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March 16, 2006 

Dockets Management Branch 
Food and Drug Administration 
Department of Health and Human Scjwices 
Room 1061, HFA-305 
5630 Fishers Lane 
Rockville, MD 20857 

TTIZEN PETITION 

Mylan Technologies Inc. C"IVty ;an'') ~;ubniits this petition under section 505 of the ' 
Federal Food, Drug, and Cosmetic Act- and 21 C.F.R . ~ 10 .30 to teqUest that the 
Commissioner of the Food and DrUg Administration (~~L9A) r,qi~ire that all applicants for 
fentanyl transdermal systems cctldL,c:i :~ stud~ to suppOi~t the saf` ;_j5e od`an overlay with 
their respective fentanyl transc!ermal product . 

ACTION REQUESTED 

Mylan has developed a generic d'entanyl transci: rnial sti stein that is bioequivalent 
to Duragesic@ (fentanyl tran;c[ermal s_a-ste~~i) wi0h ~espect Lo both rate and extent of ̀ 
absorption. In addition to a bioccla; ;-,ilcnce sicidyo N/lytan also conducted several studies 
of active and/or placebo systenis to as,oss irritation aF1cl tiensiiization potential, which 
were found to be no greater than that ofi' Dtara-esic . Based on the data t=~nalyzed from 
these studies, it was concluded tliat Mylan'5 (~entanyl tran5dei°nl,il svstejn and Placebo 
Transderrnal Systems adheredas Nveil as Duragesic. 

However, as evidenced by ifie J,_iiy ?t)OS FDA Alert for f4ealcficare Professionals, 
the patch may have problems "sticking" to the skin . Sorne paiiew, taken this 
problem in their own hands by tl5ino sorne type of an overlay to help the patch stick to 
the skin . The use of an unapprc>vt_°d allcE unte4ted m,-ei-lav may cai;sc adverse 
consequences . Therefore, Mti-lan believes that in order to assess potential risks associated 
with the use of an overlay witti any fentany1 transdertnal wsteni, the 'Neency should 
require all applicants and holders of appro~ved applications ioi,fentany A rransdermal 
systems to conduct a study to suppOrt tlsr. safe and appropriate use or' an overlay with 
their respective patch, as MyIan is carre ntly undertaking. The basis for this request is 
described in more detail below, 

C.r 
~ ~lo~a~ 

104 

MYL 
ISpC Corporate Drive Suite 400 Gar, f . ~ ; .?a^nsyfvaala 85.3'7-r57~ L~aL, ?ei. 7J. :, . ; -~3,",' .; fax: 724.514 .1870 NYSE. 



S`I'ATLINIENTOF GROUNDS 

The FDA has always recognizc ;:i'ihat fentanvl : aad ft°r7ca1n~-~1 tran,dermal systems, ' 
carry bath substantial benefits and risks . I?ura-esic i5 an antil (Yes :c patch that is designed 
to'control - severe pain by reieasin`- A ~irc~n~ opioid anal~~esfc thro~~glt (1~e skin over a period of 72 hours. "Duragesic is indicated for rrianagenlent oi' pg jAent, moderate to severe chronic pain that : ti) rc;qL.ires C0ntifauous, ~W-O>>nd-t1Ie-cJOCk opioid administration for an extended period of_ time:. : and (Ii) cannot be rliarialged by other riieans such as non-steroidal-analgesics, opioir.l conihinati4}n products, or irnincdaate-release opioids". Duragesic Labeling ("Black Box Warnings") . 

A review of the sunimary hasi~ of approval (SB()A) ofDtiiragesic<reveals that the vast majority of data submitted to ~;I3t~a by the innovator « as based ou application of the patch for approximately twenty-four hours (24hr) and not severity-m-1) hours (72hr) . See ` Medical Officer Review, NDA #19,h13, TTS Fentarlyi (`I'ransdert,ial Therapeutic System), Volume I - Clinical Efficacy Studies. This see;rf~s, to suggest Iha:t the initial design of Duragesie may have been to establish adhesion for Iimile~i duration . 
Apparently, during the later stages oI o~evcloprnent, there e-vas a shift toward longer wear periods (up to 72hr) and thus the design of DUragesii i,uas apj,rovtu by FDA for a wear period longer than perhaps origiriallg er~v:sic~~ed . 

