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(Copy of Approval Letter from the FDA for RESTYLANE@ Injectable Gel) 



Public healrh Service 

Food and Drug’ Administration 
9200 Coq+maie Boulevard 
Rockuiile MO Zr3850 

Q-Ned Scandinavia, Inc. 
c/o M r. Theodore M . Sullivan 
2325 Dulles Corner Blvd,, Suire SfXl 
Wemdon, Virginia 202 7 I 

RIX - PO24023 
Restykne@ injectable Gel 
Filed: June 19,2002 
Amended: September 6 and .I 3, and December 3 2,2002, April 2, June 17, 

December 1 and 3,2003 
Procode: LMH 

Dear M r. Sullivan: 

The Center-for Devices and RadioSogical Health (CDRH) of the Food and Drug Admix&ration 
(FDA) has complesed its review of your premarket approval application (PMA) for the. 
Resryfane* Injectable Gel. This device is indicated for mid-todeep dermal implantation for the 
coorrcction of :moderaisl: to severe facial tinkles and folds, such as nasolabird folds. We are 
pleased to inform you that the PMA is approved You may begin commcrci~l distribution of the 
device in accordance with the conditions described below and in the “Conditions of Approval” 
(enclosed). 

The sale, distribution, and use of rhis device are resuicted td prescription use in accordance with 
2 I CFR 801 .109 within the meaning of section 520(e) of the Federa! Food, Drug, and Cosmetic 
Act (the acr) under the authority of section 5 1 S(d)(l)(B)(ii) of rhe act. FDA has also determined 
thar, to ensure the safe and effective use of the device, the device is further restricted within the ’ 
meaning of section 520(e) under the authority of section SlS(d)(l)(B)(ii) insofar as the sale, 
distribution, and use must not violare sections 542(q) and (r) of rhe act. 

In addition to the postapproval requirements outlined in the enclosure, yoo have agreed IO 
provide the resuits of an open-label, longitudinal, uncontrolled, study in 104 pat&s with 
Fitzpatrick Skin Types 4 or 6 from IO or more US. centers who have elected to undergo naso- 
labial fold treatment with intradermal (deep dermal) injection of Resrylane”. Patients will be 
followed for a minimum of 24 week with visits for assessment of pstin, tenderness, redness, 
eochymosis, swelling, itching, naass (nodule / cysr 1 abscess) formation, dermal pigmentation and 
keloid changes at the site of injection at each follow-up point post-optimal cosmesis. The 
purpose of the study would be to: 1) assess the likelihood of hypenensiritiry reactions due to 
injection of Restylane* and 2) assess the likelihood of keloid formation in patients with 
Fitzpatrick Scale skin types S or 6. Wety endpoint ass&ssments of this study are: I) kefoid 
formation at rhe site of injection at 12 and 24 weeks, 2) pigmentation changes at the site of 
injection compared to adjacent skin at 2 and 6 weeks, and 3) adverse experience assessment, 4) 
patient diary symptom profile, and 5) immunologic panel outcome (to include at a minimum: 
histamine release, WEE differential, and anti-body titer). The results from this study will be 
included in the Lbeling after the study has been evaIuated by FDA. 
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Expiration dating for this device has been established and approved at.1 2 n~GntIrs at room 
tempernrrure: - 

CDRH does not evaluate information related to contract liability warranties. however you 
should be aware that any such warranty Statements must bc truthful. acouratc, ind not 
misleading, and must be consistcnr with appiicable FcdcraI and Stare la&s. 

CDRH will notify the public of its decision to approve your‘PMA by making available a 
summary of the safety and cffectiviness data upon which the approvaI is based. The 
information can be found on the mA CDRH Internet Home Page located at 
http:Nwww.f&.gov/cdrtipmapage.html. Written requests for this information can also be 
made to the Dockets Management Branch, (HFA-3OS), Food and Drug Administration, 
5630 Fishers Lane, Rm. 1061, Rockville, MD 20852. The written request shouid include 
the PMA number or docka number- Within 30 days from the dare that this information is 
placed on the Internet, tiy interested person may seek review of this decision by 
requesting an opportunity for administrative review, either through a hearing or review by 
an independent advisory committee, under section 5 15(g) of the Federal Food, Drug, and 
Cosmetic Act (the act}. 

Failure to comply with rhe conditions of approval invalidates &is approval order. 
Commercial distribution of a device that is not in compliance with these conditions is a 
violation of the act. 

You are ireminded that, as soon as possible and before commercial distribution of your 
device, you mun submit an amendment ID this %$A submission with copies of all 
approved labeiing in find printed form. The labeling wiil not routinely be reviewed by 
FDA staff when PMA applicants include with their submission of the final printed 
labeling a cover letter stating that the final primed labeling is identical to the labeling 
approved in draft form If the final primed Iabeiing is not identical, any changes from the 
foal dr& Iabeling should be hightighted and explained in the amendment. 

