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Dear Sir or Madam: _ . 

On July 16, 2003, we submitted the above-ref~req~~ed petition on __.e.. I” “_,,S _.a 9.7” 
behalf of ICN Pharmaceuticals, Inc., and Ribapharm Inc. (“ICN/Ribapharm”) 
ch$len~ging the proposed4marketing bfgeneric “versions o~f,Re~b,etol~. (ribavirin, 
USP) that lack approval or labeling for use with PEG-Intron@ (peginterferon 1.11_,.1-. .x Mb,,, <-*,* #,_(, 
alfa-2b) (the “Petition”). On July 29, 2003, we submitted,, supplemental 
information in s.upport of.o,ur petition (the “Supplement”). 
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ICN/Ribapharm Petition at 10-1.1:. As amatter,of law and”fact, generic 
versions of Rebetol must be approved land labeled’for each use for which they 
are intended, including t&“&e ofRebeto1 in combination with PEG-In&n, 
Otherwise, such products will be misbranded under%&tion 56‘2 ofthe Food,..‘ / .-:i:rl’<, “is:.“:‘.’ ;.,. ,“,,. ;.* ;,’ .r i 
Drug, and Cosmetic Act (the “FDCA’), and unapproved under section 565 of 
the FDCA. 21 USC 352(a) and (f); 21 USC 355(a). 

Geneva and,?[‘hree Rivers/Par, at bottom, have only one response PII *, 0 -./‘*l* ,,7 .i+-i,s*,;.. i.sle._ I; ~ .Xn ) _/ I( , 
to the Petition.. As captured by Geneva, they argue that the “proposed ,_.. e, e 
labeling makes no mention whatsoever of PEG-Intro@. Thus, Geneva’s product is czearzy- ,,t*,;L‘te;t~~~~~~‘~~~~~~~if;, .pg(qJ&iw~k~~~y “.;;kneira Co--merits 

(July 30, 2003) at 6 (emphasis added); accord Three &x$P,ar ~Cc$$$n$ 
(July 25, 2003) at 3. That is, by sanitizing their own labeling, they avoid . ’ 
having to seek approval for the use. of generic Rebetol with PEGYIntron. 

Their argument, in the purest sense, is too clever by half. 
Rebetol is not a stand-cl-alone product;’ rather; it is one-half pf an approved 
combination product. As such, the-intended use of Rebetol is defin.ed not only 
by the labeling for Rebetol, but also by the labeling of the companion product, 
PEG-Intron. By carving out from their. labeling all references to PEG:Intron, 
the generics have. not changed the intended use,of their products. Instead, \.J,. ,..*/.* 
they have rendered their products unlawful as a matter of basic food and -.a i 1.1, i.>ILI iA *,i- _,*~ _ .,Q;. ,;: k,,::: .,, __ _ _ _, 
drug law. 

I:) d,,’ _” 

The “intended use” of a- drug product is deened by labeling 
claims and by the circumstances surr2-undi:ng the distribution of the product. 
See 21 CFR ZOl..lZS. Where a person knows that his product is being offered . ,, J* (,( ,/ 
for a use for which the product lacks adequate labeling, he is required as a 
matter of law to label his product for that use. Id. Thatis, . 

if a manufactu,rer knows or has knowledge of facts I I‘ *,> ^I ,i.?>iid.s. ,) 
that would give him notice, that a drug introduced 
into interstate commerce by him is to be use-d for ,A_,. II %. ./TN , a~‘” r.j,q.,:>: 
conditions, purposes, or uses other%an the ones 
for which he, offers it, he is required to provide 
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adequate labeling for such a drug which accords 
with such other uses to which the artic le is  to be , *;., - )“(-xI I ‘.(A .;l;i* ,4,,‘,&> (*,“.~‘,, _%, , ‘-__ rL \ : 
put. 

Id. 

Here, the labeling of PEG- Intron establishes beyond any doubt 

for PEG- I&on contains more than one hundred references $the use c f a . : : *_ >_’ .“,‘ “{ ” , I __ PEG- Intron with Ir~~a,i~~.:~~~~~~~~~~~~~~~~~~~~~~. ~qqg$b&&%-ge insert also 

inc ludes  more than- thirty  ieferences to the”~combin$%&?’ use ‘of~,P~BG-Sntron 
with “r ibav ir in” and “Rebetol.” Id. Even the ,blac k  box,,$,arni,ng at the.“‘.. -’ , 
beginning of the labeling s tates : “u<6~%ith r$a&&x” zd. at 1 (emphasis  (,, 
in original). I 

Added to this  is  the fac t that PEG- Intron is  dis tributed with -., ,c  .y  “.,:$.h’$“,-. y ” ,” -4 ,.~ G a+,r, : _” “,* d; _I( 4, , 
mandatory patient labeling, in the form ~f,~s Medication G uide that contains 
more than fifty  references to “r ibav i.rjn, ” 

1-1 c s  “r\w* i~~“,~w~,,-+~L.x &.,% ‘<“.. _ ~ -‘,& 
“Rebetol,” and the cornbirmti$$. use 

of PEG- Intron with” Rebetol, (r ibav ir in). Sek’I(?N&$apharm Petition, Tab 6 
(PEG- Intron MedG uide). And, as shown in. the Petition, the package insert 
and Medication G uide for ‘PEG- Intrdn repeatedly  direc t the reader to the * 1 _ / I ._.> ,?, -,ex; ,&;:;,,A; :,, _ I 1. 
companion package in~~~t’~~~~~edlcatlon G uide for Rebetol. See, e.g., id. at I_ -.. l.alm ,1,-* I ,.a,,,;# j.blkL.-,,. __, 
1 (“If you are tak ing PEG- Intron/@EBETOL cor&g6t&% ihera*pj;, “I LiLe b,-‘r “‘“- ,.? ,_,. ;: )L * ‘ic ”i,$. i.. *rr )  
also read, the Medication G uide-~~~-~~~~~~~~,“Bii;gG lr ln, USP) 

~ 
Capsules ,,) ‘i~~~~~~~~~~~~~~~~~~, ‘Jy&~;r~;~)~.the t+$c.&/&/s are : 

inex tricably  knotted together through labeling, through regulatory approval 
and, to date, through joint marketing by a s ingle sponsor. 