According to published IMS ciaca, the use of _fentainyl (f-ansLlerinal systems has steadily increased over the years. See A'IS f-fealch . National Sales. F'erspective Audit, Transdermals, December 2005 tSincE° :,'001, the nurnbes- of dc7scs ci;spmsed has increased from approximately 32 million to 67 rnillion in 200~ ) . Originally, Duragcsic was used to manage severe chronic pain in cancer I)atients; hmveve1-. the Lcse Of Duragesie has since increased to manage other types of sev ;:°t~e, chronic lyiair, such as ]o\t er back pain. See Ringe J.D . et al ., Transdermal Fentarr- vIfor- the Tf~ecttt3reirt t)f 13ock Pain Caused by Vertebral Osteoporosis, Rheumatol Int . 22 :199-20') ~(2002). Patient complaints about the "poor adhesion of the patches to the skin- continue to OcCLU. See FDA Alert for HeaZtheare Professionals, Fentcrn>>7 7'`u:rsclern-ical Patch (nrcrrks=tcldas Dccr°agesic), 
Narcotic Overdose and Death, Jul~~ ?t!(i5 . qXeli pi-ior to this, fic;~~,vevcr, the innovator' recognized "lack of adhesion" as a prohlem and as a potential solution offered (and continues to offer) directly to patientS Upon request, a 13iorlu~;sve(?<; overflay to help the patch stick to the skin . See FIeaI_rFEBom~cl. Corn, Me;.s,uge Board's carF Hecrlt~r Related Topics (visited March 9, ZO0fij, 
http:/lwww.healthboardsconur~ k)~i~i-=c;s;,t :~)~t.hreacl.nhp',4=8 06(--_~L~~l ~a, - t=. ~ =S . -- -~ __.-~--_ 

i Alza Corporation is the holder +,f tlae Appi-o\ cd New Drug A J)plicatlovi fi>r 1)uiagpsic ; however, Duragesic is distributed by Jansscn Fharniac:c~jtica Product; L_P. 



Mylan concurs with FDA iha. "poor adhesion" is, a potential problem. However, Mylanisunaware of whother the innovator has conducted any stucfie ., to support its ` recommendation to patients for the tise ofan wveday. N~tylun be! ievvs that in order for the innovator to supply an overl t,,- . tb-cre niust be a s<<pnor(MO stUdy and coirespondin FDA approval for the' .tiafC Use of th :, extension of III-. formulation . Similarly, this would be an anticipated requirement for an~- approved generic f(:,)rrn n la ti0;1 Of a fenCanyl transdermal system. WithoUt: Such a requirement, the assessment! oftha potential risks associated with an overlay N x- 111 remain an open topic . 

Transdermal Delivery is Dependent on Adhesion ' 

Transdermal drug defivery thi~oi1`h a patch may offer si{7nificaeit clinical benefits over other dosage forms. See Ryan I) . Gordon, PliI3, and Tinn E'r~ Peterson, MS, 4 Myths About Transdersrcal Drug Del=ve!-V, Drug i~elivery Tec1~~lology, 
www.drugdeliverytech cor1-E!(-ji-t-)i!i,atiL:1s .(-,,)i . Some of these henefits include: controlled release of the drug into !he patient, a steady blood-level profile, user-friendly, and muiti-day dosing . Id . Although cr<insder3nal delivery- rna,v have its benefits, misuse of a fentanyl transdermal-.5ystenn has its own risks . "Fentanyi iY-tansucrr~~~~,~ patches are potent opioid analgesics that should onlybc ,;bed by opic7icl tolerant patients who are already taking other narcotic analgesycs, arid v-ho have chronic pain that is roi well controlled with shorter-acting analgesics ." FDA Alert for Hea(t}-icare Pj-otession« .is, July 2005. 

