Restylané Lyft with Lidocaine

Injectable Gel with 0.3% Lidocaine

Caution: Federal Law restricts this device to sale by or on the order of a physician or licensed
practitioner.

Description

Restylan® Lyft with Lidocaines a sterile gel of hyaluronic acgenerated bgtreptococcuspecies of
bacteria, chemically crodmked with BDDE, stabilized and suspended in phosphate buffered saline at
pH=7 and concentration of 20 mg/mL with 0.3% lidocaine.

Indication

Restylan® Lyft with Lidocainds indicated fo implantation into the deep dermis to superficial
subcuitis for the correction of moderate to severe facial folds and wrinkles, such as nasolabial folds.

Restylan® Lyft with Lidocaines indicated for subcutaneous to supraperiosteal implantation for
ched& augmentation and correction of aggated midface contour deficiencies in patients over the
age of 21.

Restylan® Lyft with Lidocaines indicated foiinjection into the subcutaneous plane in the dorsal
hand to correct volume deficit in patients otrex age of 21.

Contraindications

! Restylan® Lyft with Lidocaineis contraindicated for patients with severe allergies
manifested by a history of anaphylaxis or history or presence of multiple severe allergies.

1 Restylan® Lyft with Lidocainecontains trae amounts of gram positive bacterial proteins,
and is contraindicated for patients with a history of allergies to such material.

f Restylan® Lyft with Lidocainds contraindicated for patients with bleeding disorders.

1 Restylan® Lyft with Lidocaineshoutl not be used in patients with previous hypersensitivity
to local anesthetics of the amide type, such as lidocaine.

Warnings

1 Introduction ofRestylan® Lyft with Lidocainento the vasculature may lead to
embolization, occlusion of the vessels, ischemmanfarction. Take extra care when
injecting soft tissue fillers, for example inject the product slowly and apply the least amount
of pressure necessary. Rare but serious adverse events associated with the intravascular
injection of soft tissue fillers ithe face have been reported and include temporary or
permanent vision impairment, blindness, cerebral ischemia or cerebral hemorrhage, leading
to stroke, skin necrosis, and damage to underlying facial structures. Immediately stop the
injection if a patienexhibits any of the following symptoms, including changes in vision,
signs of a stroke, blanching of the skin or unusual pain during or shortly after the procedure.
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Patients should receive prompt medical attention and possibly evaluation by an appropriate
health care practitioner specialist should an intravascular injection occur.

1 Defer use oRestylan& Lyft with Lidocaineat specific sites in which an active
inflammatory process (skin eruptions such as cysts, pimples, rashes, or hives) or infection is
present until the process has been controlled.

f Injection site reactions (e.g., swelling, redness, tenderness, or pRie3tidan® Lyft with
Lidocainehave been observed as consisting mainly of dleam minor or moderate
inflammatory symptoms startirgarly after treatment and with less than 2 weeks duration.
Refer to the adverse reactions section for details.

1 As with all dermal filler procedureRestylan& Lyft with Lidocaineshould not be used in
vascular rich areas. Use in these highly vasculaazeds, such as glabella and nose, has
resulted in cases of vascular embolization and symptoms consistent with ocular vessel
occlusion, such as blindness, and with brain vessel occlusion resulting in cerebral infarction.

1 Delayed onset inflammatory papulesve been reported following the use of dermal fillers.
Inflammatory papules that may occur rarely should be considered and treated as a soft tissue
infection.

1 Special care should be taken to avoid injection into veins or tendons in the hand. Injection
into tendons may weaken tendons and cause tendon rupture. Injection into veins may cause
embolization or thrombosis.

1 Injection into the hand may cause adverse events that last for mo@6tthays In a
clinical study,24.7% of subjects had at least adB@ree negative change in thumb flexion
which persisted through the course & 8monthsduration studyRefer to adverse events
sections for additional detalils.

1 Injection of the dorsum of the hand may cause pain in extremiperipheral swelling

1 Injection of Restylane Lyft in the hand and ptrsatment behavior such as strenuous use or
trauma to the hands may increase the risk for delayed onset Ateshand

Precautions

1 Restylan® Lyft with Lidocainds packaged for single patient use. Do resterilize. Do not
use if package is opened or damaged.

1 For the treatment of moderate to severe facial wrinkles and fakelsnaximum
recommended dose per treatment is 6.0 mL based on U.S. clinical sfadiekeek
augmentation implantation and tledtment of ageelated midface volume deficit in
patients over the age of 21 theximum recommended dose is als® 6L per treatment.
For the treatment of dorsal hand volume deficit, the maximum recommended dbaager
is 3.0 mLbased on U.S. clinitatudies. The safety of injection greater amounts has not
been established.
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The safety or effectiveness Bestylan® Lyft with Lidocainefor the treatment of anatomic
regions other than nasolabial foldsidface areanddorsal handhas not been estasted
in controlled clinical studies.

Long term safety and effectivenessRestylan® Lyft with Lidocainebeyondone yeahave
not been investigated in clinical trials.

As with all transcutaneous procedur@sstylan® Lyft with Lidocaineémplantation cares a
risk of infection. Standard precautions associated with injectable materials should be
followed.

The safety and efficacy &estylan® Lyft with Lidocainefor lip augmentation has not been
established.

The safety oRestylan® Lyft with Lidocainefor use during pregnancy, in breastfeeding
females or in patients under 18 years has not been established.

Formation of keloids may occur after dermal filler injections includtegtylan® Lyft with
Lidocaine®. Keloid formation was not observed in studi@golving 709 patients (including
160 AfricanAmericans and 76 other patients of Fitzpatrick Skin Types IV, V and VI). For
additional information please refer to Stud#a-140602, MA-140001, 31GE0002,
31GEO0101, and MAL40G05 in the Clinical Trials Seicin. In study MA-1400-03 with
Restylan Lyft with LidocaineandPerlané®, there were 51.7% (31/60) of patients with
Fitzpatrick Skin Types IV, V, and VI and no reports of keloid formation.

Restylan® Lyft with Lidocaindnjection may cause hyperpigmentatiat the injection site.

In a clinical study of 150 patients with pigmented skin (of Afrid¢anerican heritage and
Fitzpatrick Skin Types IV, V, and VI), the incidence of pwglammatory

hyperpigmentation was 6% (9/150). 50% of these events lastedsixovteeks after initial
implantation.In study MA-140003 with Perlan€® andRestylan@ Lyft with Lidocainethere
were 51.7% (31/60) of patients with Fitzpatrick Skin Types IV, V, and VI and no reports of
hyperpigmentation. In study MA400-05 with Restyane® Lyft with Lidocaingthere were
30.5% (61/200) of patients with Fitzpatrick Skin Types IV, V, and VI and no reports of
hyperpigmentation.

Restylan® Lyft with Lidocaineshould be used with caution in patients on
immunosuppressive therapy.

Use ofResylane® Lyft with Lidocaindn dorsal hand in patients with diseases, injuries or
disabilities of the hand has not been studied. Care should be used in treating patients with

aut oi mmune disease affecting the htayya, han
hand tumor, vascular malformations, Raynau
rupture.

Bruising or bleeding may occur Restylan® Lyft with Lidocainenjection sitesRestylan®
Lyft with Lidocaineshould be used with caution in patiemtso have undergone therapy
with thrombolytics, anticoagulants, mrhibitors of platelet aggregation the preceding 3
weeks.

After use, syringes and needles should be handled as potential biohazards. Disposal should
be in accordance with accepted medpralctice and applicable local, state, and federal
requirements.
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The safety oRestylan® Lyft with Lidocainewith concomitant dermal therapies such as
epilation, UV irradiation, or laser, mechanical or chemical peeling procedures has not been
evaluated ircontrolled clinical trials.

Patients should minimize exposure of the treated area to excessive sun, UV lamp exposure
and extreme cold weather at least until any initial swelling and redness has resolved.

If laser treatment, chemical peeling or any othrecpdure based on active dermal response

is considered after treatment wRtestylan® Lyft with Lidocaingthere is a possible risk of
eliciting an inflammatory reaction at the implant site. This also applRestylan& Lyft

with Lidocaineis administeed before the skin has healed completely after such a procedure.

Injection ofRestylan® Lyft with Lidocaindnto patients with a history of previous herpetic
eruption may be associated with reactivation of the herpes.

Restylan® Lyft with Lidocainds aclear, colorless gel without particulates. In the event that
the content of a syringe shows signs of separation and/or appears cloudy, do not use the
syringe and notify Galderma Laboratories, L.P.-8654258722 Glass is also subject to
breakageindera variety of unavoidable conditions. Care should be taken with the handling of
the glass syringe and with disposing of broken glass to avoid laceration or other injury.

Restylan® Lyft with Lidocaineshould not be mixed with other products before impliona
of the device.

Cheek augmentatioor correction of ageelated midface contour deficienciespatients
over the age of 2Wjth Restylan® Lyft with Lidocaineshould only beerformedby
physicians who have appropriate experience and whiknanglecgeable about the anatomy
and the product for use deep (subcutaneous and/or supraperiosteal) injefctiarheek
augmentation.

Correction of volume deficit in the dorsal hand in patients over the age of 21, with
Restylan® Lyft with Lidocaineshould onlybe performed by physicians who have

appropriate experience and who are knowledgeable about the anatomy and the product for
use in the subcutaneous plane.

Safety ofRestylan® Lyft with Lidocainenjected into the dorsum of the hand in patients
under22 years old has not been studied.

In order to minimize the risks of potential complications, this product should only be used
by health care practitioners who have appropriate training, experience, and who are
knowledgeable about the anatomy at and arounditih@finjection.

Health care practitioners are encouraged to discuss all potential risks of soft tissue injection
with their patients prior to treatment and ensure that patients are aware of signs and
symptoms of potential complications.

Adverse Experiences

Restylan® Lyft with Lidocaines indicated for implantation into the deep dermis to superficial
subcutis for the correction of moderate to severe facial folds and wrinkles, such as nasolabial folds
and for subcutaneous to supraperiosteal implantéiocheek augmentation and correction of-age
related midface contour deficienciespatients over the age of 21. It is alsdicated for injection

into the subcutaneous plane in the dorsal hand to correct volume deficit in patients over the age of
21.Adverse event information fétestylan® Lyft with Lidocaineuse in the correction of moderate

4 (49



to severe facial folds and wrinkles, such as nasolabial folds is presented in TablesdLfor

cheek augmentation and correction of-agjated midface contowleficiencies is presented in

Tables 1113. Adverse event information for Restylane Lyft with Lidocaine use in the dorsal hand
to correct volume deficit is presented in Tableslb4

Restylan® Lyft with Lidocaine for the correction of moderate to severefacial folds and
wrinkles, such as nasolabial folds.

There were five US studies that reported adverse events in support of the indication for treatment of
moderate to severe facial folds and wrinkles, such as nasolabial folds.

In two U.S. studiesi.g., Sudy MA-140001 and Study MA1400602) involving 433 patients at 25
centers, the adverse outcomes reported in patient diaries during 14 days after treatment are
presented in Tableg 4. The physician diagnosed adverse events identified in these studies at 7
hours after injection are presented in Table 7. In StudyIM®0-01, 150 patients were injected
with Perlané€® on one side of the face aR@stylan® on the other side of the face. In study MA
140002, 283 patients were randomized to receive eRleglane® or Restylan& injection on both
sides of the face. Table 8 presents all investigatnmtified adverse events recorded at study visits
2 weeks or more after injection in studies MAOGO1, MA-140002, 31GE0101 and1GE0002.

In Study31GE0101, 150 Canén patients were injected with bderlan€® and Hylaforn®. In

Study 31GE0002, 68 Scandinavian patients underwentfestané® and Zyplast injections.

In a fifth U.S.study Study MA-140003) 60 patients at three centers randomly receRestylan@
Lyft with Lidocaineinjections on one side of the face @erlan€ injections on the other side of
the faceThe adverseventsreported in patient diaries during 14 days after treatrare presented
in Tables 5 and.6The physiciarrecordedadvese eventgdentified in studyMA-140003 at 14
days after injection are presented in Table 9
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Table 1. Maximum Intensity of Symptoms after Initial Treatment, Patient Diary (Study MA-1400-02)*

Perlane Restylane Perlane Patients Restylane Patients
Total patients| Total patients; None | Tolerable3 Affected| Disablingd None | Tolerable] Affected| Disabling3
reporting reporting Daily Daily
symptoms | symptoms Activity? Activity?
n (%) n (%)

n(%) |n(%) n(%) |n(%) n(%) |n(%) n(%) |n(%)

Bruisin 122 111 17 97 24 1 28 82 28 1
9 (86.5%) (78.2%) | (12.2%)| (69.8%) | (17.3%)| (0.7%) | (20.1%)| (59%) | (20.1%)| (0.7%)

118 114 21 105 12 1 25 96 17 1
Redness (83.7%) (80.3%) | (15.1%)| (75.5%) | (8.6%) | (0.7%) | (18%) | (69.1%) | (12.2%)| (0.7%)

swellin 128 127 11 107 19 2 12 102 23 2
9 (90.8%) (89.4%) | (7.9%) | (77%) | (13.7%)| (1.4%) | (8.6%)| (73.4%) | (16.5%)| (1.4%)

Pain 114 108 25 96 18 0 31 93 14 1
(80.9%) (76.1%) | (18%) | (69.1%) | (12.9%)| (0%) | (22.3%)| (66.9%) | (10.1%)| (0.7%)

Tenderness 130 123 9 112 18 0 16 109 12 2
(92.2%) (86.6%) | (6.5%)| (80.6%) | (12.9%)| (0%) | (11.5%)| (78.4%) | (8.6%) | (1.4%)

ltchin 45 67 94 40 3 2 72 66 1 0
9 (31.9%) (47.2%) | (67.6%)| (28.8%) | (2.2%) | (1.4%) | (51.8%) (47.5%)| (0.7%) | (0%)

3 1 3
Other 0.7%) (2.1%) NA NA NA NA NA NA NA NA

IMissing values are not reped.
2Prospective definitions for: tolerable, affected daily activity and disabling were not provided in the diary or protocol.

3Two patients reported pimples (oRerlandoneRestylang oneRestylangatient reported a sore throat; dRestylangatient eported a runny

nose; degree of disability was not reported for any of the four events.

Table 2. Duration of Adverse Events after Initial Treatment, Patient Diary (Study MA-1400-02) !