G eneva and Three Rivers/Par,appear not to grasp the fac t that 
they  are seeking to market a generic  vers ion of,a product that is  approved 
only  for use as part of a combip@&n product. G eneva, ~for example, believes 
that ICNRibapharm is  arguing “that Rebetols is  intend$;for,use with PEG- , 
Intro+ because RebetoZ@s labeling repeatedly  refers to PEG- Int&n”:~ .-. .” 
G eneva Comments (July  $0, 2003) &t 6 (emphasis  in original). They have it II L .( ,( ._” ‘, 
completely  wrong. It is  the repeated references to Rebetol in the labeling of 
PEG-In&on that ,is  the focus of ICN/Ribapharm’s  Petition. ‘4 e -“?,ira,- .,A~. __ _^. “. :) /I. Lz,d,*“.; *,,: l,_l, ,,j_” _ (‘ (/ I( .’ 1 
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Geneva ,even argues that itsgeneric Rebetol product and %EG- 
Intron would not be considered a “combination product” under 21 CFR,,32, ‘-*N<*& 3 4:~ “” / “$,&8 i~~~.‘p; “,1 -,~7% hi . i ,I _, “$.~. ___ 
because’“Gen~~~~~~~~~~~~‘$ not labeled for use wrth PEG-Intro@ . . . .” “““\1 ..,I, p ,A& pa, &:;.&,& _,. “r ‘!,L; I‘ y ,; ,_, &. ;i ; : ‘<” , L ,A* j 
Geneva Comments (July 30, 2003) at’?:’ Again, Geneva fIarls to grasp the 

) ( 
.^/ _i* _, 

significance of the PEG-Intron labeling and approval. 1 -’ s,: ++-ri2 id,2 &a$+~m$aa,,b, ~ So, long as PEG-Tntron rl .-s, \. /** *a..,., ., ‘i , _” ” 
is specifically labeled and approved for use wrth~,Rebetol, equal weight must 
be given to the labeling of PEG-Intron.. The __ labeling of P%&Intron &+jy 
establishes that PEG-Intron and Rebetol is-a combination product ~i$bj~g,.$,& meaning if 21,‘~~~~i~~~~,~~~~~~~~~~~~~~~~~~~~~~~~’i~~r~ii ;~id7&$DcA~ .~“~ vet j 

353(g)(l) (establishing standards fo,‘products tha$,&nstitute a <omb@~ation _,., %icx x; .“( >. 
” ’ ’ of a drug, device, or biological product). Try as they might, the generics 

simply cannot avoid the text of the labeling of PEG-Intro’& ,c ...+- “d*“‘.+r, ‘,“,,X’#,i I.,* .** _ ~_ _ __ 

Finally, this is not a case in which FDA must speculate about (_ ._“--_,*Y, >_ ,, ___,,, “Airr, L-r. -8%; h:“,, ~~:“~?~~i~;~ya *3: *~ _^ ,, i ‘ 
hypothetical or foreseeable uses; nor is it a case in whrch there is an’ absence .- ” a j ,. :L ,~.e$i<hfr q.:;p .* “.,,’ v,- ;.’ ,* -VI <*.*,, l;,:“:.*m .+ : ,,< < 

Cf S~~~~~~~u’Ijharrnaceu~ic~~s, Inc. v. Schwetz, of express labeling claims. ..( . . . ,.., . -*v_.,2:‘- ,_ I,_ 
288 F.3d 141 (4th Cir. 2002) and Briqtol-Myers Squibb Co. v. Shalqla, 91 F.3d 
1493 (D.C. Cir. 1996). Here, the intended use @‘the proposed-gene,ric Reb.etol 
products is established-by the labeling of PEG-I&on. Any patient or ’ .’ 
healthcare providery;ho reads-the approved lab.eling of PEG-Won, is~+,&old 7 
clearly and repeatedly - that PEG,:Igtron and.~~.~eto3,,(ribavirin, USP) are i >~>~ll^.~‘;. _ 
intended to be used together. 

‘(, 
,-_,I”* /“> ri,.‘s, ,~ _+. 