What seems to be recently recc)-niiccl by the innovator i ; i~'~at the adhesive matrix dosage form (currently marketed III F<<ropc: ; may represent an advance in technology, being inferred to be superior to the ;ir re>ervoir techcj«Icj;jy . .Sc>e Csayatri Sath\an, Cindy Guo, et al ., Evaluation of the 13ir>cqtrr:V~~tlerice of Two Ty-crlt .qclerrilalS_Y .,t,ems Following Single and Repeat Appliecrtions, Current Medical Research and apiIIi0n , . z 1(7 2}:1961-1968 (2005) . While the in rlnVatc>r a~~p<~al:s to have ~Ievelc~pet1 a matrix and has reported bioequivalence to its reservoir fornuila,' :on, they also report that the matrix system may have advantages such as consistent ~~I±vec-y, smaller and thinner, more flexible, and lays flatter to the skin, Id. The innovator's niatrix form1ilar_ion Shares niGny o1' the same attributes as Mylan's FDA appro~~ca ~cr~eric fentar?v1 t~-ml -,f~r~~aE sy~Sf~r;~' . 

Irrespective of the rlesigr~ of thc fentanyl patch, however. ~fie pitch must continuously "stick" to the s'kin in order to work as de.siarred, See Amir rvlehdizadeh and Tayabe Toliate, et al ., Design and In Vitro Evaluation o/ New Drriti-hi ,Adhesive Formulations of Fentanyl ?'rcrnsc.lerjrrctl Pct;che.s, Acta Phzirni . 54 :301-3 a 7 (2004) . The drug from the fentanyl patch is r-CIeasCcs to the Upper lay-t- of the skin, known as the stratum corneum, controlling the rare ajsd amolint of the ctru- WhicIj \vill be delivered into the bloodstream . Because the stra'LL1m corneiim is 'the. ma jor b,It-rier the skin that 

'` However, one of the key difference, hctviecn rhc inr50vator'> m:~trir I'MrrDu!atiur ; cind 11-T i y an's formulation is that the acrylic adhesi'VC u ;cA h; III~ nuluvalor contain, si~,r~ificantit- grr-, c- , ua an-tount of drug in the patch, which makes it more su:scepuh},2 io otlier potenli ±I ta ;i :~tE i~sucs . l)ti ;u ,csicU DTra 25ISOI75/100 Transdermal Patch L~thc i i n r ( ~ , - ns0 
Qt~z~fitalivc~ and (~tiartita~Je-t C'nrnqro .itii,n") ._ :`Each Durogesic DTrans 2S/SOI75I100 })atcl)c i)iitain,~#entanyl 4 .?/5 . 111? .0/iti .8m~_ " 1jironti.ast > Mylan's fentanyl patch contains 2.55I5J 0/7,b~/10?Oi,ilo of t~Mtanyl, rcspecti~-ciy . 



controls the rate and amotifit of dru,= :_~~;[iverecl, the str~~ctur,il inre<ii. ~ of the stratum corneurn must be maintained . .ScE: Hcingbo Zhal and Howard Nlaibzici-_, Occlusion v.s . Skin Barrier Function, Skin ~:usear; :l-i and ~~ecllnolo~,d -,d- 8 :J1-6 (2002 y j . .` I'r~~nsdernial absorption occurs through a slow process of ciijtG~sioll driven by the -radient nPiween [lie high concentration in the delivery system ;,nd the zero concentration pre4ailintp in the skin'' . Stanley Scheindein, Traftsdermcrl Do«g Der'ivey.v : Past . Pj°est~rtt, l'uicrr-e, Reflections, Molecular Interventions, Science in the C:Liluire CnntL~xi, 4(6);3G8-?, i? (2004)`i . 