Perlane Restylane Perlane Patients Restylane Patients
2 2
Tc_>ta| Total patients Number of days Number of days
patients .
: reporting
reporting symptoms 1 2-7 8-13 14 1 2-7 8-13 14
syr:;()(}/o)ms n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
0
Bruisin 122 111 6 81 28 7 9 69 30 3
9 (86.5%) (78.2%) (4.9%) | (66.4%) (23%) (5.7%) (8.1%) | (62.2%) (27%) (2.7%)
Redness 118 114 19 87 8 4 31 71 9 3
(83.7%) (80.3%) (16.1%)| (73.7%) | (6.8%) | (3.4%) | (27.2%)| (62.3%) | (7.9%) (2.6%)
Swellin 128 127 6 100 17 5 12 93 19 3
9 (90.8%) (89.4%) (4.7%) | (78.1%) | (13.3%)| (3.9%) | (9.4%) | (73.2%) | (15.0%) | (2.4%)
Pain 114 108 46 66 2 0 37 69 2 0
(80.9%) (76.1%) (40.4%)| (57.9%) | (1.8%) (0%) (34.3%) | (63.9%) | (1.9%) (0%)
Tenderness 130 123 24 89 16 1 21 92 9 1
(92.2%) (86.6%) (18.5%)| (68.5%) | (12.3%)| (0.8%) | (17.1%) | (74.8%) | (7.3%) (0.8%)
ltchin 45 67 19 23 3 0 22 38 6 1
9 (31.9%) (47.2%) (42.2%)| (51.1%) | (6.7%) (0%) (32.8%) | (56.7%) | (9.0%) (1.5%)
Other® 1 3 1 0 0 0 3 0 0 0
(0.7%) (2.1%) (100%) (0%) (0%) (0%) (100%) (0%) (0%) (0%)

IMissing valies are not reported.
2 Data are cumulated from up to four injection sites per patient with earliest and latest time point for any reaction provided.

3Two patients reported pimples (oRerlandoneRestylang oneRestylangpatient reported a sore throatieRestylangatient reported a runny

nose; degree of disability was not reported for any of the four events.
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Table 3. Maximum Intensity of Symptoms after Initial Treatment, Patient Diary (Study MA-1400-01)*2

Perlane Restylane Perlane Patients Restylane Patients
Total patients| Total patients| None | Tolerable®| Affected | Disabling®] None | Tolerable®| Affected | Disabling®
reporting reporting Daily Daily
symptoms symptoms Activity® Activity®
n n
n n n n n n n n
(%) 06) ) | ) 0 | ) | o | o (%) (%)
Bruisin 74 70 75 67 7 0 79 66 4 0
9 (49.3%) (46.7%) | (50.3%)| (45%) | (4.7%) | (0%) | (53%) | (44.3%) | (2.7%) (0%)
92 87
57 85 7 0 62 81 6 0
61.3% 58%
Redness (61.3%) ©8%) | 3g30) (57%) | 47%) | (0%) | (@1.6%)| Ga4%) | (@) (0%)
swellin 121 125 28 108 11 2 24 109 14 2
9 (80.7%) (83.3%) | (18.8%)| (72.5%) | (7.4%) | (1.3%) | (16.1%)| (73.2%) | (9.4%) | (1.3%)
Pain 103 96 46 90 12 1 53 84 11 1
(68.7%) (64%) | (30.9%)| (60.4%) | (8.1%) | (0.7%) | (35.6%)| (56.4%) | (7.4%) | (0.7%)
Tenderness 130 122 19 116 13 1 27 110 11 1
(86.7%) (81.3%) | (12.8%)| (77.9%) | (8.7%) | (0.7%) | (18.1%)| (73.8%) | (7.4%) (0.7%)
ltchin 58 53 91 54 4 0 96 49 4 0
9 (38.7%) (35.3%) | (61.1%)| (36.2%) | (2.7%) | (0%) | (64.4%)| (32.9%) | (2.7%) (0%)
3 3 3 0 0 3 0 0
4
Other (2%) (2%) NA 1 100%) | (%) | (0%) NA 1 (100%) | (0%) (0%)

IMissing values are not reported.

2Events are reported as local events; because of the desigifia@giiof the study, causality of the systemic adverse events cannot be assigned.

3Prospective definitions for: toleble, affected daily activity and disabling were not provided in the diary or protocol.
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Table 4. Duration of Adverse Events after Initial Treatment, Patient Diary (Study MA-1400-01)%2

Perlane Restylane Perlane Patients Restylane Patients
Total patients | Total patients Number of days® Number of days®
reporting reporting

symptoms | symptoms 1 2-7 8-13 14 1 2-7 8-13 14

n n n n n n n n n n

%) %) ) | @ | @ | ) | ® | ) | %) | ()

Bruisin 74 70 23 44 6 1 13 51 6 0
9 (49.3%) (46.7%)  |(31.1%)|(59.5%)| (8.1%) | (1.4%) | (18.6%) | (72.9%) | (8.6%) | (0%)

Redness 92 87 38 52 2 0 33 52 2 0
(61.3%) (58%) (41.3%)| (56.5%) | (2.2%) (0%) | (37.9%) | (59.8%) | (2.3%) | (0%)

swellin 121 125 22 85 11 3 23 89 12 1
g (80.7%) (83.3%)  [(18.2%)|(70.2%) | (9.1%) | (2.5%) | (18.4%) | (71.2%) | (9.6%) | (0.8%)

Pain 103 96 32 67 2 2 27 67 2 0
(68.7%) (64%) (31.1%)| (65%) | (1.9%) | (1.9%) | (28.1%) | (69.8%) | (2.1%) | (0%)

Tenderness 130 122 26 94 6 4 28 87 7 0
(86.7%) (81.3%) (20%) |(72.3%)| (4.6%) | (3.1%) | (23%) | (71.3%) | (5.7%) | (0%)

ltchin 58 53 29 26 2 1 22 27 4 0
9 (38.7%) (35.3%) (50%) |(44.8%)| (3.4%) | (1.7%) | (41.5%) | (50.9%) | (7.5%) | (0%)

Other 3 3 3 0 0 0 3 0 0 0
ther (2%) (2%) (100%)| (0%) (0%) (0%) | (100%) (0%) (0%) (0%)

IMissing values are not reported.
2Events are reported as local events; because of the desigifia@g)ibf the study, causality of the systemic adverse events danassigned.
3 Data are cumulated from up to two injection sites per patient with earliest and latest time point for any reaction provided.
reported
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Table 5. Maximum Intensity of Symptoms after Initial Treatment, Patient Diary (Study MA-1400-03)*

Re_style_me@ 'Lyft Perlane Restylane® Lyft with Lidocaine Patients Perlane Patients
with Lidocaine
Total patients Total patients | None [Tolerable? Affected |Disablingd None [Tolerable3 Affected [Disabling3
reporting reporting Daily Daily
symptoms symptoms Activity? Activity?
n n
(%) (%)
n n n n n n n n
(%) (%) (%) (%) (%) (%) (%) (%)
Bruisin 36 33 24 32 4 0 27 29 4 0
9 (60.0%) (55.0%)  |(40.0%) (53.3%) | (6.7%) | (0.0%) |(45.0%)| (48.3%)| (6.7%) | (0.0%)
Redness 34 31 26 31 3 0 29 29 2 0
(56.7%) (51.7%)  |43.3%) (51.7%) | (5.0%) | (0.0%) |(48.3%)| (48.3%)| (3.3%) | (0.0%)
Swellin 42 39 18 34 8 0 21 34 5 0
9 (70.0%) (65.0%) (30.0%) (56.7%) | (13.3%) | (0.0%) |(35.0%)| (56.7%) | (8.3%) | (0.0%)
Pain 28 26 32 25 3 0 34 24 2 0
(46.7%) (43.3%) (53.3%)| (41.7%) | (5.0%) | (0.0%) |(56.7%)| (40.0%) | (3.3%) | (0.0%)
Tenderness 50 49 10 45 5 0 11 47 2 0
(83.3%) (81.7%) (16.7%)| (75.0%) |  (8.3%) | (0.0%) |(18.3%)| (78.3%) | (3.3%) | (0.0%)
ltchin 16 12 44 15 1 0 48 12 0 0
9 (26.7%) (20.0%)  |(73.3%) (25.0%) | (1.7%) | (0.0%) |(80.0%)| (20.0%)| (0.0%) | (0.0%)
3 3 1
Other (5.0%) (1.7%) NA NA NA NA NA NA NA NA

IMissing values are noeported.

2Prospective definitions for: tolerable, affected daily activity and disabling were not provided in the diary or protocol.

3 Other included symptoms of acne, lumpiness, and red/purple mark. Diary entries of hurts to swallow, lack of eneggyf féekness, achy,
headache, and broken capillaries could not be associated with a particular product.

Table 6. Duration of Adverse Events after Initial Treatment, Patient Diary (Study MA-1400-03) !

Restylane®
Lyft with Perlane Restylane® Lyft with Lidocaine Patients Perlane Patients
Lidocaine
Total patients | Total patients Number of days® Number of days®
reporting reporting
symptoms symptoms 1 2-7 8-13 14 1 2-7 8-13 14
n n n n n n n n n n
%) %) @ | @ | ® | % | % | % | % | ®
Bruisin 36 33 6 27 3 0 5 23 4 1
9 (60.0%) (55.0%) (16.7%) | (75.0%) | (8.3%) | (0.0%) | (15.2%) | (69.7%) | (12.1%) | (3.0%)
Redness 34 31 9 24 0 1 9 18 3 1
(56.7%) (51.7%) (26.5%) | (70.6%) | (0.0%) | (2.9%) | (29.0%) | (58.1%) | (9.7%) (3.2%)
swellin 42 39 4 33 4 1 6 29 3 1
9 (70.0%) (65.0%) (9.5%) | (78.6%) | (9.5%) | (2.4%) | (15.4%) | (74.4%) | (7.7%) (2.6%)
Pain 28 26 17 11 0 0 15 11 0 0
(46.7%) (43.3%) (60.7%) | (39.3%) | (0.0%) | (0.0%) | (57.7%) | (42.3%) | (0.0%) (0.0%)
Tenderness 50 49 6 40 4 0 8 35 6 0
(83.3%) (81.7%) (12.0%) | (80.0%) | (8.0%) | (0.0%) | (16.3%) | (71.4%) | (12.2%) | (0.0%)
ltchin 16 12 5 10 1 0 5 7 0 0
9 (26.7%) (20.0%) (31.3%) | (62.5%) | (6.3%) | (0.0%) | (41.7%) | (58.3%) | (0.0%) (0.0%)
Other?4 3 1 0 3 0 0 0 1 0 0
e (5.0%) (1.7%) (0.0%) [(100.0%)| (0.0%) | (0.0%) (0.0%) [(100.0%)| (0.0%) (0.0%)

1 Missing values are not reported.

2Events are reported as local events; because of the desigifia@pliof the study, causality of the systemic adverse events cannot be assigned.
3 Data are cumulateiiom up to two injection sites per patient with earliest and latest time point for any reaction provided.

4 Other included symptoms of acne, lumpiness, and red/purple mark. Diary entries of hurts to swallow, lack of energy Siekfiegs achy,
headahe, and broken capillaries could not be associated with a particular product.
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Table 7 shows the number of adverse events identified by investigators at 72 hours after injection
for Studies MA140001 and MA140002. Some patients had multiple adverse &/enhad the
same adverse event at multiple injection sites. No adverse events were of severe intensity.

Table 7. All Investigator-ldentified Adverse Events (72 Hours)

Number of Events per Patient per Study

Study Term MA-1400-01 MA-1400-02
Number of Number of Number of Number of Events
Events Events Events Restylane
Perlane Restylane Perlane (n=142)
(n=150) (n=150) (n=141)
Ecchymosis 10 9 44 48
Edema 4 4 10 6
Erythema 13 13 5 3
Tenderness 4 4 5 7
Pain 2 2 2 2
Hyperpigmentation 3 2 1 0
Pruritus 1 2 0 1
Papule 0 1 2 2
Burning 0 1 0 0
Hypopigmentation 0 1 0 0
Injection site scab 0 3 0 0

Table 8 presents the number of patients and per patient incidence of all adverse events identified by
investigators at visits occurring two or more weeks afijection.

Table 8. Investigator-ldentified Adverse Events (2 Weeks or More After Implantation)

(Number of Patients)
(Perlane v. Specified Active Controls i All Studies)

Study Term MA-1400-01| MA-1400-01 | MA-1400-02| MA-1400-02 | 31GEO0101 | 31GE0101| 31GE0002 | 31GE0002
Perlane Restylane Perlane Restylane Perlane Hylaform Perlane Zyplast
(n=150) (n=150) (n=141) (n=142) (n=150) (n=150) (n=68) (n=68)
(%) (%) (%) (%) (%) (%) (%) (%)
Ecchymosis 7 4 15 14 6 2 0 0
Y (4.6%) (2.7%) (10.6%) (9.9%) (4.0%) (1.3%) (0%) (0%)
Edema 0 0 3 2 14 6 4 9
(0%) (0%) (2.1%) (1.4%) (9.3%) (4.0%) (5.9%) (13.2%)
2 2 2 1 13 8 6 8
Erythema (1.3%) (1.3%) (1.4%) (0.7%) (8.7%) (5.3%) (8.8%) (11.8%)
Tenderness L 0 - 0 2 0 0 0
(0.7%) (0%) (0.7%) (0%) (1.3%) (0%) (0%) (0%)
Pain 0 0 0 1 13 3 0 2
(0%) (0%) (0%) (0.7%) (8.7%) (2.0%) (0%) (2.9%)
Papule 0 1 1 2 11 1 1 6
P (0%) (0.7%) (0.7%) (1.4%) (7.3%) (0.7%) (1.5%) (8.8%)
Pruritus 0 1 0 1 2 3 3 5
(0%) (0.7%) (0%) (0.7%) (1.3%) (2.0%) (4.4%) (7.4%)
Rash 0 0 0 0 1 0 0 0
(0%) (0%) (0%) (0%) (0.7%) (0%) (0%) (0%)

. ) 7 8 0 0 0 0 0 0
Hyperpigmentation | 74/, (5.3%) (0%) (0%) (0%) (0%) (0%) (0%)
Injection site scab 0 ! 0 0 0 0 0 0

(0%) (0.7%) (0%) (0%) (0%) (0%) (0%) (0%)
Skin exfoliation 0 0 0 0 0 ! 0 0
(0%) (0%) (0%) (0%) (0%) (0.7%) (0%) (0%)
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In two studiesi(e., 31GE0101 and 31GE0002) with repeat administratidPeofane at 6 9
months following the initial correction, the incidence and severity of advers¢severe similar in
nature and duration to those recorded during the initial treatment sessions

In all four studies, investigators reported the following local and systemic events that were judged
unrelated to treatment and occurred at an incidencesftias 1%i.e., acne; tooth disorders (e.g

pain, infection, abscess, fracture); dermatitis (e.g., rosacea, unspecified, contact, impetigo, herpetic);
unrelated injection site reactions (e.g., desquamation, rash, anesthesia); facial palsy with co
adminigration of botulinum toxin; headache/migraine; nausea (with or without vomiting); syncope;
gastroenteritis; upper respiratory or influetlika illness; bronchitis; sinusitis; pharyngitis; oftitis;

viral infection; cystitis; diverticulitis; injuries; lacefans; back pain; rheumatoid arthritis; and

various medical conditions such as chest pain, depression, renal stones, and uterine fibroids.