On July 29, 2003, we submitted a supplement to the Petition, to , (I _L”̂ -.“d , *rh;iti *I 
include information (as reported to the press) on the licensing agreements 
between the generic applicants,and,the sponsor of PFGzIntro,n, Schering- 
Plough Corporation (“Schering”)‘. The supplement sho?ed $h,at three ‘generic 
applicants (Geneva, Three Rivers, and Teva Pharmaceuticals USA, Inc. ‘- 
(“Teva”)) had entered into, co.ntra%s,vith Schering un’der~l-%h S<he$ng”tiill 
receive a royalty payment for sales,,,o.f gene;‘ic’:~eljetpl;prd;iGc~s~ .In return, 
the generic sponsors receive-d permissiqn to use the, inventions claimed in “’ i ; ” .:;‘. >&,* .“i ,“,” .$:b“ !y’.g>,~.Ia,~ f I . -<- 
Schering’s patents - including patents on the use of ribavirin in combination ., _II ,I.V1, %_l,“.> I ,,_*, . ,_, I ,~^,,#,,><,i .rr,‘~~>c,:i ,_.-.;_ :,,**,$mJe,, X.,%‘. I:: ,: : :, .’ ,: ” ~.. 
with PEG-Won- %, ,_ I (i, j “_ _, _, I 
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The ,agreements leave no doubt that the labeling of PEG-Iptron . . .,,$.::. “y: h! ;““,*‘** ,.>. i, 
bears directly on the intended uses.!f,$he proposed generics. As we suggested 
in our supplement, the generic sponsors will:be~ paying Schering a royalty on 
all sales of generic Rebetol, including payments for the use of generic Rebetol 
in combination with ,PE.G-IntS~~~,~~,,~,~,~~n given the opportunity, neither Geneva nor $-&,yve;s~f-;; “~~~~~d”‘~~~~‘ihe‘.rbj;alty psij;iiierits tinder fhe 

-./c* -a>-’ i “* & s1 -8 :~.~,~,.~?““.,,~..~~~~r.~~~,~ i”: ,‘S”%-u”“-.~~~,~“.~~““~~~~“, ~_ I_ _, .^ , 1 “/__._, _ 
agreements include payments based on the sale of generic Rebetol for use - A_ . .I, _I *u-. ,,.. r’dAvj- 
with PEG-Intron.l/ In fact Three Rivers/Par conceded ‘that its licensing 
agreement with 

_. ..‘ _.. .;y.:. ,: ?b : 1. .a ._ ” ‘~.-*,dP” I “~~~~,,r*y;%~i.~~~~~~~-.~~~~,~~~ ‘a ~&~:*#L&iL&~:x,~L1l a** ” 
Scherlng covers~“tho jso” of ribavirin in combination with /, .” _I_ c*^,t > *j.>~*~“,~*hi,c--” __I ,.i^l*.~;lr~l”i,*,6” *,i 5 ‘:s~,-:.r::~‘,? .._ 

” either interferon or peginterferon.” ‘Three Rivers/Par Comments (Aug. 21, ,,/I_ ,17 .ez,i. ,,’ “i.W ‘\” ..s<*a::~*$ “;: ‘&*,$“,~~; 
2003) at 1 (emphasis added): Thus, while the labeling of the proposed ’ 
generics may purport to carve out use with PEG;$$on,.t,he licensing 
agreements do not. See ,f’p~-J, ~~~~~~~~et~r1t;;“b2sbal. j”l~~~.,“,~G’$~ (July 20, 
1998) ( methyltestosterone product ‘iabeled‘for ,hu~man,use @$nevertheless 
intended for veterinary use based on; sales agreement to distribute the: ” , ,L .__, 
product for use indogs). 

With these agreements, Geneva, Three Rivers/Par, and Teva 
have expressly and knowingly tied their products to the lab&g and 
marketing of PEG-Intron..% Beyond the textual relationship described above, j .I _ I. x_,, ,.a :-;, _* 
the generic sponsors have fully integrated the marketing of their products 
with the marketi.ng of PEG-In&on., In this way, the generic sponsors are 
simply paying Schering to do what the generics tho~mselves:~are ‘prohibited by I .___h_,.,,C ‘ 
law from doing: namely, labeling and marketing their products for use. with 
PEG-Intron. Under these circumstances, and given the undeniable” textualq relationship betwe;n‘;c; ;~~~~~~~~~~~~~:~~~~~~~~~i~~~ Ehe ‘labeling of PEG- 

-, ;* “<, ,XIr ah”: I“ iri> -w Q”,, YZ ,,YP i&T “,*_ . ._;, i^“- 
Intron as directly relevant to the intended uses of the proposed generic -. m‘ *. i-ill)..r _S‘. ‘, .i,;. ” ,,p’“rir .*.a i ,,,,,: , _ : ,,; 
Rebetol products. 

,.., 3 _I 

The only discernible-point raised. by Geneva and Three 
Rivers/Par with respect to the agreements is @at Schering has retained the 
three-year exclusive lab,ehng rights “under the Drug Price Competitioh and 
Patent Term Restoration Act of 1984 (“Hatch-Waxma? &$“> to the j ,i c *- x”r- ,“*I “a, .~L’“4V2 +a :, >e,“\ ; + &; %“” _,-: .& “.fJ ,,: a,;-“~. j 
RebetollPBG-Intron combitiation. &ee Gene%~Comments’ (Aug. 26, 2003) at e’;~& *: <;&: i >&” ,.i:,, T<“‘I s,‘~~~~“~~~~~~~;l”~-.~~ -/(I , &A *_+ ) ,. _ . , 2; Three Rive.~:/~~~‘~;;;~~~~~; gas) ‘a% .r-2l TAat ls, while Geneva 

and Three R&s$%r bargained forthe”rights to Sche,ring’s patents on the ,.‘a -.i,.,:, ,. ‘(. ,/,., 
Rebetol/PI$GIIntron combination.: i^.*^ > DI j ” 1 .-1 <,.a, lli.o$,“~. : /-a * to ensure thatthey would not be liable for * ,.,a_I :* ; ,; ;*: : :” ,~JZ rPr”.i>. i -. ,: _..’ ̂, L /) / ,i A I-. ̂  

\ \ \DC - 90532/0001- 1812665 VT 
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infringement of S&q+~g’s patents - they did not bargain for &&Hatch- 
Waxman e.q$sgjx$y rights. 

