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D1v1s10n of Dockets Management :’;3

- Food and Drug Administration o (%

5630 Fishers Lane, Room 1061 (HFA;-;SOS-),_', 5

Rockville, Maryland 20852 = bed
Re: Docket No. 20051?—«045 “ﬁ*om Approvmg ANDA No 77- 27 I Unt1l the i

Three-

Year Penod;of Market B; xeluSmtv for the Product has’Ex ;1red
MEDI—FLEX’S RE / ONSE TO CARBINAL’S CGMMENTS ;

Medl-Flex Inc. (“Medl—Fle st ;
Health Inc. (“Cardinal”) opposing | edi-F ex’ s szen Pet1
As a prehmmary matter, Medl-Flex derscores the fact that

, , ptly resolve these
dx-Flex any addmonal

nt 1ngred1ent to
A’s approval, FDA :
MechﬂFlex successfully
ow despite Medi-Flex’s
same innovation.
t, Medl Flex’s

y,
completed the study It thus eamed ‘
excluswlty, Cardmal seeks approva

Cardmal should not be allowed ti Me Flex s excluswﬁy sxmply by usmg a
different color than Medl—Flex as t’hat we d render Mech-Flex S three—year exelusmty
essentlally meanmgless LSRR FELE s

Sldley Austin i s hmrted l|ab bty ‘partniership practicing in-afffiation with tther S artierships. -




mnvrmses serious: 1ssues regardmg ANDA
fora genenc product with tint. However,

w1th Tint as the Refer , Lxsted Drug (“RLD”).
nal’s use of the untlnted

- approval reqmrements Cardma}’ S
Ca;rdmal’s ANDA does not use C

certlﬁcatlon to Medl-FIex s patent

Backg:ound

’ously treated areas.

Vas 1 applicator volume,

more than double the Volume of Chlo#aPrep@ One-Step s ap K :
add1t1on to the 26 ml volume ChloraPrep@ tw1th Tmt is also now avallable ina 10 5 ml

expires May 3,2008.
Addltlonaliy, ChloraPrep@ w1th Tmt s \ _’ '%; y U nt No. 6,729,786 (the “Tint

e

Patent”). The Tint Patent is specificall ted toa pro ing a tint ingredient and is
listed only for ChloraPrep@ with Tint in FDA’s Approved Dmg Products wn‘h Therapeutzc
Equzvalence Evaluatzons 26”’ Ed (2 6) the “Omnge Book ).

! 1t should be noted that the electmm ,,100’,‘ mcorrectly indicates that ChloraPrep@ with Tmt ina
10.5 ml applicator volume was appro_ December 27, 2005 Hovvever thlS lmtmg is. mcorrect FDA
has not yet issued an approval Ietter for _(at product ' LT : , ‘
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In September 2005 well é&é Chloral rep@ thh Tint had been appmved Medl-Flex

learned that Cardmal was seekmg eip

contammg the tlnt mgredlent

Addltlonaliy, Medx-Flex beheved th

FD&C

'ChloraPrep® with Tint, as the RLD. Co

provide a patent certlﬁqatlon

the apphcable ﬂuee-year exclus1v1

thh; res ec

require ANDA 77-271 to rely on Ch  ~

for the patents listed with res

approval of Cardinal’s A.NDA may

of Action on December 23 2
the: szen Pentlon

on September 9 2004 Wthh is befe

3ect to ,

005 askmg FDA m stay ap'pmv 1

.5' ml apphcator volume ;
\ lA_had been subtmtted ,
_approval, -

Furthermore, Cardinal conﬁrmed th‘ pr cor : JFD&C Red No 40

Qn Cardlnal s
a;n,from approving

“To encourage drug develop
exclusivity. for mnovatlons to ex1st'

and the sup
bioavailabili

or sponsored by theﬁpexrso 4 ; ‘ -
_make the approval of an app Vcatmn submltted under thls subsectlon [ANDA] for

- eX’S M 'k

s three years of market ‘
prc»;VIdes




i potentlally affect its efﬁcacy

'1ement effectwe before the explratxon of three years, ~
of ,the supplement under subsectzon (b)

a change approved m e
from the date of the;

21 U.S.C. § 355(3)(5)(F)(1v) Chk}r
of a tint ingredient; and (2) an incre
several essential clinical trials to su
of these mnevatlons deserves three— I mar

ofa t1nt mgredlent does not extend ta Ce
Red No. 40 instead of FD&C Green No.
is not relevant to Cardinal’s produ‘ Ny
Cardinal’s product. Cardinal’s Res
Medi-Flex’s study covers Cardma‘ A
,problematlc chermca] group that wa specx fi

