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The A~davit of ~,qw~r~t ~a,Maibach. M.D . 
In SuppOrt of Citizsn Pelmon, Opcket 2004P-0448 

Tbas a;ffidavit xs made on my own perroaa] ~.ow~e~ige aad ba~.e~ I a~u over tho 
age of 18 yeaxs, ar~d otk~ecwise sxt jur~s. I test~r as to the follow-in~ matters based vpon 
~my awn personal knowledge: 

~s,du~cadonal Haek~g~ -- I eaxr~cd my underg~caduate an~d x~,edical degreea firom Tu]aae 
Univeisity. I conap~eted a zesidmcy az~d fellowahip at the Haspdta'~ Q~'tho Urdvcrsity of 
~'e~t~taylvania. 1'o~t ~t~tduate p4s~bloz~e iuotclude Aesisteat Instractar at The IJniversity of 
Pe~unaylva~niia School o~ Medicine, lectUrer at the Crraduate 5chool of PKedicine, 
University o~' Pe~mnsyavania ; 'Wirhin t~e UnivGZSity of California, Sehao~ af Mec~ciu~e 
pos~t~o~ head have becn: Assistaat Profeseor o~' De~matolo$y, Assoc~ate Pra~essar of 
Dermatology, Roso~uccb~ Associate, Ceace~ Reaearah inatiAtu, Prflfesaor of Detrnatology, 
Vice Chsi~eraon of Ue~nasto~ogy, Cbief of Occupational Dcmiafiology Cliaic . X am 
pnsentiy a ProFessor of the Deparpnae~nt o~~ennatology at The Uaivciaity of Califomia . 

I am t~e authox o~azt~c~es an.d t~xtbooks, includi~g T~ical Certicosternids . 

3~etai~s concemtag my educ$ticmal auad gro~essiamal background arc ln the c~urriculum 
vitae and bibliog:aphy (Attaoku,~emt 1) . 



Mar 01 07 12 ;40p Nill DeRnaceutica~s 4078499213 p,2 

7m ~ig~t o~my cxpez~te~ce it~ t~e field d~ d~extuatology and my e~cper~se wi,t~ 
tapical carticoeteroids, I hava heen asked by Mr. re~y R,otb~, ~~csident of Hill 
Dcrnnaceuticats, Inc., to comment on bioequivalemce and sa~'ety issues &~x yowr 
cvnsudezativz~, ~attaiu,iz~8 to ~o~s~'blo gcnaric versivns ofDermm.Sm~thPJ~'S~Scal,p Oil, 
ap~roved by the Food and Drug A,dministratioz~ "FD,A,~' fnr wide,gmmead scalfl ~asis izz 
adutts aud Derma,Smuathe~S~ Bor~ Q~1 w~ich is FDA-approvr.d for wides 
-- 90% involvemeni) ~~vic darmatft~s/eriema in c ildr 

~ (SO% 

adults . ~!~ X~'s ofa~rs alder ~ad 

p~rme~.3t~ooebevl~~1 aas~p oil 

~ . Derna~a-Smoorha/FSc$~ Es thc orily corticaeteroid in an adI deliYery ay9texn, Tu 
car4costam~d pxodact,g and ottxr topical products, vehicks ~lay a vital rcr~e an 
1~ow tb~e pxoducts xeact oz~ and in the sia~, as to c]n,ical P~~Y~ P~u~eous absorptian, and tol,aranco. Evem s~ght modificat~ons of the axcipieats 9a tk~e 
formnladoz~ may mave a coriicoid from waak to highl~r poteat: 

T~bio'' BelarrY~~hasprne v~larst~ 
Corticosteroid Class Potxr~, ~zgdan~uane 

Clas~ 2 k~oterrt 0,1°/a Be4aovate 
Ctess 3 ~pc,t xnid-stz+angtb 0.1 yo B~pc 

Va~isone 0.1°~., 0 
Class 5 T..owe~rmi,d-stYength 0.1°~ Retatrex 

VaJ,i,so~,te C,I. 
Ciaas 6 ,Mild 0, ~ °rb ~a),i,ao~e 0,19~o G 

2. 1~ost topical cozticosteroida that the office of Geam~ic Urugs revicws hav~r beaa 
approved ~for the genGral indication of corticasteroid raspor~.riv~e dermato~es. The 
bioequivateace of these pmducts art based upo~ a aurltOgste up~az~ac,r, skin 
blanchimg (vasocvnstz~ctor study), which is perforrned on no~cnal skin, usuaily the 
~orearm. 