Table 9 shows the number of adverse events identified by investigators during Day 1 through Day
14 after injectionn Study MA-140003.

Table 9. All Investigator-ldentified Adverse Events(14 Days)

Number of Events per Patient per Study

Study Term MA-140003
Number of Events Number of Events
Restylane® Lyft with Perlane
Lidocaine (n=141)
(n=142)
Ecchymosis 19 23
Edema 24 24
Erythema 25 25
Pain 14 14
Papule 1 1
Pruritus 9 5
Tenderness 30 30

Some patients had multiple adverse events or had the same adverse events at bilateral injection sites. No adverseoégenerever

intensity. Patients were qued on adverse events on the day of injection and at the Day 14 visit.

Study MA-140003, included 47 subjects who had no prior cosmetic treatment and 13 subjects who
had prior dermal filler treatment. There were no statistical differences in the propuriobjects
with adverse events who had prior treatment and those with no prior treatment.

Table 10. MA-1400033 Related AE by prior procedure. By Subjects

Related AE
Prior procedure p-value*
Yes No
Yes 9 (69.2%) 4 1.00
No 31 (66.0%) 16

*Fishe 6s exact test
The safety and effectivenessRérlané® in the treatment of facial folds and wrinkles (nasolabial
folds and oral commissures) were evaluated in four prospective randomized controlled clinical

studies involving 50®erlanetreated patients
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Perlané® was shown to be effective when compared to eliaked collagen and crodimked
hyaluronic acid dermal fillers with respect to the correction of moderate to severe facial folds and
wrinkles, such as nasolabial folds.

The safety and paireduction effect oRestylan& Lyft with Lidocaindn the treatment of facial

folds and wrinkles (nasolabial folds) was evaluated in a prospective randomized controlled clinical
study involving 60 patients. The addition of lidocainé®&slané® resulted ira statistically

significant reduction in the pain experienced by the patients. The study also showed that the safety
profile of Restylan® Lyft with Lidocainewas consistent witRerlané®.

Restylan€ Lyft with Lidocaine for cheek augmentation and corredbn of midface contour
deficienciesin patients over the age of 21

One U.S. study reported adverse events in suppoRestylan& Lyft with Lidocainefor the
indication of cheek augmentation and correction of midface contour deficiencies.

In the U.S. piwtal study (MA140005) involving 200 patients at 12 centers, patients received
Restylan® Lyft with Lidocaindn both the right and left midface at baseline or in the control group

at Month 12. Subjects were askeddoordsymptoms of bruising, rednessyelling, pain,

tenderness and itching a 14Day patientdiary Subj ect 6 s scores for the
are presented in Table 11 and durations are provided in Table 12. The majority of events were

mild considered tolerable and resolved ih 2days. Bruising tended to have a longer duration

with the majority of subjects resolving between 8 and 14 days.
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Table 11. MA-140005 Overall Summary of Selected Adverse Everitsas Reported in
Subject ds

No Treatment
at Baseline
(N=49)

Di

ary

biySaféyaPopulatimm Sev er

Treatment Group

First Treatment
with Restylané&
Lyft with Lidocaine

Second Treatment with

Restylan& Lyft with
Lidocaine

(N=199) (N=128)
Right and Left Midface Combined (N=198)
Maximum Severity 49 198 127
Reportedfor any Diary
Symptom
None 47 (96%) 3 (2%) 1 (<1%)
Tolerable 2 (4%) 146 (74%) 94 (74%)
Affects Daily Activities 0 45 (23%) 26 (20%)
Disabling 0 4 (2%) 6 (5%)
Pain (Including Burning) 49 198 127
None 48 (98%) 41 (21%) 28 (22%)
Tolerable 1 (2%) 134 (680) 84 (66%)
Affects Daily Activities 0 22 (11%) 13 (10%)
Disabling 0 1 (<1%) 2 (2%)
Tenderness 49 198 127
None 49 (100%) 9 (5%) 10 (8%)
Tolerable 0 171 (86%) 104 (82%)
Affects Daily Activities 0 17 (9%) 12 (9%)
Disabling 0 1 (<1%) 1 (<1%)
Redness 49 198 127
None 49 (100%) 43 (22%) 27 (21%)
Tolerable 0 139 (70%) 88 (69%)
Affects Daily Activities 0 16 (8%) 10 (8%)
Disabling 0 0 2 (2%)
Bruising 49 198 127
None 49 (100%) 35 (18%) 28 (22%)
Tolerable 0 130 (66%) 79 (62%)
Affects Daily Activities 0 32 (16%) 16 (13%)
Disabling 0 1 (<1%) 4 (3%)
Swelling 49 198 127
None 49 (100%) 19 (10%) 18 (14%)
Tolerable 0 145 (73%) 94 (74%)
Affects Daily Activities 0 30 (15%) 11 (9%)
Disabling 0 4 (2%) 4 (3%)
Itching 49 198 127
None 48 (98%) 131 (66%) 92 (2%)
Tolerable 1 (2%) 63 (32%) 33 (26%)
Affects Daily Activities 0 3 (2%) 1 (<1%)
Disabling 0 1 (<1%) 1 (<1%)
Note: Percentages are based on the number of Subjects in the Safety Population withramssimgnassessment for location and parameter (if
applicable).

Note: For right and left combined, the overall maximum severity is taken as the maximum of overall right severity and ogenadtitgtt The

combined maximum severity within symptom category is taken as the maximum of right seveléy sexkrity within the symptom

category.
*Selected Adverse Events are those that werdigtedl in the diary (bruising, redness, swelling, pain, tenderness, itching) and required a recording
of finoned or the presence erahaddledsepamtely from ddheess events that weye elicieed from dniinteryisw alout
any medical occurrence that meets the definition of Adverse Event.
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Table 12: Duration of Selected Adverse Eventsas Reported i n 1tS3afety S

Population

No Treatment at Baseline (N = 49)

Number of Days

Location/ Any? 1 2-7 8-13 14

Adverse Event n (%) n (%) n (%) n (%) n (%)

Right and Left

Midface

Combined
Pain (Including 1(2%) 1 (100%) 0 0 0
Burning)
Tenderness 0 0 0 0 0
Redness 0 0 0 0 0
Bruising 0 0 0 0 0
Swelling 0 0 0 0 0
Itching 1(2%) 0 1 (100%) 0 0

First Treatment with Restylané Lyft with Lidocaine (N = 199)
Number of Days

Location/ Any?! 1 2-7 8-13 14
Adverse Event n (%) n (%) n (%) n (%) n (%)
Pain (Including 157(79%) 34 (22%) 109 (69%) 12 (8%) 2 (1%)
Burning)
Tenderness 189(95%) 17 (9%) 112 (59%) 47 (25%) 13 (7%)
Redness 155(78%) 39 (25%) 96 (62%) 18 (12%) 2 (1%)
Bruising 163(82%) 10 (6%) 66 (40%) 70 (43%) 17 (10%)
Swelling 179(90%) 14 (8%) 132 (74%) 26 (15%) 7 (4%)
Itching 67(34%) 16 (24%) 42 (63%) 9 (13%) 0
Second Treatment withRestylan& Lyft with Lidocaine (N=128)
Number of Days
Location/ Any?! 1 2-7 8-13 14
Adverse Event n (%) n (%) n (%) n (%) n (%)
Pain (Including 99 (77%) 17 (17%) 70 (710) 10 (10%) 2 (2%)
Burning)
Tenderness 117 (91%) 9 (8%) 71 (61%) 29 (25%) 8 (7%)
Redness 100 (78%) 19 (19%) 67 (67%) 11 (11%) 3 (3%)
Bruising 99 (77%) 5 (5%) 46 (46%) 35 (35%) 13 (13%)
Swelling 109 (85%) 15 (14%) 72 (66%) 20 (18%) 2 (2%)
Itching 35 (27% 9 (26%) 19 (54%) 5 (14%) 2 (6%)

1 Percentages are based on the number of subjects in the Safety population.
Not e: Percentages for duration
otherwise noted.
Note: Second Treatment witestylan@ Lyft with Lidocainecolumn only includes diary summaries from subjects who actually received a second
treatment at Month 12.
*Selected Adverse Events are those that werdigterl in the diarybruising, redness, swelling, pain, tenderness, itching) and required a recording of
Ainonedo or the presence and extent. These diary r ec oandnewignsabowtemye hand|
medical occurrence thaneets the definition of Adverse Event.

categories are badlecdtompunlests he numbe:

Midface safety assessments, such as firmness, symmetry, function (movement), mass formation and
sensation were evaluated at the screening visit, optional touch up visit, 2 week follow up visit, 4
week follow up vig, 2,4,6,8 and 10 month follow up visits, and the 12 month follow up insit.
addition, midface safety assessments, such as firmness, symmetry, function, mass formation and
sensation were evaluated at the following month 12 post treatment visits: bfgiigaup visit, 2

week postreatment visit, 4 week pesiteatment visit, and the 12 week ptgtatment visit. Device
palpability was assessed at each scheduled visit listed alibvine exception of the screening

visit. One subject reported greatkan mild for the midface safety assessments of firmness,
symmetry, function, mass formation and abnormal device palpability. This subject reported a mild
hematoma in the right cheek starting five days after the initial treatment that progressed to a
moderae hematoma starting 26 days later and lasting 16 days. Reported treatment included
antibiotics. The investigator believed that the hematoma was exacerbatedrbgseliilation.
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There were no signs of inflammation in subjects reporting mild or modenabenadlity in the
safety assessments of midface.

The physician diagnosed adverse events identified in this study are presented I8T&bléhe
200suljects enrolled in the study, 188ibjects received their first treatment wiRbstylan® Lyft
with Lidocaineat either badme/Day 0 or at Month 12, and 138bjects received a second
treatment aMonth 12. Fortynine percent (49%0)f subjects receiving their first treatment reported
a total of269 TEAES while 294 of subjects that received a second tneaittreported a total of 77
TEAESs. Themajority of these TEAEwere mild in intensity (212/269; %8, and70/77, 91%; first
and second treatment respectively), and were transient in riEerenost common TEAEs
occurring after initial treatment witRestyane® Lyft with Lidocainewere implant site haematoma
(18%), implant site haemorrhage (5%), implant site pain (9%), implant site swelling (8%), and
headache (7%). There was no increased risk with additional treatmefResiifian& Lyft with
Lidocaine.

Subjects with Fitzpatrick Skin Types IV, V and VI (n=61) and had safety results similar to the
general study population.

Table 13. MA-140005 Summary of Treatment Emergent Adverse Events Occr r i n g
Treated Subjectsi Safety Population

Treatment Group

No Treatment at First Treatment with Second Treatment with

Baseline Restylane® Lyft with Lidocaine Restylane® Lyft with Lidocaine
(N=50) (N=199) (N=128)

Events Subjects Events Subjects Events Subjects

Any TEAE 18 15 (30%) 269 97 (48.7%) 77 37 (28.9%)

General Disorders and

Administration Site

Conditions
Implant Site Haematoma 0 0 52 36 (18%) 18 10 (8%)
Implant Site Haemorrhag 0 0 18 10 (5%) 22 9 (7%)
Implant SiteMass 0 0 6 5 (2.5%) 1 1 (0.8%)
Implant Site Pain 0 0 36 17 (9%) 10 6 (5%)
Implant Site Swelling 0 0 36 15 (8%) 6 4 (3%)

Infections and Infestations
Nasopharyngitis 1 1(2%) 4 4 (2%) 0 0
IUppe_r Respiratory Tract 0 0 4 4 (2%) 0 0
nfection

Nervaus System Disorders
Headache 3 3 (6%) 14 13 (7%) 1 1 (<1%)
Hypoaesthesia 0 0 5 4 (2%) 0 0

1 A subject with more than one treatment emergent adverse event within a system organ class and/or preferred termtisdoohceou

Note: For the No Teatment at Baseline group an adverse event is considered treatment emergent if the start date is on or after the Gjisit 2 (Day
date. For the First Treatment wiltestylan& Lyft with Lidocainegroup an adverse event is considered treatment emergessititi date is
on or after the date of initial treatment injection and before the date of Month 12 injection. For the Second TreatRestylett® Lyft
with Lidocainegroup an adverse event is considered treatment emergent if the start date iseorih@ date of the Month 12 injection.

Two subjects (%, 2/199) reported four serious adverse events (SAES) that were considered to be
related to the device and/or the procedure. One sukjeattedmplant site inflammation (late

onset inflammatoryaactions) in both cheeks at separate times. The second subject experienced
implant site hematomas in the right cheek and implant site inféaliscessTreatment of the SAEs
included NSAIDs, antibiotics, incision and drainage and, hyaluronidase. Allsenesaived.
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Approximately 3% of subjects had a delayed onset (> 21 days after treatment) of implant site
erythema, implant site hematoma, implant site inflammation, implant site mass, implant site pain,
implant site swelling, implant site warmth, inducatj twitching or rosacea that occurred up to 138
days after treatment.

