ZYPLAST® COLLAGEN
PHYSI CI AN PACKAGE

DESCRI PTI ON

| MPLANT
I NSERT

Zyplast ® collagen inplant is a sterile device conposed of highly purified
bovine dernal collagen that is lightly crosslinked wth gl utaral dehyde
and dispersed in a phosphate-buffered physiol ogical saline containing
0. 3%l i docai ne.

MODE OF ACTI ON

ZYPLAST collagen inplant is introduced into nmd to deep dernal tissues
for correction of contour deficiencies. After injection, the suspended
collagen forns a soft cohesive network of fibers, which is responsible
for restoring contour. Qrer a period of nonths the inplant is col oni zed
by host connective tissue cells; once established, the inplant takes on
the texture and appearance of nornmal host tissue and is subject to the
sane stresses and agi ng processes.

| NDI CATI ONS AND USAGE

ZYPLAST collagen inplant is indicated for the correction of contour
deficiencies of soft tissue. The etiology and distensibility of the defect,
tissue stress at the inplant site, and plane of placenent of the inplant
wll affect the degree and duration of contour restoration. Results of in
vitro and in vivo studi es suggest that ZYPLAST collagen inplant,
because it is crosslinked, nay persist in tissue to a greater extent than
non-crossl i nked Zydern® col | agen inplant; therefore, it is reconmend-
ed that during treatnent, correction should be limted to no nore than
100% of the defect. Two or nore inplant sessions at intervals of at
| east two weeks nay be required to achi eve the desired effect.

@l lagen inplants have been enpl oyed successfully in nany areas of
the body to correct distensible acne scars, atrophy from disease or
trauna, glabellar frown lines, nasolabial folds, or defects secondary to
rhinopl asty, skin graft or other surgery, and other soft tissue defects.
Severely indurated, sharply narginated and very superficial |esions
(e.g., ice-pick acne scars, viral pocknarks, and superficial rhytides such
as sone periora lines) have proved difficult to distend and, therefore,
are difficult to correct. If a defect cannot be distended because of
extensi ve scarring or nonel astic tissue, the course of correction wll be
prolonged, if correction is achievab e.

Touch-up inplantations at 6-18 nonth intervals will be required to
nai ntai n naxi numcorrection. The interval at which touch-up inpl anta-
tions are needed depends on the nature of the lesion, the anount of
inplant introduced, the plane of placenent and the stresses that nay
exist at corrected sites. For exanple, ongoing nechanical stresses
eventual |y cause these defects to recur. Qorrection tends to persist
longer in areas in which disease processes have becone quiescent.
Neverthel ess, if a stable level of correction is desired, all patients
shoul d be counsel | ed to anticipate suppl enental inplantations.

CONTRAI NDI CATI ONS

ZYPLAST col lagen inplant therapy nust not be initiated if the patient
has a positive response to the required @llagen Test Inplant. Refer to
@l lagen Test Inplant Physician Package Insert for conplete instruc-
tions for admnistration and eval uation of the test inplant.

ZYPLAST col lagen inplant nust not be used in patients with severe
allergies nanifested by a history of anaphylaxis, or history or presence
of mitiple severe alergies.

ZYPLAST coll agen inplant contains |idocaine and nust not be used in
patients wth known |idocai ne hypersensitivity.

ZYPLAST col l agen inplant nust not be used in patients wth a history
of alergies to any bovine collagen products, including but not Iimted
to collagen injectabl es, collagen inplants, henostatic sponges and col -
| agen-based sutures, because these patients are likely to have hyper -
sensitivity to ZYPLAST col | agen i npl ant.

ZYPLAST col l agen inplant nust not be used in patients undergoing or
planning to undergo desensitization injections to neat products, as
these injections can contain bovi ne col | agen.

ZYPLAST col lagen inplant is contraindicated for use in breast augnen-
tation, and for inplantation into bone, tendon, |iganent, or nuscle.

WARNI NGS

A Ol lagen Test Inplant nust be administered and eval uated prior to
soft tissue deficiency correction using ZYPLAST col | agen inpl ant.

(Refer to @llagen Test Inplant Physician Package Insert.) Note: The
Col | agen Test Inplant is non-crosslinked collagen, while
ZYPLAST collagen inplant is crosslinked collagen. If the

@l lagen Test Inplant response is equivocal, it is recoomended that a
second test inplantation be adninistered in the opposite ar mand eval -
uated prior to theinitiation of treatnent.