A review of various postings on .he internet (message boards) indicates that patients also realize the importance of adhesion and because there is no FDA approved device, patients are tacklin Q the adhesion JSSLIe on their c>xn. .See ffealtdrl3ourds.Com Message Boards on Health Relatecl Topics (visited March 9, 200o) . httt2://www .healthboai'Ci5 ~; U~r}Ir~t~arti / ho t:ii . ~t1~>:'i-5{ ' :~ ; -~ __-- ~~~__ see also eHealth Forum, How to Keel) I}rrrcz,~e. ;ic Patclte.s,lttachc-d and 1-~ifteJfj-c~o cc~' 1 f (visited March 9, 2006), I~.??, , 1 . ~ 1,~, . . Patients have tried everything from "athletic tape" to :`~~.ater~i~c~f bElr~ci aids ill an attesnPt to make sure that the fentanyl patch continUes to sfic)c to rhe sk-iri . Id. Some p<<tieizt5 have even tried using tape to remove the hairs and of! frorll the application site in an c;t:fort to make the patch stick, which is clearly in cont-adJction to the approved !abefin~~ . :;r~~~ 1~isYC~ e ° g stc Patches Don't Stick (visited Nlarch 9, _%006 ), ` 
httpJ/www.usenei .Clerkec;.e~ t~l~~l,<O~itj ~~{?7-11/msgO2176 htm~ . -in theory, pation1s' actions may be Jt»tlried ; however, the use of an untested combination o{ a device With J patch poses potential risks s«c17 as the potential ' for irritation of the skin: The inzlocat osec,lis to have reco-onized adhesion as a problem and therefore, has facilitawd the ,ivaila,ility of a PLoclusive overlay, for patients to use to correct adhesion4 . 

Occlusion, however, which ttipical(y refers to "skin covered direct,',, orindirectly by impermeable films or si.ibstances siich as diapers, tape . . ." is sornetrmes also used to enhance the delivery Of dYLQa into the bloodstream . Because ot'thc: permeation limitation provided by the stratum comeui7i. occlusion is widely utilized to enhance the penetration of applied drugs. See Zhai and Maibac:h, OcLlr.tsioat ~~s . Skin, Barrier Fiajtetion . "The effects of occlusion on skin are coinE7iey., and may produce profcAind chanUes including altering epidermal lipids, DNA SynThesls, epidernial tLiraover-, pH, epidermal morphology, sweat glands . . ." Id . 
As evidenced by the Febrmiry f?, ?004 recall', chic to its construction, a reservoir system may be subject to leakaue either from the inherent relative fra~;ilit~: of the design or from manufacturing defect . 3anssen llharmaccutica Pi°odLicts, L.I'., t!,-,gent Class 1 

3 Indicating that sink conditions exist within thc ~kia . 
' Patients can call the tall-free nuinner :clenti(iec; ori tl)c innorator's ~~i : : - ,~ . . . , . . 1 ~~~,. .~ i~~,~~i . <~iid speak to a custoiner representative who after discussw`r the diFfer;:rit de\ ices used by th ;: ,atiLnt ~~ i i -~ E ! 5~nc1 kiirectly to the patient a supply of Biaclusive'overla'_ys . Sc e h'ectlrhf3~ ~ci~-ds. Cn ;rr, 
htLD://WWW.hellthbOc11'CIS COIIl/hc> Li'd';/ti~1U1f 1CCai .';[1 L }(1)~(_ �" _ . ---- . , __ ~-~-_ ~ ~`~+~~>->, ,ee ct~,o cHeulth Forum, hitp://www.eYieaIthForurn.cc~n~ll~calth/t~~~r~~' t, -~Crr7l . 
5 This recall was followed byan crpanded recall tor multi ~ie 101S ~ti h ~ - ; , . , . , . , . , - [ i~l~ ,tit~~ ~it~r,~~c, lo 6e defective due to a seal breach . See Janssen PharnMceutica PrOducc} . I .-P ., Press I2c)ca~~e .~-~ril 5. ?Otl4. Urgent : Expanded Product Recall, httn :ll~~_;_~i1 ' .~c^i~lnc~ _n4~~-s/?(i~)=~c)~F ;~' J?t~ ; J~ ; .s~ ;~7 . 