Once again, this proves nothing. In fa,ct, with Schering 
marketing PEG-Intron .for use ,” 
need for the labeling rights to 

~~~h7~~~~~~~ll,~,the ‘*, _” ,I generics” have‘ ,&&%$Y no 
t,he cornblnation‘~~~~ut;” All the lab~eling that ,, U”,,. , _ “Trh I.~m-x44,l^rwc .” 1 _ .,(, ., ,,~ ,_,, _ ,, ” 

is needed to promote the use of-generic Rebetol with PEG-‘fnt%t is found in -aI r.z. I ‘“.dll VA ..j ,<mr:;;**,. a,$: .‘. *“>-, -:+-. I’< :a;1 ,, ,! -, 
the labeling of PEG-Infrqn, , ;a 

II. The bab&gx Carve Out Rule Dopes N$&!mp the 
Statutory l?rohibitiqq Against &Iar&$i.~g Mis‘biandkd 
and Unapproved Ney Drugs 

Geneva and Three Rivers/Par argue that FDA has a regulation, I. ,I I\ _’ 1.11111, *a,, A1 :,.a:8 t- C”3i ~~~(irj.~,~!~,~~~~.,~~~~ _.) ,.., ,**.. )” .* A3_, -. 
21 CFR 31494(a)($)(iv), that a)lows for the omzss:o.n from’labeling of ” *- ‘*~~~-*e-“,~ ey%k%~,~~,**~,,T* $,/$s<,.. >**. 
information*, that is protected by patent. 

4 .‘W I .‘~“““~~~~~~1~~~~,~~~ ,~~,~ ‘I,~s,, ” j 
They insist that with, ,a~ sqnple 

“labeling carve out” under ‘21 CFR 314.94(a)@)(iv), they can sever the link ” . I“’ ,~ r: t. IX. 4n. ;w.!.-ii,, ,, *~,“,, ,t*J 4&d”,. () __, * .ir “, ‘, 
between their generic Rebetol products and the &&ling of PEG-I@o+ ,.I. >*.,/ .,e* ,,, 

The regulation, however, does not trump the unqualified. 
statutory prohibitisn against the m.arketing of misbranded and unapproved j ,, I . j. ‘,r pi...<., .“,“Z 
new drugs. 21 USC 331(a) and (d), 502(a) and (f), and 5*05(a); see, e.g., 
Atlantic City Electric co, v Federal Energy Regulatory Commission, 295 F.3d is _I L . ,I**li;.., I ~.q~~~~~-* $a&+&,, 
1, 11 (D. C. Cir. 2092) (statutory rights rnus~‘pr@$ ‘over principles 
mem,oriali~e,d~in.~a~l,regulation);‘Robbins u. &q@~, 41 ‘FZd 1195, 1198 (7th 
Cir. 1994) (regulations ‘&@not trump the plain language of statutes” .and, 
instead, must be read ina day that makes’the regulation compatible with the -- .~ /. “- 
statute). 

Here, the generics,fail*to recognize that the agency’s regulation ‘ liXI.I,,,.i 
is, properly so, permissive and ~~@U.rp~C~+&$.~ry.~ See 21 %FR 3 !11,,?%a>(Niv) 
(stating that the l&bAing of a generic product”n;iay include differences’: 
because an aspect of the labeling is protected by patent). In a case such as 
this, where the. omiission of information renders the product misbranded (- ,h- A, .,‘&w*;w;*$ ?*: :(“;*%*y‘!’ _ ~~:‘:e~~~~~~~~~~,~~~~~ *a& ,A. 
under section 502 of the FDCA there IS no ent~tlement~to iIiseWE%?Ved-out ” . ,,s, .I.” v~*_,j _‘, rf _1 .i,i,l”,&~,,* .;. I_ ,(, *’ _ ._,,./ -, ,, j 6-c li. 7, ,r-:, %* r\.‘iI’$“i* -+. ,A’ ,~, “,“,_ -“” 
labeling. 

:-, ::;“-‘-‘~ ae:‘c.=’ ‘*I 2’ /(%I .r., _1 j ~ ,_,) d” $^, . . ) 

Finally, Geneva argues thatif the mere e@us$nof one ;o ,‘, _) L,I,, i‘;ii:, &ss &” : ‘ 
indication from- a proposed generic product were to.rendG*%g’product 

, 
, :. ,u.,,ri.-, .2 :’ , _(, ,. .jl”‘ . ̂ .,i __ _I I. \ ._., jl) ,,$ 
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misbranded, “a generic manufacturer could never carve out a protected “_I _I,, _.*“/s< “..“-.v”. *.a*.* “A”“.& v> +.~,,,d~~;*, _, ,_., ;i 6 ,.$,< ,,)_, “j .’ _ 
indicatipn, because every n&w in&cation would be grounds . .*- .“I ̂I(._ “.‘ “,.*,_‘ .,,( _.,~,,. for &clu$$t,y and, 
potentially, further patent protection.” -Geneva Comgen$s (July’30, 2003) at ,,i __,, .i” / ,._, -:“h x ., .“i ,,, _ ,, / 
5. This, of course, proves too much. For a single entity drug (h.e., a “’ ’ ‘. _ 1 ., ,-., : * 
monotherapy), in which the generic sponsor con$r&, all of the labeling that *, ‘- ‘)11<. 1WL ,*( I f“’ *:&*-&a,~**& __ -iy ” 