A11 required documents should be submitted in triplicate, unless otherwise specIficd, ro 
the address below and shouId reference me’ above PMA number to facilitate processing. 

PMA Document Mail Center (WZ-401) 
Center for Devices and Radiological Health 
Food and Drug Administration 
9200 Corporate Bfvd. 
RockviIlc, Maryland 20850 
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If you have any questions concerning this approval order, please contact Mr. Anthony D. 
Watson at (301) 5943090. 

Sincerely yours, 

Division of General, Fksrorarive 
aitd Neurological Devices 

Office of Device Evduation 
Center for Devices and Radiological Health 

Enclosure 

_- 



Last Modifkd: l-3 1-02 

CONDITIONS OF APPROVAL 

PREMAR~CETAPPROVALAPPLL~ATIONIPMA)SWPPLE~NT.~B~~~~~~~~~~~~~~ 
change affecting the safety or effeniveness of the device, submit a PM4 supplement for review 
and approval by FDA unless the change is of a type for which a “&cial PMA 
Supplement-Changes Being Effected” is permitted under2 1. CFR 814.39(d) or an alternate 
submission is permitted in .accordance with 21 CFJ? 814.39(e) or (0. A PMA supplement or 
alternate submission shal! comply with applicabJi! requirements under 2 1 CFR 8 14.39 of the, final ;. 
rule for Premarket Approval of M&iicai Devices. 

AI1 siruarions that require a PMA su&lemeni cannot be brieff y sumniarized; therefqre. please 
consult she PMA re&aGon for f&her guidance. The guidance provided below is only for 
several key instances. 

A PM,4 supplement must be submixred when unanticipated adverse effects. increases in the 
incidence of anticipated adverse effects. or device failures necessitate a labeling, manufacturing, 
or device modification. 

A PMA supplement mutt be submitted if Iho dwice is to be modified and the modified device 
should be subjected to animal or laboratory or clinical testing designed to determine ifzhe 
modified device remains safe and effective. 

A “Special PMA SuDDlemcnt - Chants Beinn Effected” is limited to the labeling, qualiry control 
and manufactuting process changes specified under 2 t CFR 8 14.39(d)(2). Ir allows for the 
addition of, but not the replacemenr of previously approved. quality control specifications and 
test methods. These changes may be implemented‘before FDA approval upon acknowledgment 
by ??DA that the submission is being processed as a “Special PMA Supplement - Changes Being 
Effeaed.” This procedure is not applicabic IO changes in device design, composition, 
speciftcations, circuitry, so&are or energy source. 

Al temate submissions permilred under 21 CFR 8 I4.39(e) apply ro changes that ocher&e require 
approval of a PMA supplement before implementation of rhe change and include the use of a 
30&v F-MA sutzmlement or annual oosrapwroval reoort (see below). FDA must have previously 
indicated in an advisory opinion to the affected industry or in correspondence wit,h the applicant 
that the alternate submission is permitted for the change. Before such can occur, FDA and the 
PMA applicant(s) involved must agree upon any necdcd resting protocol, test results, reporting b 
format, information to be reponcd, and the alternate submission to be used. 

Alternate submissions permitted under 21 CFR 8 14.39(l) for manufacturing process changes 
include the use of a 30day Notice. “she manuklurer may distribute the device 30 days after the 
date on which rhe FDA receives the X-day Notice, unless the FDA notifies the appiicanr within 
30 days from receipt of the notice that rhe notice is nor adequate. 



POSTAPPRWAL F@PORTS. Continued approval of this PMA is contingent upon the 
submission of postapproval reports required under 2 I CFR 8 i4.84 at intervals of 1 year from the 
date of approval of the original PMA. Postapproval reports .for supplements approved under the 
original PJvL%, if applicable. are to be included in Lhc next. and subsequent annual reports for the 
original PMA unless specified orherwise in the approval order for the PMA supplement. & 
cooies identified as "Annual Rend a?d bearing the applicable PMA rcfer&ce number are to be 
submitled go the PM Documenf Mail Center (HFZ-401 j. Center for Devices and Radiological - 
WeaIth, Food and Drug Administration. 9200 Corporate BJvd., Rockville, Maryland 20850. The 
postapprovaJ report shall indicate the beginning and ending date of rhe period covered by tie 
report and shall include the following information required by 21 CFR 8 14.84: 

1. Identification of changes described in 21, CFR 814,39(a) and changes required to be 
reponed co FDA under 2 1 CFRII 1.4.39(b); 

2. Bibliography and summary of tie following information not previously submitted 
as part of the PMA a~)u,d that is known to or reasonably should be known to the 
zipplicanr: 

a. unpttblished reporrs of data from any clinical investigations or nonclinical 
labo&ory studies involving the device or rclared devices (“related” devices 
include devices which are rhe same or substantially similar to the applicant’s 
device); and 

b. reports in the scientific literature concerning Ihe device. 

If, after reviewing the bibliography and summary, FDA concludes that agency review of one or 
more of the above reports is required, the applicant shisll submit two copies of each identified 
report when so norified by FDA. 