Adverse events associated with the use of the device and occurring in < 2% of subjects whether
related or not related were sunken eyes, nausea, implant site infection/abscesssitaplant
inflammation, implant site mass, implant site warmth, implant site irritation, induration, muscle
tightness, muscle twitching, pain in jaw, presyncope, 7th nerve paralysis, acne, needle track marks,
rosacea, conjunctivitis, eyelid cyst, colitis isohe, dental carries, gingival swelling, tooth ache,

cyst, discomfort, injection site pain, general swelling, ulcer, acarodermatitis, bronchitis, eye
infection, implant site cellulitis, influenza, oral herpes, pneumonia, soft tissue infection, arthropod
sting, incision site pain, exposure to toxic agent, facial injury, ligament sprain, meniscus lesion,
thermal burn, tooth fracture, type 2 diabetes, arthralgia, back pain, bursitis, myalgia, neck pain, pain
in extremity, basal cell carcinoma, pancreatic cantia, metastatic carcinoma, carpal tunnel
syndrome, abortion spontaneous, depression, prostatitis, pulmonary vascular disorder, dermatitis
contact, rash, urticaria, neurectorapdhypertension.

Restylan® Lyft with Lidocainefor injection into the subcutaneous plane in the dorsal hand to
correct volume deficit in patients over the age of 21.

One U.S. studyvas conducteth support olRestylan® Lyft with Lidocainefor injection in the
dorsal hand to correct volume deficit in patients over the age. of 21

Clinical study43USH1501 was a prospective, mugénter, randomized, evaluatolinded,

paired (splithand) study designed to evaluate the safety and efficaRgsiflan® Lyft

with Lidocainefor injection in the dorsal hand to correct volume deficpatients over thage of
21. Thestudy was conducteat 5 investigational sites and includ88 patientswho were injected
with aTerumo 2& x | 0 -wallédisharmeedle

For needle subjects onlygweerse events were recorded in subject diali8sléys postreatment)
as well as by physician evaluations.

Subjects were asked tecordsymptoms of bruising, redness, swelling, pain, tereksjiching,

and impaired hand function in a-Zay patientdiarySu bj ect 6 s scores for t h.
events are presented in Table 14 and durations are provided in TaBl&erzhe first injection,

most events resolved within the first week and were most reactions reported were mild.
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Table 14: Maximum Intensity of PostTreatment Injection Site Reactions Recorded in the Subjec
Diary
(Safety Population)

Initial Treatment 6 Month Treatment
Restylan& Lyft hand Fellow Hand _ Restylan@& Lyft hand Fellow Hand
Event Treatmen TouchUp No Treatmerit Retreatment Treatment TouchUp
Severity (N=89y (N=74p (N=89y (N=70) (N=77) (N=44)
Bruising
Total 53 (60.2%) 37 (50.7%) 1 (1.1%) 29 (41.4%) 48 (62.3%) 17 (38.6%)
Mild 43 (48.9%) 32 (43.8%) 1 (1.1%) 23 (32.9%) 32 (41.6%) 13 (29.5%)
Moderate 10 (11.4%) 5 (6.8%) 0 6 (8.6%) 15 (19.5%) 4 (9.1%)
Severe 0 0 0 0 1 (1.3%) 0
Itching
Total 12 (13.6%) 7 (9.6%) 0 8 (11.4%) 10 (13.0%) 10 (22.7%)
Mild 11 (12.5%) 6 (8.2%) 0 6 (8.6%) 6 (7.8%) 10 (22.7%)
Moderate 1 (1.1%) 1 (1.4%) 0 2 (2.9%) 4 (5.2%) 0
Severe 0 0 0 0 0 0
Pain
Total 39 (44.3%) 26 (35.6%) 0 30 (42.9%) 42 (54.5%) 11 (25.0%)
Mild 30 (34.1%) 25 (34.2%) 0 20 (28.6%) 26 (33.8%) 8 (18.2%)
Moderate 8 (9.1%) 1 (1.4%) 0 10 (14.3%) 13 (16.9%) 2 (4.5%)
Severe 1 (1.1%) 0 0 0 3 (3.9%) 1 (2.3%)
Redness
Total 63 (71.6%) 41 (56.2%) 0 42 (60.0%) 50 (64.9%) 20 (45.5%)
Mild 52 (59.1%) 39 (53.4%) 0 34 (48.6%) 33 (42.9%) 19 (43.2%)
Moderate 11 (12.5%) 2 (2.7%) 0 7 (10.0%) 16 (20.8%) 1 (2.3%)
Severe 0 0 0 1 (1.4%) 1 (1.3%) 0
Swelling
Total 66 (75.0%) 43 (58.9%) 1 (1.1%) 31 (44.3%) 47 (61.0%) 22 (50.0%)
Mild 45 (51.1%) 34 (46.6%) 1 (1.1%) 18 (25.7%) 27 (35.1%) 16 (36.4%)
Moderate 19 (21.6%) 9 (12.3%) 0 12 (17.1%) 19 (24.7%) 5 (11.4%)
Severe 2 (2.3%) 0 0 1 (1.4%) 1 (1.3%) 1 (2.3%)
Tenderness
Total 66 (75.0%) 49 (67.1%) 2 (2.3%) 41 (58.6%) 55 (71.4%) 26 (59.1%)
Mild 51 (58.0%) 42 (57.5%) 2 (2.3%) 28 (40.0%) 31 (40.3%) 21 (47.7%)
Moderate 14 (15.9%) 7 (9.6%) 0 11 (15.7%) 20 (26.0%) 4 (9.1%)
Severe 1 (1.1%) 0 0 2 (2.9%) 4 (5.2%) 1 (2.3%)
Impaired
Function
Total 6 (6.8%) 3 (4.1%) 0 3 (4.3%) 8 (10.4%) 1 (2.3%)

aFour subjectseportednjectionsitereactionson thefellow handduringthe no treatmenphase.
bOne subject did not hand the diary from the Initial treatment (first treatment and tewgh
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Table 15: Number of Days with Pos{Treatment Injection Site Reactions Recorded in the Subject
Diary
(Safety Population)

Initial Treatment 6 Month Treatment
Restylae® Lyft hand Fellow Hand Restylan& Lyft hand Fellow Hand
Event Treatmen: TouchUp No Treatment Retreatment Treatment TouchUp
Statistic (N=89) (N=74) (N=89) (N=70) (N=77) (N=44)
Bruising
N 53 37 1 29 48 17
Mean 2.7 3.3 1.0 2.9 3.0 3.5
SD 1.66 3.54 N/A 1.58 1.69 1.87
Median 2.0 2.0 1.0 3.0 2.0 3.0
Min. to Max. 1to8 1to 18 1tol 1to7 1to7 1to7
Itching
N 12 7 0 8 10 10
Mean 1.7 1.6 4.4 3.1 2.0
SD 0.89 1.13 3.70 2.51 1.15
Median 1.0 1.0 35 3.0 2.0
Min. to Max. 1t03 1to4 1to11 1t09 1to4
Pain
N 39 26 0 30 42 11
Mean 2.7 1.9 3.3 2.7 3.2
SD 3.40 1.18 5.02 2.12 3.12
Median 2.0 15 2.0 2.0 2.0
Min. to Max. 1to21 1to5 1to 28 1t09 1to 10
Redness
N 63 41 0 42 50 20
Mean 2.2 2.7 2.1 2.5 2.6
SD 1.45 2.32 1.11 1.47 1.9C
Median 2.0 2.0 20 2.0 2.0
Min. to Max. 1to7 1to 12 1to6 1to7 lto€
Swelling
N 66 43 1 31 47 22
Mean 3.4 4.3 2.0 5.0 3.3 3.3
SD 2.83 4.60 N/A 5.59 2.43 2.38
Median 3.0 3.0 2.0 3.0 3.0 3.0
Min. to Max. 1to16 1to21 2to2 1to 28 1to 15 1to 11
Tenderness
N 66 49 2 41 55 26
Mean 4.5 5.1 1.0 4.4 3.9 4.2
SD 5.70 5.46 0.00 4,91 2.72 3.5¢
Median 3.0 3.0 1.0 3.0 3.0 2.0
Min. to Max. 1to 27 1to 27 1tol 1to28 1to 17 1to 1<
Impaired
Function
N 6 3 0 3 8 1
Mean 2.0 1.3 2.3 3.1 1.0
SD 1.55 0.58 1.15 1.73 N/A
Median 1.0 1.0 3.0 3.0 1.0
Min. to Max. 1to4 1to2 1to3 1to5 1to1l

aFoursubjectgeportednjectionsitereactionson thefellow handduringtheno treatmenphase.
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Hand functiorsafety assessmeniscludingrange of motion, functional dexterity, pinch and grip
strengthand sensation were evaluateclhtrequired stug follow up visits Passive and active
range of motion testing the fingergextension) revealed negligible chanlyethe active flexion
test for the thumb, there was slightly reduced flexion after treatifieate were 22 subjexbut of
89 (24.70) injected with needléhat had at least 1@egree negative changeaaftiveflexion for
thumb of the treated hand compared to baseline ctreated hanthat remain through the
duration of the studyA summary is provided in Table 16here was no evidenc# loss of
sensatiorfor any subject throughout the course of the study. Strength tests revealggreciable
loss of strength for the grip and pinsinengthtests.

Table 16: Active Flexion Range of Thumb Data for Subjects with at least X@egree negtave

change

PatientlD | Start Visit of First Episod¢ Number of Episodeg Duration of Longest Episode (Day
Patient 1 | Week 16 1 76
Patient 2 | Week 2 following touckup 2 >141
Patient 3 | Week 2 following touckup 2 36
Patient 4 | Week 2 3 >114
Patient 5 | Week 2 2 104
Patient 6 | Week 4 2 >176
Patient 7 | Week 2 2 >186
Patient 8 | Week 4 following touckup 1 62
Patient 9 | Week 2 1 >215
Patient 1 Week 16 1 37
Patient 11 Week 2 3 84
Patient 12 Week 2 2 70
Patient 13 Week 2 1 >189
Patient 14 Week 2 2 129
Patent 15| Week 16 1 52
Patient 16 Week 12 1 31
Patient 17 Week 20 1 30
Patient 1§ Week 2 1 >1
Patient 19 Week 20 1 29
Patient 20 Week 4 1 18
Patient 21 Week 4 following touckup 1 28
Patient 22 Week 2 1 21

Note: Episode duration is calculated as gtddy for first visit with no decrease in Active Flexion Range of
Thumb after an episode, MINUS study day with first decrease in Active Flexion Range of Thumb.

Not e:

fi >0

indi cates

t hat t he

and instead the last study day is used as stop day.
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Results from subject assessment of the fspatific impact on daily life activities using the
unvalidatednonolateraMichigan Hand Questionnaire (MHQ) showed a negligible effect on
subjectdés daily |ife activities. The majority
guestions at each study visit assessed (Baseline, Week 12, and Week 24). The majority of subjects
were dissatisfied with the appearance of their hands atiBasdth a shift in response to

satisfaction at Weeks 12 and 24.

A total of 37 (41.8%) subjects experienced at least one Treatment Emergent Adverse Event
(TEAE), in total82 events. The majority of TEAES were mild in intensity (l§6 mild, 16

moderate, athno severe)There were no SAEs related to the study product or procedure reported in
this trial.

A summary of all Treatment Emergent Adverse EVEREAES) can be seen in Tablg.1

Table 17: Treatment Emergent Adverse Eventsy Intensity and Preferred Term
(Safety Population N=89)

Number of
Preferred Term Grade of Intensity Number Subjects
Mild Moderate Severe of Events n %

Vitreous detachment 1 1 1 1.1
Cyst rupture 1 1 1 1.1
Device failure 1 1 1 1.1
Facial pain 1 . 1 1 1.1
Influenza like illness 1 1 1 1.1
Peripheral swelling 4 2 6 4 4.5
Bronchitis 1 1 2 2 2.2
Chronic sinusitis . 2 2 1 1.1
Gastroenteritis 1 1 1 1.1
Nasopharyngitis 2 2 2 2.2
Onychomycos 1 1 1 1.1
Oral herpes 1 1 1 1.1
Sinusitis 2 . 2 2 2.2
Tooth infection 1 1 2 2 2.2
Upper respiratory tract 1 1 1 1.1
infection
Animal scratch 1 1 1 1.1
Burns first degree 1 . 1 1 1.1
Contuson 1 2 3 2 2.2
Eye injury 1 . 1 1 1.1
Laceration 5 1 6 6 6.7
Limb injury 1 1 1 1.1
Nail injury 1 1 1 1.1
Scratch 7 7 6 6.7
Thermal burn 2 2 2 2.2
Blood cholesterol increasec 1 1 1 1.1
Vitamin D deficiency 1 . 1 1 1.1
Back pain . 1 1 1 1.1
Muscle spasms 1 . 1 1 1.1
Musculoskeletal pain . 1 1 1 1.1
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Number of

Preferred Term Grade of Intensity Number Subjects
Mild Moderate Severe of Events n %

Pain in extremity 7 . . 7 5 5.6
Rotator cuff syndrome 1 1 1 1.1
Basal cell carcinoma 1 1 1 1.1
Lobular breast carcinomair 1 1 1 1.1
situ

Thyroid neoplasm 1 . 1 1 1.1
Uterine leiomyoma ) 1 1 1 1.1
Migraine 1 1 1 1.1
Urinary tract infection 1 ) 1 1 1.1
Uterine polyp . 1 1 1 1.1
Cough . 1 1 1 1.1
Actinic keratosis 2 . 2 1 1.1
Dermatitis contact . 1 1 1 1.1
Eczema 1 1 1 1.1
Onycholysis 2 2 1 1.1
Photosensitivity reaction 1 1 1 1.1
Pruritus 2 2 1 1.1
Rash 2 2 2 2.2
Skin mass 1 1 1 1.1
Urticaria 1 1 1 1.1

Adverse events that occurred in >2.5% of the study population consisted of peripheral swelling [4
subjects (4.5%)], laceration [6 subjects (6.7%)], scratch [(6 subjects (6.7%)], and pain in extremity
[5 subjects (5.6%)] with the majority of TEAES being mild in intensity (N=66 mild, 16 moderate,
and no severe).

Of the 37 subjects reporting a TEAE, 7 subjects (7/89 [7.9%]) reported TEAESs classified as related
to the product and/or injection proceduretfwi3 total related eventgjor the 89 subjects in the

Safety population, three haispecific related TEAEs were reported in 3 subjects (3/89, 3.4%) after
first treatment (first treatment in the randomized hand) and included peripheral swelling (2/89,
2.2%), and skin mass (1/89, 1.1%). In the second treatment (treatment in fellovafrtmmized]

hand), 5 hanapecific related TEAEs were reported in 3 subjects (3/77, 3.9%) and included
peripheral swelling (2/77, 2.6%), pain in extremity (2/77, 2.6%),paadtis (1/77, 1.3%). Four
handspecific related TEAEs were reported in 2 subjects (2/70, 2.9%) in the 3rd treatment (Re
treatment at 24 weeks).