accompanies the product, the deletion of an indication is not l$ely to render 
the product misbrand@. ~,.T~ere,~~~~~~,~~~~~f~~~~~~~~~~~~~’~~~~~~ %& s& a?$ ,_ 
use of the product. However, where two prod’~~~~~areis~~;cifically approved 
for use in combination a labeling ca&e‘out becon+ much more difficult; ,.~” “a**” -zd.,, ..A, ,,,, *” ,,,_ .! ‘ ..j r,~,‘*ir.,i,i-~xt.ii _ ;*,, II ,,_ *..>, ,i,, .,, 
unless the carve out can be a&o&p&hed in,? mutually conforming way - 

1 
-- WS..‘“_ .,a -1 ““” ii* _I L4& 3 .se .,im C&G, Lq,c;7;&~...e” , .,;,,:, il 

affecting the labehng of both products m the cgmbination - it renders at least . . .j “A j/u.+- .* i . i: s < “~ .\ _ _I 
one of the products misbrande&2/ _ 

,,“A, ., -,-, ? _ 6_ ,, j i/; _ i , I , __ ( ,, >_ . ,_ 1 

In short,‘Geneva and Three Rivers/Par insist that after cE@ng,-, ,..~),(. L j” “, *‘,i.a”. ^,+ ,, +“.“,“. .,i-.i”; .;, ,!,, “;,&c‘:,:““‘ >*,r; -.*-t * :- 
out an indication from their labeling, to avoid a patent, the only qiiestlon is c _ *> s ‘,e _ ; :-. b “,u~-~&~r.v~~ 
whether the req,aj,qjgg labeling des&i$e& a’sa& us&. See Three Rivers/Par *..,1.%*q*%: c$kp& ;;, Comments (July 25, 2o03) at 2 and Ger?eva”C~~~~~~~~~~~~~~:;~~~3) ae ;l. ,_ ,>:.,z ,. ..A. _, 

1_ .I *I( 1 .*v 1(> ui”e> ‘$,&~,&,^rl( .” , _.^ _, 
We disagree. Nothing in the s$atu+,~oL,~egulations exempts a ge&ri&‘di%‘g 
sponsor from compliance withthe fu.ndamentql aspects of the FDCA, including sections 301(a) and 502,‘&,“~~~;;;;;& .--;~-$;*+ng of misbranded 

drugs) and se&ions 30!(d) and 505 (prohibiting the mqrli,@g of unaIjproved 
new drugs). While in.,qost cases the otiission of an indication ‘allows fo;the ” ” .~~-l n”- i :+ ” -“I.* ( -i,*#$.* * #*ia /’ “p*+&.& :, _ ‘& ‘: ,?j;;,. :* *Tb. product to be approved, I-g;; y--;-+; th,‘,&;w~;~-w&;;; ~K&<~roduci to be 

“- : *a : _ .?-i.a:“r .ri,~#‘;i*r ,;“;%*“:+t*~ i*~;.:~c$&&$ ~&$~~~~~,~ ,,* ., ,i _ (/ ; 
misbranded and ineligible for approval4 ,,,a, ;. I” 

(. ,I. .,;*.” ,,* ,.xl,~__) _a ** 

‘/, *. ^” --i~.iG+--“~ .+,*;c ,._, i‘ l,_,i./l;\,i .-ir,” I ..8rrr*l.~~‘irr:r,-.l -‘i* _) 
21 Geneva argues at length that the ag’k~~f;‘~‘&$~~ach to the lqbel%g”of*ietie& 
versions of UltramB (tramagol) is “closely analogous” to PEG-I~$~qn/Rebetol because ).‘“I il”,, ,l’(il -a; .>* E,i**.**L* g*, i _ _ j 
UltramO involved carving-out protected dqsing instructior+s. Geneva Comments (July 30, 

;_; 
-I ..^ ,,* _,I. .“e*,,-: 11, “d._ ‘. _,_,” 

2003) at 4. Ultrai&‘,‘however: is approved as a mo;notberapy and, as such, there w’&s’& 
labeling for a companion product - an eS?ipg, appro%&roduct u‘sed ‘m cqml~~,&t$~,$~~ 1_ , 
the reference drug -that would continue tp bear the $for&atioti that had been carved-out of ” ,.. ’ : 
the proposed generic label. 

‘i:” ‘s”,1W. .e ,“I ~~~~y-q’s >r ,_ ( ..,.y :, ..:& 

B/ Even if the generic products were to state that they are “not intended for u?e with 
PEG-Intron,” i&t would not solve the problem. ?‘~~l’$&& df’PE’%-%trqn, along‘with the 
licensing agreement, creates an intend&l ~~kfoT~~~,~.generic products that cannot be 
disclaimed. Objective evidence of i@eq,Gecl,.+se, includiZg’th& labeling at issue here, cannot 
be negated by subjective claims of intent ” ‘” See Z?!x??i&en &tit’ibn Response to William B. “‘.. .I 6 * . . .,*a **-m/, sl- ,a :,>r ““*““’ $&$ ,: *a%, i:‘J ,“ii,,*,‘&r&+ “A*‘e”,i;, -z 
Schultz et c+Z.‘(July 1, ZOOZ),’ D*ocket No. Ol.P$XX3 (+lng numeroq.? c+es$$$ing that 
“subjective claims of intent” are hot determinative of intended tise) (emphasis in original); 4.. I_,_: ‘i--l .^A -,.r,i,*++ ,il ~‘rs.!*&a&>:A I- Y’. .’ ” “““~*,: .p, ia.,:,,.:;,.:,-: ,,,,, 7.: ,+.f *,y ~‘ .,_ j ,, ,;.: , i II , +t A’i,. n.,” i“ :_ i ; ;..:.. .’ ~ , 