ADVERSE REACTION AND DEVKE DEFECT RJIPORT~NG. As provided by 21 CFR 
814.82(a)(9), FDA has determined that in order to provide continued reasonable assurance of tie 
safety and eff&iveness of the device, the appticant shall submit 3 copies of a written repon 
identified, as applicable, as an ,“Adverse Reaction Reoo~” or “Device JXfcct Re~orr” to the PMA 
Document Mail Center (HFZ-401). Center for 5evices and Radiological Health, Food and Drug 
Administration, 9200 Corporate Divd.. Rockviile, Maryland 20850 within IO days afier the 
applicant receives or has knowledge of information co?cerning: 

I. A mix-up of the device or irs labeling tvith another article. 

2. Any adverse reaction, side effect injcuy. lozticily. or sensitivity reaction rhal is 
attributable to the device and: 

a. has not been addressed by the device’s labeling; or 

b. has been addressed by the device’s labeling but is occurring with unexpected 
severity or frequency. 



3. Any significant chemic& physical or oxher chaogc or dcierioration in the device. or any 
faillure ofthe device to meet the specifications established in the approvecl PMA rhat 
could not C~UC or conrtibute lo death or serious injury but are not correcrab!c by. 
adjusunents or other maintenance proccdutes described in the approved labeling. The . 
report shall include a discussion of the applicant’s assessment of the change, 
deterioration or failure and any proposed or implemented corrective action by the 
applicant When such events are correctable by adjustments or other mainfenance 
procedures described in the approved labeling, all such eventsknown to the applicant 
shall be included in the Annual Reporr &scribed under “Postapproval Reports” above 
unless specified .otherwiie in the conditions of approval to this, PMA, This postapproval 
report shall appropriately ca\cgorize thest evems and include the number of reported 
and otherwise known instances of each category during the reporting period, Addirional 
information regarding the events discussed above shall be submitted by ihe applicant 
when determined by Flj~ to be necessary to pra+ide continued ncasonable lssurance of 
the safety and effecriventis of the devjce for its intended use. 

REPORTING UNDER THE MEDICAL DEVXCE REPORTING IMDR) REGULATION. 
The Medical Device Reporting @IDR) Regularion became effective on December 13, 1984. 
This regulation was replaced by the reporting requirements of the Safe Medical Devices her of 
1990 which became effective July 3 1) 1996 and requires that all manufacturers and importers of 
medical devices, in&ding in virro diagnostic devices, report to the FDA whenever they receive 
or otherwise become aware of information, ffom any source, that reasonably suggests that a 
device marketed by the manufacturer or importer: 

1. May have caused or contributed to a death or serious injury; or 

3 -. Has malfunctioned and such device or similar device markered by the 
manufactwer or importer would be likely tc cause or contribute to a death or 
serious injury if the malfunction were to recur. 

The same events subject to reporting under the MDR Regulation may also be subject to the 
above “Adverse Reaction and Device Defect Reponiny” requirements in the “Conditions of 
Approval” for this PMA, FDA has determined that such duplicative reporting is unnecessary. 
Whenever an event involving a device is subject IO reporting under both the MDR Regulation 
and the “Conditions of Approval” for a PMA, rhe manufacturer shall submit the appropriate 
reports reauired by rhe MDR Renuiatioe within the time frames as identified in 2 1 CFR 
803.10(c) using FDA Form 35OOA, i.e., 30 days after becoming aware of a reportable death, 
serious injury, or malfunction as described in 21 CFR 803.50 and 21 CFR 803.52 and 5 days 
afkr becoming aware that a reportable MDR event requires remedial action to prevent an 
unreasonable risk of substantial harm to the public health. The manufacturer is responsible for 
submining a baseline report on FDA Form 34 17 for a desjce when the device model is first 
repofled under 21 CFR 803.50. This baseline repor! is to include the PMA rcfercnce number. 
Any written report and its envelope is to be specifically identified, e.g.. “Manufacrurer Repon.” 
“5-Day Report,” “Baseline Report,” etc. 
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Any written report k to be submirtcd to: 

Foodi and Drug Administration 
Center for Devices and Radiologicat Heahh 
Medical Device Reponing 
PO Box 3002 
Rockville, Maryland 20847-3002 

Copies of,thc MDR Regulation (FOD # 336% i 336)and FDA p&&cations entitleci “An Overview 
of the Medical Device Reporting Regui’atidn” (FOD # $09) and “Medical Device Reponing for 
Manufacmrers” (FOD #987) are av%ilable on the CDlU+ WWW Home Page. They are also 
available through,CDRH’s’Fact-On-Demand (F-O-5) at 800.899-0381, Written requesrr for. 
information can be ma& by sendihg a facsimi~le to CDRH’s Division of Small ManufacturerS 
International and Consumer Assistance (DSMICA) at 301-443-88 t 8. 

..-- 
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