~ . btr~rs~S'~rraothal,FS~ Scal~ Oll was ap~oved ~'ax sca1R�~sariasis: w.~th the use of 
,~cclusi wit ~shn

~_

w,~r cav, Refereace is msde to thes le~nental supp 8pplicarion 
S-010 La ZVD,A 19-452 ;fox the indzca~iozx of scal~ psox~ias~~, a~roval datc Feb 16, 
~995 (Attachmeat A~ and 5-0161NDA 19-452 for indication speciSc labaling, 
ap~vai date Nov 17, 2U05 (Atracbm~nt B~ 't`~ae scalp differs sigaaiffcantly ~om 
th~ fare~cAa, back or otk~ex 6ody pazts ; t~e sca~,p is ;fac ~oaoxa vaacu(ax azxd dtsea~s 
do uat ~roeent themselves tha same way en thc acai~ aa elsewhac. To rtiy 
knowiodge, vasoconatrictar assays hava not been conducted on the scalp. 
N~ozeover, pote~nt~al safety issues c~ot be validated by vasoconstrictor studies . 

~Jacob SE, Sttek T. Cocticost+emid cia~6e~: A qvicl~ referenee ~uide inc}udfing ~str,~ tett subst~ace~ aqd 
~~cd~try . ~. Am wcaa t~eot aaos;sa:723a. 

L_J 
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This is a vi~bl issue that ~.hou~d be addreased by the Agency. When the blood 
level system is not a~plicabIe, the clin.~aal end point becomGS th~e 1rue markar of 
bi~ec~uivalence . 

~4. The formula fnr the Derma-SrnoothelFS~ ia precise. Eva~ a slight vari~tio~o; in 
the formula.tiion, despite meeting gene~cic mgnlamry xequinrm,ents, ~Co+do o~' 
Fcderal R~gulat3ons, Titlo 21, Section 314.94 (9) (v)] may create highly, clitucatly 
z+e~evamt sa~ety i,ssues (coz~tact u:tica~a sy~,drou~o), especxa~,y when usod. wxth 
oealusion. Variancas in tha vehicl~e's eompositinn, if more oeehisi.ve, eauld 
produce ~a~cu~itis. '~'hexe~'ore, ttu s~omso~c .£rsr a ge~ezi~c equivalet~t s~outd 
pxovide decu~ane~tation that the gez~e~ic product is ztot az~ly ̀ ~ot infarepr' but also 
`equal to' i~a efficacy and saf~ry to the bXaud name drug th~cougi~ weli-c~txol~ed 
olinical trials . 

The proprietazy formuletion of Deamn-Smoothe~IFS contain~ a spc~ifi~ qraality o~ a 
specifcc rur~~ct~ut (det~cg~a,t), 8ecause thia surfacta+~t can significuatly affect the 
9tabx`~ty p~t}~e A~tl~~e iT~gediCpt fluociuo~~lpne aceto~uide, vCxy tight coT~txo~s amd, 
testing m~uiramems are conducted on each manufactured batch of the ~rushcd 
product to e~suze tlaat the stabi~ity of ~luoc~imolona acotomide i,s maintaiuacd 
throug~tout tk~e product's ahelf Iift. 

~iobo that t~G ~aIYhGB~ ~S~SY ttst for fluoc' o~lc g~ q,~da in L ~rished 
~~rnciuu~csst is a p~oarictanr met2uxi d~velo~xd by ~i21 . The pro~rietary metbod was 
devoloped bacause the A.~emcy (beimatology Division} did not accept the validity 
of the {U5P} campee~dial metb~od Qzi~iaally appiied to test t6da praduct. 

~~ . Derma-Smo~thelFS~ was approvai tor the indication qf seal~ psociasis ~ased 
oa we11-coatrallcd ph~ 3 clit~cal studies that imvolved txeatmcnt of th~ w~olc 
scalp an~ occlusi,oz~ witb, a show+er ca~r for a tni,~aiu'~tmn of 4 houra . 'This uaique 
apprqval included the ~11g S)TOd11Ct DAC~~ Agg!!n],~IL' ~~~,inctuded tha shower 
~. rS-O10 m ~TDA,19-4SZ foz t~,e ~dicatio~, of scalp psor~asia, ap~va! date 
Feb t6 . 1995 (,A,ttaehme~t A), aad S-0161ND.A 19,452 for indi~ation spe~ific 
l~beling, (aPProv~ datc Nov 17, 2003 Attacb~axent H)~ 'T'b:exa ~s ~no oihe~c topical 
cor4.cosceroxd ~roduct that ia marketed w~it'h a shower c~p, as part of the ~acka~ged 
~nishcd produ,ct. 