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III. The Proposed Generic Products Present a High Risk of ,,* , __~/>, x ,a,,, ,ie ;; ..?* :-‘.;-‘,l‘>:‘i\C i*+o / >“.,, , I _ ,, 
Medicatiodhxor ( , ^,~’ _, , _ _,I*. , * j _ j 

Geneva and Thr,ee Rivers/Par insist that a generic Rebetol .I i ,, . -.. >..‘& ‘.‘>. _““.,r; /,.I) ,,i”7”’ ,__” 
product, labeled for use with Intron-A@, is,perfectly safe. See Three, ,.\\ saw ,.1”“1 j.z .,,,“Rli _a”_l>,i I_ 1 
Rivers/Par Comments (July 25, 2003) at 2; Geneva Cornments~ (July 30, 2003) ,a~.,. , 
at 4. In fact, because of the cross-labeling issues described above, and the 1 (I * or,, ,tc r I 
proposed use of a Medication+Guide that on$s,,key dosing information, the generic sponsors are well-P~ the.~~~~~~~~;3‘~~~~~~~~~~d~,~l, conditidns fo!: -. 

serious medication error. See, 63 ,l$@.l$66, i2472 (Mar: l’4, 2003) (defining - *w,,sw~~ ~“& ,“_;O *,* * .-_.A “,** “medication error” t; ihci~~~~~~.;~~~~~~~~~~~~~~~~ent that mae.~6usg .@ lead 
,.i . .._ ,.a. i-.> Il*.ix-.,-:)\7; 

to inappropriate medicati-on use or patient harm: while the medication is in- .-r ,s,/ .,)i,,“i,” “/. ._/a 
the control of the health care professional, patient, or consumer”). / . . VII h*,,.*..~ . ,‘*a, _.., &h, iii c1 ,, 

As shown in the Petition, the approved daily dose of ribav&in for ( 1 _,lc _ 
use in combination with Intron-A is 1000 to 1200 mg per’ day, based on the ..r I.,. ,I “,,ii” ,: ‘.S ,a patient’s body weight.~-‘~~~~~~~~~~~~~~~,~~~~~~~~;~,~~b ‘pi gf,19,“(Reb;tol 

labeling). And, patients are advised that they may take the drug with’or _ *a ., .,“., dX.< Aa./ ;* ̂l, 
without food. Id. In conix,a.st,, the recornm~,~de~.daiiy’dose of,ribavirin for 
use in combination with PEG-I&on is’800 mg per day regardless ofbody *I)< L., . ..k(< li.. G.,>/b &,,,, _&$ ri)a,r*#@&\s a/\,,- ‘-s B:w!*&, ~*&&~i&c;i _,/,P L *_ .~ x /.__ ,_ * ‘._ 
weight, id. at 19-20, and patients are, specifically directed to take the drug 
only with food. Id. at 20. Thus, patients using PEG-Intron in comb&$i,on, 
with ribavirin use 29 to 33 percent less ribavirin ec$z day under different 
conditions.LJ/ 

According to Three Rivers/Par, the proposed carve out incjudes, ..“., 

the PEG-Intron/Rebetol combination receives generic Rebetol in place’of the. _ / - ri~,~~~~6-~,2i”,~~,,~~ “L .j, __ _ brand-name pro$;c;: ‘ti;-t:;-;~;t.;;t;^in ,have,be4c bla‘ded>,& riiK & a ,s~r~ous, 

medication error. T,he patient will be directed,+by the PEG-Intron Medication 

” 

Guide to follow the instructions in the Rebetol or ribavirin Medic&ion Guide. I,~jll .*“a.. “X .,.. ?,“I I~“~~~..>‘~.W~ z.e?,+ .,isy’~,,,““.~.~~~-.‘~:,~w.ii 5 Ylil’.r:‘,e. 8 ‘J’, >; 1 l\“;‘.;: I-, )’ _ y, ; ,_ 
.r I ,-.-ii ” c< (3. li ‘, _, ,<,; 1 ),,.__ ,.. ” . . _,, s 

” “I Ribavirin is a toxic substance; it is the subject of both a bl& box warp$ng s&&n 
and a patient-directed Medication Guide. See ICN/Ribapharm Petition, Tab 1 (Rebetol *II .*- “I.- ..* ,1Vd,.,” ,i”mr&,, *,&.~&.car:a*r ,rW,,.i _ 
labeling) and Tab 7 (Rebetol MedGCde). It should always be iikkz3 at the lowest effective 
dose. 
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P a g e  9  

T h e  p a tie n t wil l, in  tu rn , b e  d i rected by  th e  gener ic’s Med i ca tio n  G u ide*to.use _ , ,_  . . .* ,. ,I. _  
a  h igher  dose  o f r iba.vir in th a n  is necessary.  _  . (i, “((. i^. id, ., ‘.#  . ~ 2 1 2  *,:i.vi( * w  I,% 2  L .” _ . E ven  m o r e , th e  p a tie n t m a y  n o t 