Sone physi cians have reported the occurrence of connective tissue
di seases such as rheunatoid arthritis, systemc |upus erythenatosus,
pol ynyositis (PV, and dernatonyositis (DV subsequent to col | agen
inections in patients wth no previous history of these disorders. Gnflicting
studi es have been publ i shed (27, 28) in peer reviened journa s regarding
the association between PMDM and injectabl e collagen. A causal rela-
tionship between collagen injections and the onset of PMOM or the
other connective tissue diseases |isted, has not been established.

A'so, an increased incidence of cell-nediated and hunoral immunity to
various collagens have been found in systemc connective tissue dis-
eases such as rheunatoid arthritis, juvenile rheunatoid arthritis, and
progressi ve systenic sclerosis (scleroderma). 19-24 patients wth these
di seases may thus have an increased susceptibility to hypersensitivity
responses and/or accel erated clearance of their inplants when injected
w th bovine dernal collagen preparations. Therefore, caution should be
used when treating these patients including consideration for multiple
skin testing (see Skin Test Package Insert).

Local necrosis is a rare event which has been observed followng colla-
gen inplantation. Mbst necroses reported through post-narketing sur-
vei |l ance have occurred in the glabella It is thought to result fromthe
inuy, obstruction, or conpromse of blood vessels. ZYPLAST col | agen
inplant is nore often injected deeper into the dermis closer to the |oca
vascul ar supply than is ZYDERMcol | agen inpl ant. Additional |y, ZYPLAST
col l agen inpl ant does not undergo syneresis after injection. Therefore,
interruption of the local blood supply nay nore likely occur with
ZYPLAST collagen inplant. It is recoomended that corrections in the
gl abellar region be perfornmed using ZYDCERM col | agen inpl ant rat her
than ZYPLAST col | agen i npl ant .

Patients wth a history of dietary beef allergy should be carefully eval u-
ated before injectabl e bovine collagen therapy, since it is possible that
the col l agen conponent of the beef nmay be causing the allergy. Mre

than one skin test
patients.

is highly recommended prior to treating these

ZYPLAST col lagen inplant nust not be inplanted into bl ood vessels.
@l lagen can initiate platel et aggregation, and inplantation of ZYPLAST
collagen inplant into dernal vessels nay cause vascul ar occl usion,
infarction, or enbolic phenomena.

PRECAUTI ONS

Wse of ZYDERMI1 col lagen inplant in an individual patient should be lim
ited to 30 cc over a one-year period. Wse of ZYCEHRM 2 col | agen i npl ant
inanindvidual patient should be limted to 15 cc over a one-year peri -
od. The conbination of these products or of ZYDERM in conjunction
wth ZYPLAST in an individual patient should be linited to 30 cc over
a one-year period. The safety of injecting greater anbunts on an annu-
al basis has not been establ i shed.

ZYPLAST col | agen inplant should be used with caution in patients wth
histories of alergic reactions to other substances, as injectable colla-
gen use has been associated wth allergic hypersensitivity responses,
especia ly in patients wth such histories.

The injection of ZYALAST col l agen inplant carries an inherent, yet mni -
nal, risk of infection, as does any transcutaneous procedure.

Wse of ZYRLAST collagen inplant at specific sites in which an active
inflammat ory process (skin eruptions such as cysts, pinples, rashes, or
hives) or infection is present should be deferred until the underlying
process has been control | ed.

The safety of ZYPLAST collagen inplant for use during pregnancy or in
infants has not been establ i shed.

ZYPLAST col lagen inplant should be used with caution in patients on
i Mmunosuppr essi ve t her apy.

Patients who are using substances which reduce coagul ation, such as
aspirin and non-steroidal anti-inflammatory drugs nay, as wth any
i njection, experience increased bruising or bleeding at injection sites.

ZYPLAST collagen inplant is not recormended for use in the perior-
bital area. Qercorrection of the vermlion border of the lip has been
slow to resolve due to mnimal tissue stresses at this site. Therefore,
caution is advised for ZYPLAST collagen inplant use in this area

Qinical experience wth injectable collagen inplants was not availabl e
prior to 1976, the safety of this product for a longer duration is not
known.

Snce it has been reported that host collagen nay be deposited at the
site of collagen inplantation, the patient should be inforned that part
or al of the correction nay last for 2 years or nore.

TREATMENT RESPONSES

Transient or minina swelling, nild redness, and disconfiort wll proba-
bly occur at the inplant site inmediately followng inplantation.
Increasing disconfort or swelling, or spreading redness should be
brought i mmedi ately to the physician's attention.

Transient pain and tenderness at injection sites has been associated
wth the injection of the collagen inplants.

Qn occasion, transient painless bruising or discoloration has been noted
to develop at one or nore of the inplantation sites. Resol ution has
al ways been spont aneous.

