | OEROHABE
hypersensitivities. 3 7 o
FICRERT 5~
& TR,
ADVERSE EVENTS AERE 3. BIfER

Adverse events invelving
the injected joint: transient
pain and/or, swelling and/or
effusion in the injected joint
may occur after
intra-articular injections of
Synvisc. In some cases the
effusion may be large and
can cause pronounced pain;
it is important to remove
and to analyse the fluid to
rule out infection or
crystalline arthropathies.
These reactions generally
abate within a few days.
Clinical benefit from the
treatment may still be
apparent after such
reactions. Intra-articular
infections did not oceur in
any of the clinical trials and
have been reported only
rarely during clinical use of
Synvisc.
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The post marketing
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experience has identified the
following systemic events to
occur rarely with Synvisc
administration: rash, hives,
itching, fever, nausea,
headache, dizziness, chills,
muscle cramps, paresthesia,
peripheral oedema, malaise,
respiratory difficulties,
flushing and facial swelling.
In the conirolled clinical
trials, there were no
statistically significant
differences in the number or
types of systemic adverse
gvents between the group of
patients that received
Synvisc and the group that
received control treatments.
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TEEMRIEEER G 5) . ARG THIRE ORI &R LZFEBRTH D NSIAD &
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BOYEAT oA FUERAESE (NSAIDs) QMBS LRWEFITERT L) Z &
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Indication :

Synvisc is indicated for 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.
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[Fes - Rl
BE. A 1E2mL % 18R 2 &g 3 B, BESENCEET 5,

<P - ARICEET M LoEE>

(1) AFoFEHE, 1THI S cERIERS ST 17— b L, FRI1 72— e 5,

(2) HEE 7 — N TOFME - ZRMEITREY LTV, [REIEEIE 7 — Al LT,
27— NVELBCREEESRSEMT S L08ERH S, ]
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[E%EfmRHL]
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6mL ETIEHLODOEAEFHEEL, BAREEZ 1B LI 2EIZHEO LT, LTFD S
WY O LWHE - HEOHEASHII W THIER R 2EOFMEEITR -7 bDTH D,

6mL X 1 [EIHE, 4mLX1 [EIRE, 4mL/EAE X2 [8E, 4mL/E]/E X 3 [E#E,

2mL/El/#E X 3 [EH

FORER STOFAFBCBNTR—R T4 VEND 24 B% T TCAERERONE
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EREMSGERBO LN, FEAFTBRICBTA2EEMT 27 7 A4 MK E 2BEE AR
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