even  rea l ize t-hat th e  Med i ca tio n ,~ G $ d e  o m its th e  correct  dos ing  inform a tio n . .‘, ’ +  4 ~  d*;@ g $ % ? t*y ‘:.i> 3  ), % *c,v %  d /l*& .::&  g ”& , i,_  ,_  i y  T h e  pu rpose  o f g ;‘v,~ ~ ~ ts~ ~ ~ ~ ~ ~ ~ -~ ~ ~ ~ ~ ~ ~ ~ ~ ~ a b e l lng, fo r  p roduc ts th a fy.e , ., / 

p resen t ser ious  hea l th  risks, wi l l  b e  comp le te ly  u n d e r m i n e d  if th e  gener ics  
a re  a l l owed  tqp roceed  as they  sugges t.‘,j ’ ” 

“P a tie n t sa fe ty” is o n e  o f f ive ini t iat ives th a t m a k e  u p  th e  agency’s recen tly a n n o u n c e d  S trategic F ian . ~ ~ .~ ~ ~ ij’~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~  x;& o Iri P la,n 

P ro tec tin g  a n d  Advanc ing  A m e r i c a ’s Hea l th ; Respond ing  to  N e w  Cha l lenges  
a n d  O p p o r tun i ties  ( A u g . 2 0 0 3 ) . Reduc ing  p reven tab le  med i ca tio &  e r r -o& , by  
prov id ing  p a tie n ts wi th accura te  a n d  comprehens ive  inform a tio n  a b o u t the i r  -. *I ,_  . L . $ 2 .. .dC* .,srli> *‘~  . . -.. - ._ -  I. ” * .Ij 8 , I/x- ;I _  & .“lr”> :*i> .~ .: ,_  
med i ca tions , is a  cornerstone.of  th e .ggency’s S tr& e g i ~ ‘“P ltin. In  th e  face  o f 

(  

these  impor ta n t goa ls , it d e fies  l o &  th a t th e  gener ics  wou ld , con tin u e  toseek  _  
permiss ion  to  m a r k e t (.,,^/ n  gener ic  R e b e tol .by r e m o v i n g  d o s i n g  in format ion  f rom 
m a n d a tory  p a tie n t l abe l ing  o n  a  use  th a t n o w  rep resen ts th e . s tandard40 f care , 
fo r  H e p a titis C  p a tie n ts.“/ 

.I ,” ( .I ,a(, I_ a 1  p, ,,,/ “. I%~_ , (  s.. /” .,y, l.i. s;,. _  j -  -” *e _ -_  . ..I 

.5/ 
?  - a.-:+. .. 4 1  3: ,,._ “i ;* ). .i /. .._/ i i,,b -_*, 

N o r  c a n  th e  gener ics  c la im th a t th e  subst i tut ion o f gener i c  R e b e tol, fo r  p a trents w h o  
,., .r: ,“... ” , 

1 ... 1 ” i _  _ _  d /d . w +  C ” 
a r e  p resc r ibed  P E G - In t ron/Rebeto l  c o m b i n a tio n  th e r a p y , is mere ly  speculat ive.  A t least  1 2  i’ :& ‘*~ *z-* *a: R 6  
sta tes  h a v e  n o w  e n a c te d  l a w g e m a n d a tin g  th e  ‘; i*, 0  *~ .;q ,_  ^ I( subst l tut lon,df .genk’~ idp roduc ts in  p lace  o f 
equ i va len t i nnova to r .p r o d u c ts.’ S e e  T a b  1 , ‘a tta c h e d , N a tio n a l  Assoc.  o f & a r d s ‘o f P h a r m ~ a c y , 
2 0 0 2 - 2 0 0 3  & ruey  of P h a r m a c y  L a m ,.a t 5 2 - 5 3 . Pennsy lvan ia  ( the  h o m e  sta te  bT l‘r~eRivers  
P h a r m a c e u ticals)  specif ical ly m a n d a tes  th e  .su b s titu tio n  o f A - r a te d  gener ics  as  l isted in  
F D A ’s A p p r o v e d  D r u g  Products  with- .@ erapeut ic  E 4 u i ; ~ ~ ~ h c ~ ~ ~ ~ ~ ~ ~ ~ ;eris ~ O r a n g e  B o o & ‘). 
S e e  3 5  P a . C o n s . S ta t. A n n . 9 6 0 .2  .a n d 9 6 6 .3 ( a )  ( 2 0 0 3 )  (pharmac is ts  “shal l  substitute:,: less, ^  ,,., ,. *,1 ,.,,, .,.‘~ ;~ ,r.~ ,s;~  ‘ C ”,‘ **i..,**+  & % w  r’ ‘* ,” 9  I . , 
expens ive  “gener ica l ly  equ i va len t d r u g s ,” d e f rne’d  as  A - r & $ , d r u g s  l isted in  F D A %  ,@ - a n g e  
Book ,  un less  th e  pu rchase r  o r  p rescr iber  r e q u e s ts o therwise) ;  s e e  a lso  1 0 5  C o d e ’Mass. ,Regs.  
7 2 0 .0 5 0  ( 2 0 0 3 )  ( a u to m a tical ly l ist ing F D A  A - r a te d  d r .u g s  o n  th e  M a s s a c h u s e tts Ijstio f 
In te r c h a n g e a b l e  D r u g  P r o d u c ts). Fo r  p u r p o s e s  o f assess ing  th e  safety o f th e  p r o p o s e d  
gener i c  p r o d u c ts, p a r ticu lar ly  w h e r e  th e  gener i c  p r o d u c ts intent ipn,al ly  o m it in format ion.  fo r  
wel l  k n o w n  uses  o f th e  .d r u g  f rom p a tie n t-d i rected labe l ing ,  th e s e  laws a r e  c lear ly  re levant .  