Fever than 1%of patients receiving ZYDERM col | agen inpl ant have at
sone tine reported an intermttent swelling response, involving noder -
ate induration at the inplant site and edema wthin the surroundi ng
tissues. In sone cases, these responses have been found to be associ -
ated wth antibodi es to bovine collagen. A tines this has been accom
panied by mld pruritis or mninal erythema which nay persist for a
period up to several nonths. These reactions nay last only a few hours
and are usual ly associated with causes of peripheral vasodilatation,
such as consunption of alcohol, prolonged exposure to sun and/or
heat, exercise, and flare-ups of hay fever and other causes of nasal and
sinus congestion. To date, these reactions have been self-limting and
have not been shown to affect adversely the |ong-term success of
col lagen inplant correction, although they nay persist throughout the
life of theinplant.

Infections at coll agen i npl ant sites have occurred in fewer than one per
thousand treated patients, and reactivation of a pre-existing herpes
sinplex infection at inplantation sites has been reported in fewer than
one per ten thousand patients. These responses resol ved quickly and
w t hout sequel ae.

As with any injection into the head or neck, the injected nateria nay
be inadvertently inplanted into a blood vessel. Forceful injection into
dernal arteria branches of the face and scal p coul d cause retrograde
novenent of the inplant naterial into retina arteries, resulting in vas-
cular occlusion. Such a conplication, although unlikely, has been
reported wth the use of ZYDHRM col l agen inplant in one patient, and
resulted in the sudden and pernanent |oss of vision in one eye. Snmlar
conpl i cations have been associated wth other injectabl e preparations,
including corticosteroids, |ocal anesthetics, and angi ographic agents.
These findings enphasize the inportance of avoiding inplantation into
bl ood vessel s.

ADVERSE REACTI ONS

Patients treated intradernally with ZYPLAST collagen inplant have
reported tenporary pal pable |unpiness or visible naterial (mlia-like
yellow or white papules) at injection sites. Both of these types of
treatnent responses resol ved spontaneously w thout sequel ae, and are
believed to reflect reduced shrinkage of crosslinked inplants due to
water resorption, conpared wth non-crosslinked col | agen i npl ants.

Sensitization reactions to injectabl e collagen inplants have occurred in
1-2%of treated patients. Mbst reactions have been of a hypersensitiv-
ity nature and have consisted of erythema, swelling, induration and/ or
urticaria at inplantation sites. Gten these reactions have occurred
followng an unrecogni zed or unreported positive collagen skin test.

Typically, allergic reactions persist between one and nine nonths, wth
an average duration of four nonths. These reactions may be intermt -
tent or continuous in nature. In rare instances, reactions have resol ved
inone or two weeks, or have persisted for nore than one year. A though
several forns of therapy (antihistamines, NSAIDS, ora, topica and
intral esional steroids) have been tried, usually they resulted in only
tenporary inproverent. In nost cases, tine has proved to be the
determining factor in the resol ution of these reactions. In rare instances,
patients have been left wth residua firmmess at the site of a resol ved
adver se reaction.

Oh rare occasi ons, abscess fornation has occurred at inplantation sites.
I'n sone cases this reaction has been associated wth el evated titers of
anti-bovi ne collagen antibodies, and can be mitiple or recurrent. These



reactions devel op weeks to nonths following injections and may resul t
ininduration and/or scar formation. Mst of the renaining responses
occurred in patients who becane sensitized to collagen inplants at
sone point during their course of treatnent.

The antigenic specificity of ZYPLAST collagen inplant has been deter-
nmined to be identical to that of ZYDHRMicollagen inplant. During clinica
trials and post-narketing surveillance, the incidence of hypersensitivity
responses to ZYPLAST col |l agen inplant has been significantly |ower
than to ZYDERM col | agen inplant; however, because of the potential
for proonged local availability of antigen, it is possibe that the |ong-
termrate of response to ZYPLAST collagen inplant nay exceed the
lowrate experienced to date.

Systenic conpl aints have been reported by fewer than 0.5%of colla-
gen inplant patients. During clinical testing and subsequent nonitoring
of patient conplaints followng exposure to ZYPLAST col | agen inpl ant,
a variety of systemic conplaints have been reported. These reports
have included flu-like synptons (fever, headache, nyalgia neuralgia,
nausea, nal aise, or dizziness); pruritis; rash;, transient visua distur-
bances including blurred vision; tingling and nunbness; transient pol -
yarthralgia; and various systenic diseases including inmune-nediated
di seases. Rare anaphyl actoi d responses have been reported, including
acute episodes of hypotension, difficulty in breathing, tightness in
chest, and/or shortness of breath.