Drug Recall Notification Patient Lc:r e1, Strl~jert : I)«y-a~tie.sir'J tt:~~atr~~tv~1 trce nsdeYmul system) CH 75 accg/lt, A7Da ' #_>U458 ~i 3_5-0S, Lot Control 1llisfnber f)?27192 (expiration October 2005) ("A potential seal breach on one. Cd`e nlay a11oNN dl-uz-~ to leak from the patch .") . The application and use of ..in overlay on a reser~~oir st~stetl, IIay magnify the possibility of fentanyl Ieal.abe . For e,~ainple, the piacelnent of ~in merlay over the reservoir may cause a stress in the w;.ii of the reservoir. t�us 1-e5iil~~j;g ;n fejitariy1 leaking from the patch . The spread of fentan~-~ ~7~I ~ } ~ .,_ trom a re;ervoir increases the effective skin surface area for absorption, which potentially could result in an increase in fentanyl absorbed into a patient's ;ysternic clr~culation . The DUraresic Labe6i~~,,- clearly states that : "[if the Duragesic systcn7 iS cut Or ddi7jaged, controlled drug deliverl, cvill not be possible, which can lead ~o the rapic: ielease and absorption c>i a~~c>pttsti~.ll fentanyl." Duragesic Labeling I Y fatal dose of b ("Safety and Hanclfing .
.) . 

With a potent narcotic such as feritanyl, any chan`:e in ahsorplit,zp of fentanyl may result in adverse consequences . A puiient ~Oho seennti to, he tolerant or; a fentanyl patch (with poor adhesion) may suddenly not he tolerant because of the usc of an overlay on a subsequent fentanyl patch . The ch.<<1ccs of a patient receicin- v-ariahle «mouilts of fentanyl from patch to patch, when insernnittently e>>in~ the ~;~irne o~~ different overlays, are significantly high beCaiILe transLlerrnai fc~ntan)! is c»)1 y prescribecs ler chronic pain and a patient will most likely use nwliiple patches tnrou-110W the cod.ar-sc of therapy . This uncontrollable cycle of different alr]Ot,ntw of a}}1«i ption of t-erltan y1 froyn patch to patch due to the use of an overlay rnay ur~ju ",tifiahly increase patiet.r risk-, 

Accordingly, AIylan requests that applicants and holders of approved applications for fentanyl ta°ansdernia1 systems conduct a study to determine the effect of overlays with their respective patches. Furthermore, Mylart recommends that the approved labeling should include appropriate information on the type of overlay(s) which may be used with the. respective fentanyl patch . 

Without any studies to sUpport r1-1e safe use Of z2 sf)ec;itic overkiy, patients using an untested overlay with tranydernial fer:t<Mvl pj~oduct m«y he niore prono ° to risks associated with variable performance of fentanyl trans:jcrrnal systeni patches. A product like transdermal fentanyl already requires close monitoring Ofthe <jinaiinc ofthe drug delivered as well as strict adherence to f'rte specific directions GoW use . f"'ti requiring applicants and holders of approved app=~cat:ons to conduct a stEidti- to support the use of an overlay with their respective tentanyE transderr-nai systen7, FDA ivili oe assured not only that an overlay poses nosafety 01 t-ificacy iasLICS, but adso chat patients have a n approved overlay which the.y can safely use. 

ENVIRONMENTAL II~LPACT 

The action requested is subject to a ratc,.,oric,il exentptic»2 fronn environmental assessment under 21 C.F.R. §§ 255~ -22 an<i 25 .3 !, 



:ECONOMIC IMPACT 

Purstiant to 21 C.F.R . § 10.30(b), M -f I wi1I provide data concerning the economic impact of the relief requested should such information be requested by FDA. 

CERTIFICATION 

The undersi-ned certifies, that, to th(° best kno~vledge and belief of the undersigned, this petition includes all information and views on which the petition relies, and it includes representative data and aaiforination known to the petitioner, which are unfavorable to the petitioner . 