T h e  N a tio n a l  Inst i tutes o f,Hea l th  (NIH) h a s  i ssued a  “consensus  sta te m e n t” fin d i n g , 6 1  *. ” **I, 0 ,. .r .e .-.-..*a ,- ,... *< , . j* _ \ 
a m o n g  o th e r  th ings,  th a t th e r e  is ev idence  f roniat  l eza~ l t , ,~h~ee la rge  chn ica l  tr ials th a t /” _ j  1  ,,, 
t reat ing H e p a titis C  with pegy la te d  in ter feron a n d  r ibav l rm p r o d u c e s  -,” _ I di-,  .x k.2 . .a ,^ L > b ,_  a ‘cbi is i&eiabIy b e tte r  
sus ta ined  viral  r e s p o n s e  th a n  m o n o th e r a p y  o r  sta n d a r d  inteFferon:r: i l javir ir ;  c o m b i n a tio n  c S t * ‘.--lli: $ e + , i,3 r < ;.il -‘i. : ; : .., 
th e r a p y . S e e  T a b  2 , a tta c h e d  h e r e to , N IH C o n s e n s u s  S ta te m e n t o +  & & f;la g e m e n t o { H e p a tlts 

j , ., 

C : 2 0 0 2  ( J u n e  12,  ZOOZ) ,  a t 1 7 - 2 0  a n d  2 5 :2 6 . Acco rd ing  to  S c h e r i n g , “P E G - In t ron a .n d  .) ,~ , _ ,I i 
R e b e to l  c o m b i n a tio *n ,th e r a p y  is n o w  th e  m o s t -prescr ibed t reatme,nt  fo r < c h r o ,nic, h e p a titis C  
wor ldwide .” S e e  T a b  3 , a tta c h & h e r e to , S p h e r i n g - P l o u g h  to Init iate First H+z+ to -vea$  
S tudy of L e a d i n g  Hepat i t is  C  Therap ies ,  PRNews i re -F i r&a l l  ( S e p t. 2 3 , 2 0 0 3 ) . 
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IV. 

Geneva and Three Rivers/Par assert that guidance on carving ..I \,I? /,_/( j / :.~,,I”-~‘,‘““~~-:~..i-;,:~.-.~,~ , . .(. 
out appropriate labeling for generic ribavirin is,,no$re~quired because the, _ 
agency’s advice and counszel~on the topic falls within the scope of providing 
“comments” on proposed labelin~“submitOe~‘during the course of AT\I’DA>, “. .a_,, 
review” and was “directed to indivic$al persons or firms.‘: Three Rivers/Par ‘“,U -, ,X,“f7.1 .*c”L,~u,u ..L “*, .j __ _ Comments $;fy--& “i~~~~;~~~~~,~~~ne;a’C~~~~e~t~,I(July 30, 2o03) at 7. “_. 

. .‘ .,/ .__ eA1 

Based on public information, it appears that t~he key meetings 
involving the carve out for ribavirinlwere conducted by the Of&e bf, C-h&f., .. ;A.i ,,‘< : _ x. / “/“, .’ ,, ,; . _.“, , . 
Counsel, not the review diyjsion~’ “The available information indicates that * i ,‘” -: -_* “““$yy>pF w 4~ ( ~~ws~*,,, “S el”**)l ~‘~,$,:‘zg +:,> 
the decision applies to all “generic drug upphants. 

i:;--“*;, r+!, “&p* :L&.: **,, I. 
See TcN ~h~~~~~~,~@$&s, 

Inc. u. Geneuq ~&armaceq$&als Technology, Inc., 272 I?‘. Supp:Zd 1028, at /p ;.:“: :~~~~-~~~!*--~~:..~,,, 1 _. ‘_ _; 
1048, n. 18 (C.D. ‘Caiif~uly 14, 2003) (emphasis added)1. Thus, the letter 
establishesagency policy concerning’s class~of products, not‘routine ANDA 
review. Therefore, the agency must follow its good guidance practices.’ 

( ,, 

V. Conclusion 

The generic sponsors cannot “label around’ the fact that Rebetol _I ‘.*l”d.~I)j _. * “_ .~ ,.““,.,‘r,i.:‘.%‘-.?, 1 ~‘+*y. ‘pz‘,$.:d . ..o -4:r:i *. (^li. ,_. _, _, 
is a combination product whose intended use is defined as. much by its own (\,a% .x‘.+- *rv~.w >l,, +8&m+,,;&.-,< %, * ‘.wq ~*&*<‘&y&* : ,t+Y- ,,_(* 
labeling as by the labeling of PEG-Intron. With or ,witho”ut the ,~abeling?%?ve~ ” ’ ” ‘- i .* ,,““,-*1’~~~~,‘;+ x 
out, the labeling of PEG-Intron, describes and defineskey intended uses-for. ^ N,II 3% t*.~.~~~//_o*, ,“+iul 

For these reasqns, we respectfully request that the agency grant 
the Petition in full )I ,.., l%Al’. :_ . j ___ . ,._ ,. _x ,, (1XI.f^.~~1~. *,, ,. _ __ ., “I S) I,,. 

Sincerely, 

David M. Fqx I _ , 

Enclosures 
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