Local i zed necrosis and/or sloughing, resulting in a scab and/or a scar,
has occurred fol lowng interruption of blood flow such as through bl ood
vessel |aceration or occlusion. The extent of necrosis has varied and is
in the pattern of the tissue served by the vessel involved. This phe-
nonenon has been reported nore frequently in the glabellar region of
the face than in other areas; nevertheless, the incidence of this scab or
scar formation is less than 1% and nmay occur in conjunction wth
either infection and/or hypersensitivity response. In these patients,
inpl antation can be foll oned by prol onged bl anchi ng or devel opnent of
ecchynosis at the treatnent site. It is possible that overdistention of
tissue in areas of conpronmised vascularity nay lead to sinilar conpli -
cations, caused by interruption of blood supply to an injection site.

To report an adverse reaction, phone the Medical Mnitoring Departnent,
MGhan Medical Gorporation, toll-free: (800) 722-2007.

DI RECTI ONS FOR USE

NOTE: ZYPLAST col | agen inpl ant should be stored at standard refrig-
erator tenperatures. DO NOT FREEZE.

1 Prior to a llagen Test Inplant, the patient should be provided
wth a copy of the Patient Brochure.

2 Prior to treatnent with ZYPLAST collagen inplant, the results of
the test inplantation nust be carefully eval uated;, the patient nust
not have a response to the required llagen Test Inplant. For a
conpl ete discussion of the llagen Test Inplant, refer to the
@l lagen Test Inplant Physician Package Insert supplied wth test
Syringes.

3 Prior to treatnent with ZYPLAST collagen inplant, the patient
shoul d be fully apprised of the indications, contraindi cations, warn-
ings, precautions, treatnent responses, adverse reactions, and
nethod of administration. Patients al so shoul d be advi sed that sup-
plenental touch-up inplantations wll be required to naintain naxi -
nmum correction.

4 A conplete nedical history should be obtained to deternine
whether the patient is an appropriate candidate for treatnent wth
ZYPLAST col | agen i npl ant.

5 The patient’s soft tissue deficiencies should be characterized with
regard to etiology, distensibility, stress at the site, and depth of
l esion. Pretreatnent photographs are recomrended.

6 After ensuring that the patient has thoroughly washed the treat -
ment area wth soap and water, the area shoul d be swabbed with
al cohol or other antiseptic.

7. ZYPLAST collagen inplant is inplanted through a fine-gauge
needl e. The needl e should be placed into the plane(s) of apparent
deformty and the defect should not be overcorrected. Best results
wth ZYPLAST collagen inplant are achieved in defects requiring
md to deep dernmal inplant placenent. The rate and degree of
subsi dence of correction in the inplanted area varies wth patient,
treatnent site, and plane of inplant placenent. Qorrection shoul d
be conservative during initial treatnent. dinica experience has
shown that overcorrection has been slow to resolve in the perior-
bital area and in treatnent sites around the vernilion border of the
lip. Therefore, caution is advised for ZYPLAST col | agen inplant use
in these areas. Severely indurated defects such as scars, which
initialy resist distention, nay require severa treatnent sessions
bef ore desired correction is obtai ned.

Needl es nay becone occluded or dul |
and repl acenent nay be necessary.

during a treatnent session,

8 Mgorous nmassage of the treated areas is reconmended follow ng
inpl antation.

9 Successive inplantations at intervals of two or nore weeks nay be
necessary to achi eve the desired | evel of correction.

10. The physician shoul d instruct the patient to report to her/himany
evi dence of adverse texture change in the surrounding inpl antation
site. Qher problens possibly associated with the use of ZYPLAST
collagen inplant should be pronptly brought to the attention of
the physi ci an.

11. The syringe and any unused nateria should be discarded after a
single treatnent visit.

HOW SUPPLI ED

ZYPLAST collagen inplant is sterile and supplied in individua treatnent
syringes packaged w th fine-gauge needl es, ready for use.

To place an order, phone toll-free: (800) 624-4261.

STORAGE DI RECTI ONS

ZYPLAST col l agen inplant should be stored at standard refrigerator
tenperatures. DO NOT FREEZE.

ZYPLAST col l agen inplant has an of f-white opaque appearance. In the
event that a syringe contains nateria that is clear (like water), do not
use the syringe and notify MGhan Medical Corporation immediately at
(800) 624-4261.

CAUTI ON: FEDERAL LAW RESTRICTS THIS DEVICE TO
SALE, DI STRIBUTION, OR USE BY, OR ON THE
LAWUL ORDER OF A LI CENSED PHYSI CI AN OR
AN ORAL AND MAXI LLOFACI AL SURGEON.
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