Of the 7 subjects witproduct/injection procedurelated TEAESs4 subjects receiveahedical
treatmentTreatment include®ISAIDS, oralantihistamine, topical and oral corticosteroids,
hyaluronidase, and antibiotics

Five of these 7 subjects experienced delayed onset (>21rdatefiTEAEsand 2 additional

subjects reported delayedsetrelatedAEs afterexit from the studyrhe delayed adverse events

were mild to moderate and included swelling, nodules, tenderness, itching, tingling, and erythema.
Fourof these subjects received treatment as mentioned ablbesents were followed to

resolution. A summary of all Delayed Treatment Emergent Adverse Events (TEAE) can be seen in
Table B.
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Table 18: Delayed OnsefTreatment Emergent Adverse Events (TEAE)

FST

Injection
method

AE start day
rel. last trt

AE
duration

Severity
Intensity

Reported AE term

Treatment of the AE

Patient
1

TYPE
1]

Needle

113

89

MILD

SINGLE SUB
CUTANEOUS
NODULE

None

Patient
2

TYPE
1]

Needle

28

MILD

ITCHING ON THE
DORSUM OF THE
LEFT HAND

None

28

MILD

ITCHING ON THE
DORSUM OF THE
RIGHT HAND

None

28

MILD

SWELLING TO THE
DORSUM OF THE
LEFT HAND

None

28

MILD

SWELLING TO THE
DORSUM OF THE
RIGHT HAND

None

28

MILD

TENDERNESS TO
THE DORSUM OF
THE LEFT HAND

None

28

MILD

TENDERNESS TO
THE DORSUM OF
THE RIGHT HAND

None

Patient
3

TYPE
1

Needle

48

51

MODERATE

SWELLING TO THE
DORSUM OF THE
LEFT HAND

Ibuprofen,
Chloreniramine
Maleate,
Hydrocortisone
Cream, Medrol Dose
Pack, Hyaluronidase
Bethamethasone
Dipropinate

20

51

MODERATE

SWELLING TO THE
DORSUM OF THE
RIGHT HAND

Ibuprofen,
Chloreniramine
Maleate,
Hydrocortisone
Cream, Medrol Dose
Pack, Hyaluronidase
Bethamethasone
Dipropinate

Pateent

TYPE
1]

Needle

71

96

MILD

PROLONGED
SWELLING OF THE
DORSUM OF THE
RIGHT HAND

Ibuprofen
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Injection | AE start day AE Severity
FST | method | rel. lasttrt |duration | Intensity Reported AE term |Treatment of the AE
Patient| TYPE | Needle 151 49| MILD SWELLING TO THE |Benadryl Cream,
5 Vv DORSUM OF THE |Hydrocortisone
LEFT HAND Cream,

Methlypredisolone,
Sulfamethoxazole,
Hyaluronidase, Ice

Patient| TYPE | Needle 300 136| Mild Granuloma None

6* Il

Patient| TYPE | Needle 210 4| MODERATE | SWELLING Medrol Dose Pack

7* \Y)

*Indicates the adverse evemiported posstudy exit.
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Cannula Cohort Results

A cohort study with cannula injection d&estylane Lyft with Lidocaineras performed on 25
subjects (24 FST-IV subjects and 1 FST VI subjects) in two U.S. sites. The bengfindrisks of

injecting Resylane Lyft with Lidocainausing a cannula for the hand indicatibave not been
established. The study was not designed or powered to assess the safety and effectiveness of the us
of cannula or to compare its performance to the use of a needle. Prnelin@salts indicate that
cannula use was associated with higher number of TEAES, delayed adverse events and negative
change in the active flexion for thumb as compared to needle injections. However, it was not
possible to control or adjust for importandtential confounders such as injection techniques,
cannula size, and physiciandés skill s.

Rates of TEAE were higher in the cannula cohort (41 events in 17 of 25 campeatad subjects,
17/25 = 68.0%) compared to those rates observed in subjects wdigedRestylane Lyft with
Lidocaineadministered with needle (82 events in 37 of 89 newjideted subjects, 37/89 = 41.6%).
When the device was injected with needle (N=89) 12 {spedtific related TEAES were reported
and 3 of them were related to the freatment (3 events occurred in 3 subjects, 3/89 = 3.3%)
compared with Cannula injection (N=25) where 15 hapecific related TEAES in 7 subjects were
reported related to the 1st treatment (15 events occurred in 7 subjects, 7/25 = 28%).

Regarding delaykadverse events, there appeared to be higher rates of delayed AE in the subjects
who receivedRestylane Lyft with Lidocaingith cannula compared to those who received needle.

In 13 subjects with delayed AEs (> 21 day after treatment), 6 subjects wineadt: injection had
delayed AE (6/89 = 6.7%) and 7 subjects who received Cannula injection experienced delayed AE
(7125 = 28%).

Regarding negative change in the active flexion for thumb, there were 22 subjects out of 89 (24.7%)
injected with the needlénat had at least a ddegree negative change of action flexion for thumb of

the treated hand compared to baseline ortreated hand that remain through the duration of the
study. There were 9 subjects out of 25 (36%) injected with the cannula that leadtea 1@legree
negative change of action flexion for the thumb of the treated hand compared to baseline or non
treated hand that remain through the duration of the study.

PostMarketing Surveillance

The adverse evenepors received from posharkeing surveillancgfrom voluntary reporting and
published literaturefor the use oRestylan® Lyft with LidocaineandPerlané for all indications
(including cheek)ncludedreports ofswellingoedemaor inflammatory reactions immediate
delayedonset up toseveral weekafter treatmentThe following events were also reportsdort
duration of effectmass formation including lumps or bumps, induration, pain or tenderness
erythema, bruisinglematomapresumptive bacteriahfections andabsces$ormation, papules or
nodulesinflammation, injection site reactions including burning sensation, warmth and irritation,
discolorationiyperpigmentatiomneurological symptoms including hypoaesthesia, paraesthesia and
facial nerve paralysis, hypersensitiviggioedema, ischemia and necrosis due to unintentional
intravascular injection or embolisaticeye disorders including eye pain, eye swelling, eye
irritation, increased lacrimation, eyelid ptosisd visual impairment such Blirred vision, reduced
visual acuityandblindnesspruritus atrophy/scarringdevice dislocatiojrash,effusion/discharge
granuloma/foreign body reactipacne blisters/vesiclessymptoms of reactivation of herpes
infection, urticaria,capillary disorder such dslangiectasiagxtrusion of devicejermatitis, muscle
disorders such as musdaileitching and muscle weaknesancapsulation and other dermatological
events including dry skin, skin wrinkling, skin exfoliation and localized alopani@non
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dematologicaleventsincluding headache, discomfort, malaise, pyrexia, dizziness, sinusitis,
dyspnoea, fatigue, influenza like illness, insomnia, nausea and anxiety

When required, treatmenfsr theseeventancluded ice, massage, warm compress, nitroglycerine
paste corticosteroid, antibioticsanticoagulantsantihistaminesanalgesicsantiviral agents,
diuretic agentsaspirationihcision anddrainagesurgeryor enzymatic degradation (with
hyaluronidase) of the product

Adverse eventseceived from posmarketing surveillancéor Restylan® Lyft with Lidocaineand

Perlané€® used forcheek augmentation was in line with the reports listed above for all indications.

In rare cases, a late onset (weeks to months) and recurrent inflammation was reported post injection.
Concurrent loclized events/symptoms wenedulesor lumps, infection, and redness, swelling and

pain. The treatments of these events includgduronidaseantibiotics,corticosteroidsanalgesics,

incision and dainage

Reports of srious adverse everftsr Restylan® Lyft with LidocaineandPerlané are rareThe
most commoly reportedserious adverse eveme&reinfection/abscessschemia/necrosis, visual
impairmenthypasensitivity/allergic reactions, scarringflammation and granulomacluding
cases of massf@duration.Concurrent serious events/symptoms inclug&elling, pain/tenderness,
erythema, neurological symptoms suclpasesthesia and hypoesthesbialising,discoloration
papules/nodules, and overcorrection, overfill and irregular skin.

Serious infetions/abscesses were reported witheetto onset ranging from one daytwm months
following the injection. Most of thpatientswererecovered or recovering at the time of le@htact.
The treatments includeghtibiotics, analgesi¢gorticosteroideindhyaluronidase

Serious lgpersensitivity reactionwere reportedh most cases with a time to onset ranging from
immediately tafew weeks post injection. Mosft the events were recovering or recovesethe
time of last contacfThe treatment includeahalgesics, antihistamine, antibiotics, and
corticosteroids.

Serious granulomtgreign body reactiomcluding mass/induration, wereported with a time to

onset ranging from one day @&year or longeiThe outcomes wenmmostlyrecovered or recovering

a the time of last contacthe treatment included analgesics, antihistamine, antibiotics,
corticosteroids and excisiorBiopsies have been taken in some cases, but the majority of cases are
nonbiopsy confirmed.

Serious inflammation was reported withrag¢ to onset from one to two weeks post injection. Most
events wereecoveredr recovering at the time of last contact. Rare casaglammation with

delayed onset up to several weeks or months post injection has been observed; particularly if the
patient experienced local trauma, facial/dental infection, or local infecTibe.treatment included
analgesics, antibiotics, and corticosteroids.

Vascular occlusion resulting in ischemia/necrosis asidvdisturbancegcluding blindness have

been reportetbllowing injection ofany soft tissue filler in the face especiatijthe nose, glabella,
periorbital areasjasolabial folda&nd cheek, with a time to onset ranging from immediasefew

weels following injection.Vascular compromise may occur duatoinadvertent intravascular

injection or as a result of vascular compression associated with implantation of any injectable
product. This may manifest as blanching, discoloration, necrosis or ulceration at the implant site or
in the area supplied by théobd vessels affected; or rarely as ischemic events in other organs due
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to embolisation. Isolated rare cases of ischemic events affecting the eye leading to visual loss, and
the brain resulting in cerebral infarction, following facial aesthetic treatrhentsbeen reported.

Reported treatments include anticoagulant, epinephrine, aspirin, hyaluronidase, corticosteroid
treatmentanalgesics, antibiotickgcal wound care, drainageyperbaric oxygen and surgery.
Outcomeof the eventsanged from resolved tngoing at the time of last contaktt. many of the
events requiring medical interventidhe patientwas injected into the highly vascularized areas of
the glabella, nose, and periorbital area, which are outside the device indications for use (See
Warnings section).

Injection site bruising, swelling, erythema and pain mostlysenous generally occurred withir2l

days aftertreatment usually resolving within 1 to 4 weeks. Some occurrences have persisted for up to 6
months. Most instances of discoltoa including hyperpigmentation, sometimes described as a blue or
brown color, have occurred within the same day as treatment but have also occurred up to 6 months post
treatmentThese events typically resolve within a few days but with some infrequegances lasting

up to 18 months.

Adverse reactions should be reported to Galderma Laboratories, L-85%#4258722.

Clinical Trials

Restylan® Lyft with Lidocaines indicated for implantation into the deep dermis to superficial
subcutis for the coection of moderate to severe facial folds and wrinkles, such as nasolabial folds
and for subcutaneous to supraperiosteal implantation for cheek augmentation and correction of age
related midface contour deficiencieRestylan& Lyft with Lidocainds al® indicatedor injection

into the subcutaneous plaimethe dorsal hand to correct volume defigipatients over the age of

21. Clinical trial information forRestylan® Lyft with Lidocaineuse in the correction of moderate

to severe facial folds andrimkles, such as nasolabial folds is presented in the section titled "U.S.
Clinical Studies to support PerldiiRestylan® Lyft with Lidocaine in the treatment of facial folds

and wrinkles (nasolabial folds and oral commissuté&3d)nical trial informatian for cheek

augmentation and correction of agdated midface contour deficiencies is presented in the section
titled "U.S. Clinical Study to support the use of Restyfangt with Lidocaine in cheek

augmentation and correction of midface contour defaies".Clinical trial information for
correction of volume deficit in the dorsal h a
to support the use &estylan® Lyft with Lidocaine for injection in the dorsal hand to correct

vol ume deficit. o

U.S. Clinical Studies to supportPerlan€®/Restylané Lyft with Lidocaine in the treatment of
facial folds and wrinkles (nasolabial folds and oral commissures)

MA -140002: Prospective, Randomized, Blinded, Controlled Clinical Study

Design 1:1 randomizedprospective study at 17 U.S. centers, which compared t
safety and effectiveness Berlane€ andRestylang following treatment to
baseline condition. Patients were randomized to eRbdane or
Restylanetreatment. A touclup was allowed 2 weeks aftinitial
treatmentPatients were partially masked; evaluating physicians were
independent and masked; treating physicians were unmasked.

Effectiveness was studied with 6 months folap. Safety was studied wit
6 months followup.
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Endpoints

Effectiveness

Primary:

The difference in effect dPerlané® at week 12 versus baseline condition
the visual severity of the nasolabial folds, as assessed by the Blinded
Evaluator.

The primary study endpoint was wrinkle severity 12 weeks after optima
correction was achieved. Wrinkle severity was evaluated on estee
validated Wrinkle Severity Rating Scale (WSRS) (i.e., none, mild,
moderate, severe, extreme) by a live evaluator blinded to treatment. P4
success was defined as maintaining at leagegoint improvement on the
WSRS at 12 weeks after optimal correction was achieved. The percent
patient successes was calculated for each treatment group. Each grou
compared to its own baseline, with no comparisoResfané to

Restylan&.

Seconary:

Wrinkle Severity Rating Scale (WSRS) assessed at other folfppoints
(2, 6, and 24 weeks after optimal correction) by the Blinded Evaluator,
investigator and the patient and compared to baseline score by the sarn
evaluator. Duration of effedtefined as 6 months or time point, if earlier,
which less than 50% of patients had at leasgjeatle response remaining
both nasolabial folds (NLFs).

Safety assessments included: collection of patient symptoms Halayl4
diary; investigator evalu@sn of adverse events at 72 hours, and at 2, 6,
and 24 weeks; development of humoral or-oefidiated immunity; and the
relationship of adverse events to injection technique.