Des~r~,4maod~/FS~ (Sody Di/j 

6~ . .~pernta-,Smoothel,F$t~ (Body (7in fluociaolone acetonide, 0.01 % is approved for 
ch~t.dte~ end ac3ults for the apecific indicatioa widespread aroptc dermatiti,s/ec,tema 
> SD~rS - 903~ body 1m+oh+~e~r+enl. C~iaodcel Gria~s (~'b~ase 4 sa~aty stu~duns) ~ assess t~,e 
~otenti~l of DcrmarSmoothelFS to suppsess ihe ~Iypott~aaaauakituitary-,A,ci~al 
(HPA) axis in padiatric ~aaanrs witt~ severe to moder~ate atopic dermatltis, (sNDA 

u 
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017, appzaval date Oct 10, 2A01, Attacluonaat C) documcut tb,at pe~ncn~-SmoothelFS 
Body Oii appeexs, as ~aomc o~ tb.e patle~att ta the stndy ea~p~e~aced adre~al 
sup~reaaion. This ~avvxable ~oatuz~e o~'tha dxug is am~i,btited to thc velv~c~e a~d 
formuIation, so that xu.aximum bemef t xs deri,ved, sucb~ as tbe abi,ixty a~ tbas ve~cle 
to cover a largeK aurface ~ witk~ a ~esser anowunt o£ dxu$, xts abi~ity to b,ydzate an~d 
enharice penettati.on of thc acti,ve eoaapomemt, ~d the atabili'ry v~tha malxula ia 
tlae vehicle, aQO,ong dthcrs~~ 

The safety data was prcscrncd t~ t1~o FDA'a Pc3iatxic Advi.sozy Coztuaittee,3" 
showing tk~at Aet~ua-SmodthelFS~ Body Oi~ is tha anly to~ricat corticostemid 
procluct to prove systcmic safcty, darnonstrating tb~at the aclr~a,al ~luact~on is z~t 
cotap~romised when treatiug >50% - 90% of the body im c~Zild~en as young as 2 
yea~rs, with rn,ode~ate to severe atopic decqnatitis. To my kso~vledge, Derma-
Srxentl~dFS+~ (~i3odyr Oi~ is tlie ooly ~`aade,~n" eorticoid praduct ta be provea~ 
~Yee oi ~drenal enppresalon whem tre.~t~ag ~ucb~ lsrge surfsce sra~s. 

8. z ~a~e v~ ~Fo~ea bx x~u c~t addiaonal adrenal sugpzessxan studies an~ 
pet~aus as ytiang aa 3 moaths of age laavo bcen co~ducted by tb~e S~oasot (~a~ 
Ap~i~ 2005 to Nov 200~ and 9ubmittai to the Agt~cy. (Supple~nental Application 
filed February 12, 200'7) . Xt is uay ~uTt~c undecraatandi~g tbat n~o adrcnal su~~rressioe 
appearcd ua that patient populanon etther. 

Thus, the pez~auta~eous pa~etraticm available fium Hitl's FDA approv~d product 
~ts fmr~ ti~o ameuat of corticoid delivered to the skin aad celates nat onay w t~ae 
propriet~ry oil's c~aracttris~.cs but to tk~c pxopriataury detrrgent. 

9 . As stated eazlior, ove~a a aUigt~t modi&cation of the e~cci,pi~nts in the famulation may 
z~aove a corticosteroid from weak to high~y poter~t. This should be cons~derad whcn 
raviawing a ge~e~ie vccsiaz~. af We bzgoad ;a~anc drug, D~errRa-Smootl~e/FS'~1 Body 
Oit, as ev~n a 81ig~at varianca in the vahiele's conxpoaition m~ay s~g~tiScant~y s~'ect 
tbe actio~a o~the cazticaid im the body, and resalt in adt+ca~l su~z~,seion iuo pstien.ts. 
(Tabk; Topicux Cardcoatex+oids~ ~;efoxe, the spa~.sor for a gmaric equivalcnt 
should pzavide ~roof th~t ihe grneric product is not omly ̀ aot tnJ'erior' but also 
`equal to' ua ef~ca~y aa~d sa5ety to the brand n~me dru,g througta well-contz^o]led 
cliuical4riate . 