Outcomes

Demographics:

The study enrolled 283 (i.e., 1#krlané® and 142Restylan®) patients with
moderate to severe NLF wrinkles. The patients were predominantly h
ethnically diverse females. Bilateral NLFs and oral commissures

corrected in most patients with 1.9 mL to 4.6 mLPeflané®. The greates
amount useth any patient was 9.0 mL.

Gendeli Female: 266 (94%); Male: 17 (6%)

Ethnicity T White: 226 (80%); Hispanic or Latino: 31 (11%); Afric
American: 23 (8%); Asian: 3 (1%)

Efficacy:

The results of the blinded evaluator assessment of NLF wrinkle sefaar
Perlané® and control Restylan®) are presented in Tabl®. In the primary
effectiveness assessment at 12 weeks, 87% d?eHan€ and 77% of the
control patients had maintained at least a 1 point improvement over ba
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Table 19. Blinded Evaluator Wrinkle Severity Response Scores

Time point No. of No. of Perlane Pts. No. of Restylane No. of Restylane
Perlane maintaining Patients Pts. maintaining
Patients 2 1 Unit 2 1 Unit
Improvement of Improvement of
NLF on WSRS NLF on WSRS
6 weeks 136 121 (89%) 136 113 (83%)
12 weeks 141 122 (87%) 140 108 (77%)
24 weeks 138 87 (63%) 140 103 (74%)
All p-values <0.0001 based otest compared to baseline condition
Antibody Testing:

15/141 (10.6%) patients displayed a-meatment antibody response aiga
Perlané€®, (which was believed to be related to-marifying Streptococcus
capsule antigens). One patient also developed a measurable incrg
antibody titer aftePerlané® injection. 4/16 (27%) patients with antibodi
againstPerlan€ had adversevents at the injection site, which was sim
to the local adverse event rate observed in the eRérané population
(i.e., 49/141 (35%)). With the exception of one moderate bruising eve
the adverse events in the patients with a humoral respagainsPerlané®

were mild in severity. No severe events were noted and the patien
developed an antibody response aRerlané injection did not experienc
any adverse event at the injection site. Immediate type skin tg
demonstrated that npatient developed IgE t®erlané®. Postexposure
histopathology of skin biopsies of an implant site on each psg
demonstrated that no patient developedmatiated immunity t®erlané.
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MA -140001: Prospective, Randomized, Blinded, Controlled Cliical Study

Design

1:1 randomized, prospective study at 10 U.S. centers, which compareqd
safety and effectiveness Berlané® andRestylan@ following treatment to
baseline condition in 150 patients with pigmented skin and predominan
African-Americanethnicity. Patients were randomized to eitRerlané® or
Restylanet r eat ment-panhi anfiwi mbidel of
of bilateral nasolabial folds (NLFs) and oral commissures with one
treatment assigned to one side and the other treatmtii@ other side. A
touchup was allowed 2 weeks after initial treatmdtdtients and treating
physicians were partially masked. Evaluations were performed by live
investigator assessment for the primary analysis.

Effectiveness was studied with 6 montbBow-up. Safety was studied wit
6 months followup.

Endpoints

Effectiveness

Primary:
The difference in effect dPerlané® at week 12 versus baseline condition
the visual severity of the NLFs.

The primary study endpoint was wrinkle severity l&¥®s after optimal
correction was achieved. Wrinkle severity was evaluated with ste@
validated Wrinkle Severity Rating Scale (WSRS) (i.e., none, mild,
moderate, severe, extreme) by arsde Blinded Evaluator. Patient succe
was defined as maintang at least a one point improvement on the WSH
at 12 weeks after optimal correction was achieved. The percent of pati
success was calculated for each group. Each treatment group was con
to its own baseline, with no comparisonRefrlané® to Resylane®.

Secondary:

Wrinkle Severity Rating Scale (WSRS) was assessed at otherHfigtiow
points (2, 6, and 24 weeks after optimal correction) by the investigator
the patient and compared to baseline score by the same evaluator. A
photographic assesemi of patient outcomes was also performed. Durat
of effect defined as 6 months or time point, if earlier, at which less than
of patients had at least egtade response at both nasolabial folds.

Safety assessments included: collection of patigntptoms in a 14ay
diary; investigator evaluation of adverse events at 72 hours, and at 2,
and 24 weeks; the development of humoral ormetiated immunity; an
the relationship of adverse events to injection technique.

Outcomes

Demographics:

The study enrolled 150 patients with moderate to severe NLF wrinkles
patients were predominantly healthy AfrieAmerican females.

Gendefi Female: 140/150 (93%); Male 10/150 (7%)
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Ethnicityi White: 2 (1.3%); Hispanic or Latino: 9 (6%); Africakmerican:
137 (91%); American Indian: 2 (1.3%)

Fitzpatrick Skin Typéd | to Ill: 0 (0%); IV: 44 (29%); V: 68 (45%); VI. 3§
(25%)

Efficacy:

The results of the live blinded evaluator assessment of wrinkle sever
Perlané® and control Restylan®) are pesented in Tabl@0 and are base
on the Intento-Treat analysis. In the primary effectiveness assessment|
weeks, 92% of th€erlanetreated and 93% of thRestylandreated NLF
maintained at least a 1 point improvement over baseline.

Table 20. Live Evaluator Wrinkle Severity Response Scores

Time point No. of No. of Perlane 95% Perlane | No. of Restylane 95%
patients Pts. maintaining Confidence Pts. maintaining Restylane
2 1 Unit Interval 21 Confidence
Improvement on Unit Interval
WSRS Improvement on
WSRS
6 weeks 148 140 (95%) 90-99 % 142 (96%) 92-99%
12 weeks 149 137 (92%) 87-97% 139 (93%) 89-98%
24 weeks 147 104 (71%) 63-77% 08 (73%) 66-81%

All p-values <0.0001 based otest compared to baseline condition

Antibody Testing:

6/150 (4%) patients displayed a fireatment antibody response agai
Perlané® (which was believed to be related to-marifying Streptococcus
capsule antigens). No patients developed a measurable increase in a
titer after Perlan€® injection. 0/6 (0%) patients with antibodies agai
Perlané® had adverse events at the injection site as compared to the
adverse eent rate observed in the entiPerlané® population (i.e., 14/15
(9%)). All the adverse events in the patients with a humoral response &
Perlan€ were mild in severity. Immediate type skin testing demonstr
that no patient developed IgE Rerlane®. Postexposure histopathology ¢
skin biopsies of an implant site on each patient demonstrated that no
developed celmediated immunity t®erlané®.
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MA -140003: Randomized, Blinded, Controlled Clinical Study

Design

1:1 randomized, prospecéistudy at 3 U.S. centers, which compared the safety
tolerability, and pain reduction &estylan& Lyft with Lidocaineto Perlané® in 60
patients. Patients were randomizedrestylan® Lyft with Lidocaineor Perlané
treat ment-piani a nlibfdiateral idasolabial folds (NLFs)
correction, with one treatment assigned to one side and the other treatment tg
remaining side. Patients and treating physicians were blinded; evaluating phy
were independent and blinded. The study inclusled@% of patients with darker
skin types based on classification of Fitzpatrick Skin Types IV, V, or VI (36.79
Skin Type IV and 15.0% Skin Type V or VI).

Pain was assessed by each patient for each treatment site independently on t
Visual Analog Scal¢VAS) at the end of injection and at-binute intervals for 60
minutes postreatment. Patient assessment of appearance using the Global
Aesthetic Improvement Scale (GAIS) (Very much improved / much improved
improved / no change / worse) was performiethea Day 14 visitSafety was
studied with 14day follow-up.

Endpoints

Primary:

The proportion of patienthat had a withirpatientdifference in the VASRerlane
-Restylan® Lyft with Lidocaine€) of at least 10 mm at injection together with a 9-
confidence interval. The objective was to show that the confidence interval lay
above 50%.

Secondary: The proportion of patiethat had a withirpatientdifference in VAS
of at least 10 mm at postjection timepoints (15, 30, 45 and 60 minutes after
injection) together with a 95% confidence interval, the mean VAS by treatmen
within-patientdifference in VAS at each tinq@int, the comparison of VAS
betweerRestylan® Lyft with LidocaineandPerlané®, at each tim@oint, and
patientassessment dBAIS by treatment.

Safetyassessments included: collection of patient symptoms indaytdliary and
investigator evaluation of adverse events at 14 days.
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Outcomes

Demographics:

The study enrolled 60 patients with moderate to severe NLF
wrinkles. The ptients were predominantly healthy ethnically
diverse females.

Gendeli Female: 56 (93.3%); Male: 4 (6.7%)

Ethnicity White: 39 (65.0%); Hispanic or Latino: 16 (26.7%);
African American: 5 (8.3%)

Fitzpatrick Skin TypeType Hil; 29 (48.3 %); TypeV: 22
(36.7%); Type V and VI: 9 (15.0%)

Volume:

The mean volume dRestylan® Lyft with Lidocaineper wrinkle
was 1.11 mL. The mean volumeRérlané® per wrinkle was 1.10
mL.

Volume Injected per Wrinkle (mL) (Study MA-1400-03)

Volume (mL)
Treatment
n Mean Std Min Median Max
E(Lels:tylane® Lyft with Lidocaine per 60 111 0.49 0.50 1.00 3.00
Perlane per NLF 60 1.10 0.49 0.50 1.00 3.00
Difference within patient* 60 -0.01 0.14 -0.50 0.00 0.50

* Perlane volume- Restylane® Lyft with Lidocaingolume
Abbreviations: n = number of patients; std = standard deviation; Min = minimum; Max = maximum

Primary: The primary efficacy analysis for pain reducsbowed that 95% of
patients had a withipatientdifference in VAS Perlané® minusRestylan® Lyft
with Lidocaine®) of at least 10 mm at the time of injection. The primary
objective was met, since statistically more than 50% of patients had at least 1
mm lowerVAS scoreon the side treated wifRestylan® Lyft with Lidocaine
(confidence interval was 8b6to 99.0). At 15 minutes post injectior§.3% still

had a withirpatientdifference in VAS of at least 10 mm.

Treat ment Di ff er ReraneSide (pRestylane®/LAfBwith Lidocaine Side) i ITT Population

(Study MA-1400-03)

No. of patients Number of patients with gop> 10 mm
Time polnt with

assessments** n % 95% LCL 95% UCL
Treatment* 60 57 95.0 86.1 99.0
15 Minutes 60 34 56.7 43.2 69.4
30 Minutes 60 24 40.0 27.6 53.5
45 Minutes 60 11 18.3 9.5 30.4
60 Minutes 60 5 8.3 2.8 18.4

* Primary endpoint
** Denominator (N), % = 100*n/N; UCL=upper confidence limit; LCL=lower confidence limit
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SecondaryBoth pain scores decreased over time, but the mean
within-patientdifference on VASRerlanei Restylan® Lyft with
Lidocaine) was statistically significantly larger than zero at all time
points (at injection and at 15, 30, 45 and 60 minutesippsttion).

Patientsd Mean VAS Assessments o0-1400P08)i n by

VAS pain by treatment (mm) VAS
Time point _ difference p-value**
Restylane® Lyft with Perlane (mm)
Lidocaine

Treatment 15.2 49.6 34.4 <0.001
15 Minutes 4.7 21.3 16.5 <0.001
30 Minutes 3.2 12.8 9.6 <0.001
45 Minutes 2.4 7.4 5.0 <0.001
60 Minutes 2.3 57 3.4 0.002

* Within-patient differenceRerlanesidei Restylane® Lyft with Lidocainside), ** Onesample TFtest

At Day 14, patients showed improvement from baseline: 95%h®
Restylan& Lyft with Lidocaineside of the face and 96.7% on the
Perlan€ side of the face.

Global Aesthetic Improvement Scale (GAIS) Evaluation at the Day 14 Visit (Study MA-1400-03)

GAIS
Category Restylane® Lyft with Lidocaine Perlane
n % n %
Very Much Improved (4) 24 40.0 24 40.0
Much Improved (3) 18 30.0 19 31.7
Improved (2) 15 25.0 15 25.0
No Change (1) 3 5.0 2 3.3
Worse (0) 0 0.0 0 0.0
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Non-U.S. Clinical Studies

31GE0101: Prospective, Randomized, Blinded, Controlled Clinic&tudy

Design

1:1 randomized, prospective study at 6 Canadian centers, which comp
the safety and effectivenessRérlané® and Hylaforn?. Patients were
randomized to eithéPerlané or Hylaforn®i n a -pait t Bnh o
augmentation correction bflateral nasolabial folds (NLFs) with one
treatment assigned to one side and the other treatment to the other sid
touchup was allowed 2 weeks after initial treatmétdtients were partially
masked; evaluating physicians were independent and masatihg
physicians were partially masked.

Effectiveness was studied with 6 months folop. Safety was studied wit
6 months followup.

Endpoints

Effectiveness

Primary:

The difference in effect dPerlan€ as compared to Hylafoffron the visual
seveity of the NLFs, as assessed by a Blinded Evaluator at 6 months g
baseline.

The primary evaluation parameter was a-ftep validated Wrinkle
Severity Rating Scale (WSRS) score (absent, mild, moderate, severe,
extreme) by the Blinded Evaluator atr®nths. Success was defined as
maintaining at least a one point improvement of the NLF on the WSRS
months after optimal correction was achieved. The percent of successf
NLFs afterPerlan€ and control treatments were compared, as well as g
within-pa i ent mat ched anal ysis ( McNg¢g

Secondary:

Wrinkle Severity Rating Scale (WSRS) was assessed at other Hfgtiow
points (2 weeks and 3, 4.5, and 6 months after optimal correction) by tt
Blinded Evaluator and the patient. Global Aesthetic Impnoent (GAI):
very much improved /much improved / improved / no change / worse,
assessed at same time points by patient.

Safety assessments included: investigator evaluation of adverse even
time points.

Outcomes

Demographics:

The study enrolledl50 patients with moderate to severe nasolabial
wrinkles. The patients were predominantly healthy white females. The
was completed by 140 of 150 patients at six months and additional
data were available in 122 of 150 patients at 9 months.

Gendefi Female: 140 (93%); Male: 10 (7%)
Ethnicity White: 142/150 (95%); Nowaucasian: 8/150 (5%)
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Efficacy:

The results of the blinded evaluator assessments are presented 2T
and are based on an IntéotTreat (ITT) analysis. At 6 monsh 113/15(Q
(75%) of the Perlanetreated NLFs maintained at least a single p
improvement on the WSRS compared to 57/150 (38%) of the cdraeted
NLFs.

Table 21. Blinded Evaluator Wrinkle Severity Response Rates

Time point Number of No. of Perlane No. of Hylaform NLFs
NLFs NLFs maintaining maintaining 2 1 Unit
2 1 Unit Improvement on WSRS
Improvement on

WSRS

3 months 150 131 (87%) 94 (63%)

4.5 months 150 110 (73%) 69 (46%)

6 months 150 113 (75%) 57 (38%)

Table 22 shows the results for theithin-patient investigator assessment

NLF on the WSRS.

Table 22. Evaluating I nvestigatords Assessr

From Pre-Treatment Until 3, 4.5, and 6 Months After Last Treatment

Mos. after last Perlane superior to Perlane equal to Hylaform superior to p-value*
treatment Hylaform Hylaform Perlane

n (%) n (%) n (%)
3 95 (63.3%) 46 (30.7%) 9 (6.0%) p< 0.001
4.5 87 (58.0%) 54 (36.0%) 9 (6.0%) p< 0.001
6 96 (64.0%) 42 (28.0%) 12 (8.0%) p< 0.001

*McNemar 6s test w i umber dfgzatientaNn the Wl popudatioN = n

31GE0002: Prospective, Randomized, Blinded, Controlled Clinical Study

Design

1:1 randomized, prospective study at 2 Scandinavian centers, which compared t
safety and effectiveness Bérlané® and Zyplast. Patents were randomized to eithe
Perlan€® or ZyplasPi n a -pawit enho model of augm
bilateral nasolabial folds (NLFs) with one treatment assigned to one side and the
treatment to the other side. Patients were partially ndaskeluating physicians wer¢
independent and masked; treating physicians were partially masked. Aufpues

allowed 2 weeks after the initial treatment-tRsatment was allowed at 6 or 9 month

Effectiveness was studied with 9 months follop. Safey was studied with 12 month
follow-up.

Endpoints

Effectiveness

Primary:

Superiority of correction of the NLF Berlané® as compared to Zypldsbased on the
visual severity of the NLF, as assessed by a Blinded Evaluator at 6 months after
optimal corretion was achieved.

The primary evaluation parameter was a-Step validated Wrinkle Severity Rating
Scale (WSRS) score (absent, mild, moderate, severe, extreme) by the Blinded
Evaluator at 6 months. NLF success was defined as maintaining at leagp@iran
improvement on the WSRS at 6 months after optimal correction was achieved. T

within patient comparison d¢?erlané€® and control treatments was evaluated in a
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matched analysis (McNemards Test).

Secondary:
Superiority of correction of the NLF erlan€ or ZyplasP based on the visual
severity of the NLFs, as assessed by a Blinded Evaluator at 9 months after base

Safety assessments included: investigator evaluation of adverse events at all tim
points.

Outcomes

Demographics:

The study arolled 68 patients with correctable NLF wrinkles. The patients were
predominantly healthy white females.

Gendeli Female: 65 (96%); Male: 3 (4%)

EthnicityT White: 68/68 (100%)

Efficacy:

The results of the blinded evaluator assessments are presehtdde23. At the
primary effectiveness time point of 6 months, Bexlanetreated NLF experienced

more improvement from baseline (judged by the WSRS) in 50% of the patients; t
controktreated side experienced more improvement in 10.3% of the gatient

Table 23. Evaluating I nvestigatordés Assessment ;
Pre-Treatment Until 2, 4, 6, and 9 Months After Baseline
Time point Perlane NLF is Perlane NLF Control NLF is p-valuel
superior to control is equal to superior to

NLF control NLF Perlane NLF

n (%) n (%) n (%)
2 months? 32 (47.1%) 28 (41.2%) 8 (11.8%) 0.0001
4 months? 38 (55.9%) 25 (36.8%) 5 (7.4%) 0.0001
6 months2 34 (50.0%) 27 (39.7%) 7 (10.3%) 0.0003
9 months3 21 (48.8%) 16 (37.2%) 6 (14.9%) 0.0039

1.Mc Nemar 6s test
2. Percent = n/Number of patients in the ITT population at Month 6
3. Percent = n/Number of patients in the ITT population at Month 9; includes only patientéreated (n=43)
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U.S. Clinical Study to support the use ofRestylan€ Lyft with Lidocaine in cheek
augmentation and correction of midface contour deficiencies.

MA -140005: Prospective, Randomized, Blinded, Controlled Clinical Study

Design This was a 3:1 randomized, prospective study2di.S. centers, which
compared the safegnd effectiveness dtestylan® Lyft with Lidocaineto a
no treatment control in subjects seeking cheek augmentation. Adguch
was allowed 2 weeks after initial treatmepatients were rreated at
Month 12 and patients originally randomized to theéreatment group
received their initial treatment at Month 12. Blinded evaluating physicig
were independent and masked; treating physicians were unmasked.

Safety and Effectiveness was studied monthly through Month 12 and 1
weeks after the Month 12-teeatment/treatment. Injections were perforn
with the supplied 29 G TW x | 0 |

Endpoints | Effectiveness

Primary:
The proportion of responders with at least a one grade increase from tf
baseline assessment of the Medicis Midface Volume SERB/S) for
BOTH the right and left sides of the face at Month 2 as assessed by thg
blinded evaluator.

The MMVS was a four point validated scale to assesses the fullness of
midface from Fairly Full (1) to Substantial Loss of Fullness (4). The

proporton of responders was calculated for each treatment group and
compared using Fisherds Exact Tg¢

Secondary:

MMVS assessed at other follemp points (2, 4, 6, 8, 10, and 12 months
after optimal correction and 2, 4, and 12 weeks after the 12 Month
treatment) by the blinded evaluator and the investigator. Satisfaction w|
treatment as assessed by the subject and the investigator using the Gl
Aesthetic Improvement Scale (GAIS). Additional assessment of patient
satisfaction was assessed with the FAQEcale. The GAIS and
FACE-Q scales were not validated at the time of the study.

Safety assessments included: collection of patient symptoms hdayl14
diary; investigator evaluation of adverse events; and midface safety
assessments (firmness, symmetnpvement, function, sensation, mass
formation, and device palpability).
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Outcomes

Demographics:

The study enrolled 200 patients (1B@stylan® Lyft with Lidocaineand 50
no treatment) seeking cheek augmentation. Overall, the mean age fo
subjects was 52.9 + 7.6 years. The study included 61 subjects (31
Fitzpatrick skin types IV, V, or VI with 21 subjects of Fitzpatrick Skin Ty
V (17 subjects) and VI (4 subjects). Baseline MMVS were similar betwee
right and left midface with a majity of subjects (60% and 62%, respective
having a MMVS score of 3 (moderate loss of fullness with slight holloy
below malar prominence).

Gendeli Female: 183 (92%); Male: 17 (9%)
Ethnicity i White: 178 (89%); African American: 10 (5%), Asian: 3%),
American Indian/Alaskan Native 1 (<1%), Other: 8 (4%)

Injection volumes averaged 6.227 mL (initial + toughat 2 weeks; right an
left midface combined).

Efficacy:

The results of the blinded evaluator assessment of midface fullness (MM
for Restylané Lyft with Lidocaineand no treatment control are presented i
Table24. In the primary effectiveness assessment at Month 2, 88.7% of t
Restylan® Lyft with Lidocaineand 16.0% of the no treatment control patie
had at least a 1 point improvemever baseline. Similar results were seen
for the treating investigatoroés

Table 24. Proportion of Responders Measure
Assessment of Midface Fullness (MMVS) at Month 2

Restylane® Lyft
Timepoint with Lidocaine No Treatment P-Value?
Right and Left Midface Combined
Month 2 | 133(88.7%) 8 (16.0%) <0.001

1  Primary endpoint N Subjects with a missing blinded evaluator assessment at Month 2 for a midface are|
imputed using the hot deck method.
2 Fi s hEsactOlest
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Figure 1: Proportion of Responde
Assessment of Midface Fullness (MMVS)ITT Population

-

Proportion of Responders

csBss883883

Month2 | Month 4 | Month& | Month 8 | Month 10 | Month 12 | Wk 2 Wik 4 Wk 12
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B Mo Treatment 18.7 213 204 149 8.4 16.3 8e.T7 894 M7
(n=50) aMe 10M47 10/40 74T oM 840 3045 42047 4448

*The difference befween Restylane Lyft with Lidocaine and no treatment was statistically significant (P<.001) at each time poinf
betwean month 2 and month 12 affer treatment.

T All subjects {both ‘Restylane® Lyft with Lidocaine and ‘No Treatment) were treated with Restylane® Lyft with Lidocaine by the
Week 2 after 12-Month, Week 4 after 12-Month, and Week 12 after 12-Month visits. Wk = Week; Mo = Month; Tx = Treatment

Mate: All subjects treafed at the Month 12 Treatment visit received an injection with Restylane® Lyft with Lidocaine. This was the
first treatment for the ‘No Treatment’ subjects and the second freatment for the ‘Restylane® Lyft with Lidocaine’ subjects.

Mote: Response is defined as improvement of at least one grade in MMVS assessments from the baseline Blinded Evaluator's
value to the Blinded Evalualor's assessment for the week of interest.

Mote: The Proportion of Responders is caiculated as the number of Responders at the visit of interest divided by the number of
subjects in the ITT population for the specified freatment group with a non-missing assessment for the specified visit.

Note: P-values for the difference in proportions in Restylane® Lyft with Lidocaine and No Treatment are based on the Fisher's
Exact test.

MNote: 95% Confidence Infervals are two-sided confidence infervals calculated using fthe exact binomial distribution.

The results of the subjectds sat

midface fullnes{GAIS) for Restylan® Lyft with Lidocaineand no treatment
control are presented in Figure 2. Subjects were satisfied with treatment
98% reporting improvement at 2 weeks after treatment and satisfaction g
73% of subjects after 12 months.

38(49)



Figure 2: Right and Left Midface Combined: Proportion of Responders
Measured by Subject ds AdTT Popdationn t
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*The difference between Restylane Lyft with Lidocaine and no freatment was statistically significant (P=.001) at each time point
between week 2 and month 12 after treatment.

TAll subjects (both ‘Restylane® Lyft with Lidocaine and ‘Mo Treatment’) were treated with Restylane® Lyft with Lidocaine by the
Week 2 after 12-Month, Week 4 after 12-Month, and Week 12 after 12-Month visits. Wk = Week; Mo = Month; Tx = Treatment

Mote: GIAS = Global Aesthetic Improvement Scale

Note: All subjects treated at the Month 12 Treatment visit received an injection with Restylane® Lyft with Lidocaine. This was the
first treatment for the "No Treatment’ subjects and the second treatment for the "Restylane® Lyft with Lidocaine’ subjects.

Note: Response is defined as a score of 1 (improved’) or better on the GAIS scale at the time point of interest.

Mote: The Proportion of Responders is calculated as the number of Responders at the visit of interest divided by the number of
subjects in the ITT population for the specified treatment group with a non-missing assessment for the specified visit.

Note: P-values for the difference in proportions in Restylane® Lyft with Lidocaine and No Treatment are based on the Fisher's
Exact test.

Mote: 95% Confidence Intervals are two-sided confidence intervals calculated using the exact binomial distribution.

With regard to the photographic assessment of MMVS conducted by an
Independent Photographic Reviewer (JPfRe betweemgroup difference in
the proportion of responders from baseline for the right and left midface
combined was statistically significant (p<0.05) in favoReftylan® Lyft
with Lidocainetreatment at all visits except the Month 2 visit. Thepartion
of responders from baseline in tRestylan& Lyft with Lidocainegroup as
assessed by the IPR was 80.8% at Month 2, 80.0% at Month 4, 78.6% a|
Month 6, 79.7% at Month 8, 81.7% at Month 10, and 75.7% at Month 12
the no treatment group the poopon of right and left midface combined
responders was 69.6% at Month 2, 60.0% at Month 4, 54.2% at Month 6
63.0% at Month 8, 63.8% at Month 10, and 57.4% at Month 12.
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U.S. Clinical Study to support the use oRestylané Lyft with Lidocaine for injection
into the subcutaneous plane in the dorsal hand to correct volume deficit in patients
over the age of 21.

43USH1501 Prospective,Multi -Center, Randomized, Blinded, Controlled Clinical Study

Design | A prospective, mulicenter, randomized, evaluatolinded,paired (splithand) study
designed to evaluate the safety anéaffenes®f Restylan& Lyft with Lidocainefor
injectionusinga2 9 G T Weedlein ithé dorsal hand to correct volume deficisirbjects
over theage of 2190 subjectsveretreatedat 5 investigational sites.

Endpoints| The primaryeffectivenes&ndpoint was responder rate at Weelba&ed on the blinded
evaluator assessment using the MHGS. A responder was definbdrd @&ith at least 1
point improvement from Baseline amet MHGS.

The secondary efficacy endpoints included response rates at Weeks 16, 20, and 24 bal
blinded-evaluator live assessments of MHGS, Central Independent PhotogRaphici e w|
(CIPR) assessment of improvement at Weeks 12, 16, 20, and 24 stimetieienprovement
as assessed by subjects and the treating investigator separately using the Global
Aesthetic Improvement Scale (GAIS) at Week 4, at Week 4 following tapchVeeks 12,
16, 20, Week 24 prior to treatment, Week 28, and Week 32.

Other assssments included a subject questionnaire for satisfaction and perceived
improvement of hand function, and the Michigan Hand Outcomes Questionnaire\M BIGSf
for assessment of impact on normal daily activities.

The primary safety objective of study 438501 was to define the incidence of all TEAE;S
including safety assessments made by the treating investigator at all visits and subject
complaints reported during the first 4 weeks after treatment as recorded in the subject (
Hand functionality wasssessed through active and passive range of motions assessme
(extension and flexion for indexmiddle, ring-, small finger and thumb), sensation test,
functional dexterity test, and strength test (grip strength, key pinch strength, palmar pin
strengh, and tip pinch strength) at all physical visits.

Outcomes Demographics

In total, 92 subjectswvere randomizeth the studyof which 90 received treatmenOnesubject
did not have at least 1 peseatment safety assessment arabexcluded from the $aty
analysis leaving a total &9 subjects in the safety population.oUf subjects in the safet
population did not meet the inclusion criteria for MHG@%refore 85 subjects were include
in the ITT population.