Refitted Pe~~ntrt Ofl 

=Br~siM, 9; PitrQindli, N, Mavr~ aod F,aesbltd+ed'~'opieal Coniooae~oid~ in DermeROlogy, Nn 7 Cltn l)atnwtol 
2002;?' {L) :4T~S8 
3 Pedutric Adrniaory Subco~nmittee of dic Arfri-TnfecLiva brng~ Advisory Cocor~n~i~tee ~eeting o;ra Octobe~ 
29, 2CI03 ia Gatt2~ersb~ag, ~axyland a~td the Mareh 7oiut Sasaioa ,vith tba Non Pre~#oA sm~d lDermetolic 
AaugF ~Advisory Comenitsee 
4N~s.ch 24, 2005 Joint pe~natotogic dc Ophdtalmic 11eug ~ad Tion-Praaniption Drua,A,dvisory Co:~uoittee 

MICCtflag 
s Ma~i~aach e4 'Top~tcat Cecticosteroids. 
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10 . Note that the Agazacy's De~noo,atoaogic Divisian has coatinualty cx~rass~d ta Hil~ 
Deznaaceuticals (Attaahrnent D) conccrn ovcx peanut altargy si.uce this pxoduct 
comtai~ss peanut oil. Two studies ~vere conducted and sub~oaittted to the Ageaacy 
for Deima-Seaaotlx~lF3~ in lpnown peannt-se,us~t~ve indivnduals, uaiaag pniok and 
patch bests . Results of both studi,ea BbtOW~ no reactian~ to prick vr patch tea~g 
(pcaaut altergy studies) . [Re~oxts ~~ed witb FDA o~ May Z~., ~ 999, February, 
Z999 aind March,1999) . A~y p~roposcd g~aeric product should demonsttate for 
their 5amulat~ou the absqnce of peanut raactio~n im peanut-sensitive ~~tiez~ts. 

I ~l . It is aiso i~panant to oons~dcr the c~ua~ity of the ingredicn;ts iun Lb;e vehicle, i.e~g 
~11 ~ppri~ r~fined ~ea~,ut oi1 . As pTeviously scated, the $ource, refi~g 
procxss, aiad evaa the qua]icy coatral of peaaut oil ca~not be assumed te ba eacact 
frc~ ane ~na~nu~actuxcr to ihe next. ~'h.a qua~tatzve eyalaation of this i,~otgrodaez~t 
rnust be the same as the xe~ezemce praduct 

12. 1n (Jtme 1999) ~ imp~axu.ented en ana~yei~cal Leat, S-ELISA, for z~e~vd pea~ut 
oil, bo raify that ~ p~otei~ is deteeted at 2.S ppm (pa~ts per million) Icve~ . 
S~owave~r, the titezat~cra and oxp~rts suggest tha im~ortaaco of testiz~g to evcn lowcr 
~evels. A.l~,t~aug~ ~ot part o~' an official com~entdium ~or .x+tfined peauut oil testia~g, 
xm 2007, kTall will imnlemcc~t a newe~r mor~ ~ttnai ' ~ alvtical tr�4t far p~ 
nratain c~~tent ciete~tian to as low as 1 nart ~il~~o~n Gmic~~ n~~, 
'Ihas vadxdsted met~od of testing and P~P~~~Y p~Pacat~ozt wi~ be ti~e stand8td 
tr~tirYg ai ~Ti]1 as of (Maz~~ 200~ cn every ba~c6 of ze.fS~od peanat oil and wil] be 
so sta~ted i~ its ~abalia~. Thi~ is a propzietary topbu~otogy. 

13 . The s~axce af th~iss kuigkx~y refiacd pesnut oi~ is pzoprictary and nat c~eleaserl ~'or 
other manufuctwrers' use, ~ To the best of my knowled~e, thas ittfvnuation is 
gropcxeh~y batwern Hill and the Agczacy's Division of Dentat ~d Qpht~alZnic 
Drugs. 

In c~causio~, fo~ tb,esc zeason~, a generic praduct ahould hava exackty tbue s~ne 
qualntative a~nd qna~ntitative formulation asDerma-SmoothelFSt~ becaus~e tba.s ~I~A-
a~roved farlau]a b,as bee~n d.e~noz~stratcd thraugh adequ~te a~zd well-canRrolted clinical 
studi~s aot to cause adrmal ac~ppxession or i~~aoaunologic contact wticaria, w1ae~ xised 
ovcr as much as 90yo body suz~'ace az~ea in podiatrio patients 3 znontbs aQd otder. 
~'otezttial es~ety ~ssues ciun~ot bo validnted by vasoconstrictox ate~dxcs . This is A vital issne 
that should be addcessed by the Age~tcy . 

I~ chere are say c~uest~a~;s, ~ �rpuld bo pacasod W nttem~t to answer t&eim . 

L_J 
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I DECLAREuwder Qenalty of Qezjury t~at ihe foregoin,g is tive a~nd correct. 
Exeauted on this ~$1 day of Msnch, 2007. 

~ ~~ ~.~..J ~..~, 
~o~vara I~s N7t~cb~, rt.n. 

6 
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Affidavit Reference 2 : Reference of Footnote 1 of Maibach Affidavit: 
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