Overall, the mean age for study suitgewas 5% + 9.13years The study enrolle82 females
(96.20) and 3 males3(5%).

The majority of subjects were not Hispanic or Latino.48® and10.6% respectively). Thg
study enrolled the following races: White71 (83.3%); Black or African Ameriani 5
(5.9%0); Native Hawaiian or Other Pacific Islanded4 (4.7%%); and Othei 5 (5.9%).

The study included Fitzpatrick skin types: # (4.7%); 11 7 21 (24.7%6), 1l i 39 (45.9%0); IV
T 12(14.1%); Vi 7 (8.2%); and VIi 2 (2.4%).

The majority of sulgcts had a baseline MHGS score 2, 3, or 4.
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The mean volume of total injection for the initial treatmémtluding touchup in the
randomized hand was J.0nL. Mean volume was similar at Baseline treatm@at3 mL)
and the first treatment of the fellow dh 2.05 mL at 6 months). All injections wer
subcutaneous.

Effectiveness

Results of the primary efficacy analysis, response rate at Week 12 based oneMalG&Sed
by the Blinded Evaluatatemonstrated the superiority Réstylan& Lyft with Lidocaineto no
treatment. The difference in responder rates at Week 1B4va&%, with 85.9% and21.246
considered responders f@estylan& Lyft with Lidocaineand no treatment, respectively.

The results of the primary efficacy analysis, respaiase at Week 12ased on MHGS

evaluated by the Blinded Evaluatarhich was compared between Restylane® Lyft with
Lidocaine and no treatmemtemonstrated the superiority of Restylane® Lyft with Lidocair
to no treatment (p<0.0001).

Table 25: Summary of Primary Efficacy Endpoint: Responder Rate at Week 12
(ITT Population

Restylane Lyft with Lidocaine (N=85)
Respondef at Week 12

ActlveG':'(;(Zatment Fellow Hand [Control] Difference in
b (N=85) Responder
(N=85) - Rate p-value®
85.9% 21.20% 64.7% <0.0001

aA respondeis defined as having at leaspbint improvement from baseline on the MHGS by the
blindedevaluator assessment.
bpyal ue calcul ated usi ng McNemar 6s test.
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The first secondary efficacy endpoint, responder rates at Weeks 16, 20, and 2sbased
MHGS evaluated by the Blinded Evaluator, demonstrated the superioRgsbflan® Lyft
with Lidocaineto no treatment.

Table 26: Summary of Responder Rates at Weeks 16, 20, and 24 (ITT Population)

Restylane Lyft with Lidocaine (N=83)
Respondef at Week 16
Active Treatment Group Fellow Hand [Control] Dggesrsgﬁgép
(N=83) (N=83) Rate p-value®
91.6% 19.3% 72.3% <0.0001
Restylane Lyft with Lidocaine (N=82)
Respondef at Week 20
Active Treatment Group Fellow Hand [Control] Dgfeesrsgr?gelp
(N=82) (N=82) Rate p-value®
82.9% 25.6% 57.3% <0.0001
Restylane Lyft with Lidocaine (N=83)
Respondef at Week 24
Active Treatment Group Fellow Hand [Control] Dplgﬁ;esr:gr?g;
(N=83) (N=83) Rate p-value®
75.9% 30.1% 45.8% <0.0001

a A responders definedashavingatleasta 1-pointimprovemenfrom baselhe onthe MHGS by the

treatmenblindedevaluator.

b p-valuecalculatedusingMc N e meest.6 s

* N reflects number of subject observations at each timepoint.
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Thesecond secondary efficacy endpoint wa
Weeks 12, 16, 20, and 24 that demonstrated an increased improvement in the treatme
compared to the fellow hand at all study visits.

Table 27: Summary of Central Independent Photographic Reviewer's Assessment of
Hand Improvement (ITT Population)

Restylane Lyft (N=85) Week 12 Week 16 Week 20 Week 24
Improvement
N 84 83 82 83
No 10 (11.9%) 12 (14.5%) 25 (30.5%) 12 (14.5%)
Yes 74 (88.1%) 71 (85.5%) 57 (69.5%) 71 (85.5%)
Fellow Hand
Improvement
N 84 83 82 83
No 68 (81.0%) 66 (79.5%) 69 (84.1%) 65 (78.3%)
Yes 16 (19.0%) 17 (20.5%) 13 (15.9%) 18 (21.7%)

The third secondary endpoint, the GAIS, was summarized using dichotomized categori
thefollowing timepoints: Week 4, Week 4 following toucip, Weeks 12, 16, and 20, Week
24, and Weeks 28 and 32. Subject and Investigator evaluations yielded similar results i
treatment hand at Week 24 (92.8%; 95.2%).

The fourth secondary efficacyerwdp nt eval uated the patie
Lyft with Lidocaine and assessed at Week 12 based upositem guestionnaire using a 5
point Likert Response Scale (1=Strongly Agree, 2=Agree, 3=Neither agree or disagree
4=Disagree, 5=StronglyiBagree). Responses to each item were transformed into perce
agreement (percentage of subjects with a score of 1 or 2) and are presented descriptiv
Overall, the majority of subjects were satisfied with the appearance of the treated hand
compared tolte untreated (77/84; 91.7%), agreed that the treatment result looks natura
(80/84; 95.2%), felt their treated hand appeared more attractive (74/84; 88.1%) and yol
(75/84; 89.3%), would recommend treatment to a friend (71/84; 84.5%) and would und¢
repeat treatment in the future (65/84; 77.4%).

HOW SUPPLIED

Restylan® Lyft with Lidocainds supplied in a disposable glass syringe wilhest| ock fitting.
Restylan& Lyft with Lidocainds co-packed with sterilized needle(s) as indicated orcémton
either 27 G Thin Wall .(TW) x o, or 29 G TW

A patient record label is a part of the syringe label. Remove it by pulling the flap marked with three
small arrows. This label is to be attached to patient records to ensure traceabilifyodtiot

The contents of the syringe are sterile.
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The volume in each syringe and needle gauge is as stated on the syringe label and on the carton.

SHELF LIFE AND STORAGE

Restylan® Lyft with Lidocainemust be used prior to the expiration date printetherpackage.

Store at a temperature of up to 25°C (77°F). Do not freeze. Protect from sunlight. Refrigeration is
not required.

Do not resteriliz&Restylan® Lyft with Lidocaineas this may damage or alter the product.

Do not use if the package is damdgkenmediately return the damaged product to Galderma
Laboratories, L.P.

Rx only

U.S. Patent 5,827,937,455,4598,778,909; 8,357,795,,850,475; 8,822,676

Manufactured for

Galderma Laboratories, L.P.
14501 North Freeway

Fort Worth, TX 76177
U.S.A.

Phone: 18554258722

Manufactured by
Q-Med AB
Seminariegatan 21
SE-752 28 Uppsala
Sweden

RestylangPerlaneandGaldermaaretrademark®f Nesté Skin HealthS.A.
All other trademarks are the property of their respective owners.
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DIRECTIONS FOR ASSEMBLY

For safe use dRestylan& Lyft with Lidocainegit is important that the needle is properly assembled.

Hold the syringe on the ribbed part (C) of the white closure systemldlcleadapter).

With your other hand, take hold of the white cap (A) at thieadriheclosure system and gently tilt
back and forth carefully untitap disconnects and can be pulled off (seal will be broken).

Do not rotate.

Do not touch the syringe tip (B) to keep it sterile.

ASSEMBLY OF NEEDLE TO SYRINGE

Use the thumb and forefinger to hold firmly around both the glass syringe barrel anelrtloek
adapter. Grasp the needle shigth the other hand. To facilitate proper assembly, both push and
rotate frmly.

PRE-TREATMENT GUIDELINES

Prior to treatment, the patient should avoid taking aspirin, nonsteroidahfartnmatory
medi cations, St. Johndés Wort, or high doses
increase bruising and bleeding at thiedtion site.

TREATMENT PROCEDURE

1. Itis necessary to counsel the patient and discuss the appropriate indication, risks, benefits
and expected responses to Restylan® Lyft with Lidocainereatment.

a. Advise the patient of the necessary precautions betwremencing the procedure.
b. A consent form should be utilized.
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2. Assess the patientds need for approepriate
topical anesthetic, local or nerve block.

3. The pat ioehartdsheuldfbawashed with soap andevand dried with a clean
towel. Cleanse the area to be treated with alcohol or another suitable antiseptic solution.

4. Sterile gloves are recommended while injecfResgtylan® Lyft with Lidocaine
5. Before injecting, press plunger rod carefully until a baheplet is visible at the tip.

6. Afterinsertion of the needle, and just before injection, the plunger rod should be withdrawn
slightly to aspirate and verify that the needle is not intravascular

7. Restylan® Lyft with Lidocainds administered using a thgauge needleRestylan® Lyft
with Lidocaineis supplied with 29 G TW x 2" needles 27 G TW x ¥2" needle3he
physician should use at their discretion the appropriate needle depending on the intended use
of the product. The needle is inserted atpreximate angle of 30° parallel to the length of
the wrinkle or fold Restylan® Lyft with Lidocaineshould be injected into the deep dermis
to superficial layer of the subcutis for the treatment of moderate to severe facial folds and
wrinkles (such as salabial folds) and fosubcutaneous tupraperisteal implantation for
cheekaugnentation and correction of agelatedmidface contar deficiencies in patients
over the age of 21f Restylan& Lyft with Lidocaines injected too superficially this may
result in visible lumps and/or bluish discoloration.

8. When treating the dorsal harRlestylan® Lyft with Lidocainecan be administered usitige
suppliedneedles With theneedlesmall boluses should be inserted in the dorsum of the
hand in the subcutaous plane. Small bolus injections or the linear retrograde injection
technique can be used to deposit small volumes as needed. Rapid flow or rapid injection
should be avoided.

9. InjectRestylan® Lyft with Lidocaineapplying even pressure on the plungst. it is
important that the injection is stopped just before the needle is pulled out of the skin to
prevent material from leaking out or ending up too superficially in the skin

10.0Only correct to 100% of the desired volume effect. Do not overcorrect.ditéimeous
deformities the best results are obtained if the defect can be manually stretched to the point
where it is eliminated. The degree and duration of the correction depend on the character of
the defect treated, the tissue stress at the implantigtdepth of the implant in the tissue
and the injection technique.

11.For the treatment of moderate to severe facial wrinkles and tolelsnaximum
recommended dose per treatment is 6.0 mL based on U.S. clinical stidiethe
treatment of ageelatedmidface volume deficithe maximum recommended dose is also
6.0 mL per treatmentfor the treatment of volume deficit in the dorsal hand, the maximum
recommended dose per hand is 3.0 mL per treatnidm safety of injecting greater
amounts has not beestablished.

INJECTION TECHNIQUES

1. Restylan® Lyft with Lidocainecan be injected by a number of different techniques that
depend on the treating physiciands experi

2. Serial puncture (A) involves multiple, absely spaced injections along wrinkles or
folds. Although serial puncture allows precise placement of the filler, it produces
multiple puncture wounds that may be undesirable to some patients.
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3. Linear threading (B) is accomplished by fully inserting the iéinto the middle of
the wrinkle or fold and i nj e.cAlthongh t he f il
threading is most commonly practiced after the needle has been fully inserted and is
being withdrawn, it can also be performed while advancingehe d | e -a(hfeppulsoh
technique).

Serial threading is a techuie that utilizes elements of both approaches.

Cross-hatching (C) consists of a series of parallel linear threads injected at intervals of
five to ten mm followed by a new series of threads iegett right angles to the first set
to form a grid. This technique is particularly useful in facial contouring when coverage
of the treatment region needs to be maximized.

A. Serial Puncture

B. Linear Threading

C. Crosshatching

R

4—»}} -
~—
6. Note! The correct injection technique is crucial for the final result of the treatment.
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10.

11.

Dissection of the subpidermal plane with lateral movement of the needle, rapid flows
(>0.3 mL/min), rapid injection or high volumes may result in an increase intsnort
episode®f bruising, swelling, redness, pain, or tenderness at the injection site.

When the injection is completddr the treatment of moderate to severe facial wrinkles

and folds or ageelated midface volume deficithe treated site should be gently

massage so that it conforms to the contour of the surrounding tissues. If an
overcorrection has occurred, massage the area firmly between your fingers or against an
underlying superficial bone to obtain optimal results.

When the injection is completed for thedatment of the dorsal hartie hand should be
balled into a fist and a lubricating agent, such as ultrasound gel or petrolatum ointment,
should be applied. A deep thorough massage should be performed to smooth out the
filler and push product into any remang valleys or voids.

| f so call ed A bileatmeoveilyingskin turrs a whitishealoy, el |
injection should be stopped immediately and the area massaged until it returns to a
normal color. Blanching may represent a vessel occlusibnormal skin coloring does
not return, do not continue with the injection. Treat in accordance with the American
Society for Dermatologic Surgery guidelines, which include hyaluronidase injéction

If the wrinkle, midfaceor dorsal handheeds furthetreatment, the same procedure
should be repeated until a satisfactory result is obtained. Additional treatment with
Restylan® Lyft with Lidocainemay be necessary to achieve the desired correction.

If the treated area is swollen directly after the ing@tctan ice pack can be applied on the
site for a short period. Ice should be used with caution if the area is still numb from
anesthetic to avoid thermal injury.

Patients may have mild to moderate injection site reactions, which typically resolve in a
few days.

STERILE NEEDLE (S)

T

T

Follow national, local or institutional guidelines for use and disposal of meg
sharp deviceObtain prompt medical attention if injury occurs.

To help avoid needle breakage, do not attempt to straighten a bent needle
Discard it and complete the procedure with a replacement needle.

Do not reshield used needles. Recapping by hand is a hazardous practice
should be avoided.

Discard unshielded needles in approved sharps collectors.

Restylan® Lyft with Lidocainds provided with a needle that does not contai
engineered injury protection. AdministrationRéstylan® Lyft with Lidocaine
requires direct visualization and complete and gradual insertion of the nee
making engineered protections infeasible. Care shouldkes tto avoid sharps
exposure by proper environmental controls.
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Ordering Information

Galderma Laboratories, L.P. and its distributor, McKesson Specialty, are your only sources for
FDA-approvedRestylan® Lyft with Lidocaine Purchasing from any othegent is illegal.

To order, call 18554258722

RevisedMay 2018
Part Number41523518
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