" auSe 'Cardmal’s dye contams the same Lot
lyz stud1ed by Medx-Flex ‘

- FDA made Med1 Flex conduct o : 'niiamgredxent
Spemﬁcally, Medl-Flex studxed the; : o o

the same negatzvely charged chermcal struct:ure that 1s knowﬁ to react W

Chlorhex1d1ne s efﬁcacy 1s beheved ';t b

The ant1bactena1 mode of actxon f chic
follows The bacterial ¢ '

~ chlorhexidine. molecul»
surface with spec1ﬁc

(“The act1v1ty of chlorhexxdme appe‘ , d from : of the antlseptxc
molecule....”). e

As indicated bélow in thé ‘ck‘; ‘ctures the dye in Cardlnal s geneno product |
FD&C Red No. 40, and the dye in hl p® w1th T;mt FD&C Green No 3, have the same
negatwely charged sulfomc acxd (?‘ )’) en _,groups
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FD&C Red No. 40
[contams two. SO3 Groups}

Thls negatwely charged or . 0,803 grouphas
ize its efﬁcacy In fact J
‘ulfomc aczd S®3 groups bl 1d 1

confirmed that FD&CJ d}ke,é cont
Accordmg to Jensen: i

[ . commonx
 selective blndmg to ch
~acidic groups. Indlgo
...and brilliant blue,
S groups It can therefo:
, ‘medlated by chlorhe' i

334- 340 (1977) (Tab 3) at 339 see a
precipitate or bind to . . . dyes i m vi
chmcally” (citations. oxmtted))

sh ét al “It is known
d thls, study conﬁrms

Gluconate” 'J Hosp Infect 9; 30—
that chlorhexidine i is macnvated by,
that a handcream contalmng an anior
effect of chlolihemdme in routine practice
study using the anionic 1ngredlent triethar
triethanolamine. Rather, the authors
anionic emulsafymg agents. Id. Simi 1
3. Rather, it prov1des important infor ..mtxon concermng other d
that contam the same anionic property. e :

te 0 FD&C Graen No.
. such as_FD&C Red No. 40, ; o

& ,dye share the same amomc group that 1S
oup contained in the dyes creates an efﬁcacy
C 'und that could be m&ctxvated by the anionic

Importantly, Card;nal?s;gi
- known to bind with chlothexidine.
concern because chlorhexidine is a cat nic
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V. Shalala Medi-Flex’s exclusmty 1353”*
Shalala 1999US D1st LEXIS 1232 (

the same efﬁcacy concern that Was stx
performed its own bloequlvalence L
fexclus1v1ty cover Cardinal’s product

'B. Cardmal’s on uwalencer:’h} \re Not De

Cardmal argues that Mech—FIe
FDA required Cardinal to perform '
Cardinal states that if Med1~FIex ’

' Unfortunately, Cardmal provides 10
whether Cardmal even performed ac

g : P
: \ sivity. There is no statutory
or Cardmal s approval for 1t to quahfy for

requxrement that Med1—F lex s stu
exclusivity that would preclude
the same 1nnovat10n as Medl-Flex

: s‘,pamculaﬂy true
which may include
egulations (Proposed -
' could easily be -
fchased by the apphcant
ase conSIderably ”); id. at
1d “senously undermme its
e pharmaceutical industry”).

avmded by an apphcatlon contammg
the 1ncent1ve created by the avallab' i

Value reducmg the 1ncent1ves for rf;s_

©- Hibidens® Is Not Relev

Additionally, Cardinal note:
FD&C Red No. 40 and has been on the m




‘Sl“izii“é”f! |

rely on this product to prove th &C Gr] ) : No. 3 3 herefor:_, Cardmal mamtams,\ o
Medi-Flex’s study involving FD&C Green N 3is no app cable to FD&C Red No. 40. '
- Cardinal’s Response at 7-8. Cardmal « ; - ere are major differences
: between H1b1clens® and ChIoraPr,} ® wi nf?Cardmal’s product 3
' :  the same active :

1s the combination of
ntrast HlblGléHS@

Tmt whxch contams c}ﬂorhex1d1ne |
that are not contalned in ChloraPre

Cardinal also relies on the labelin:
that Medi-Flex’s exclusivity is limited to F
there is nothing in the labeling for Chic
advantage of atmt 1ngred1ent Car'

: porﬁoh of the label -
: hrase “Wlth‘Tmt »

the trade name. Spec1ﬁcally, the trade namV or the prod .
The tlnt mgredxent facxhtates the adm nistrati § g

Iabelmg of inert or macuve 1ngred1en
than their true functional role in the

~In addition to the labeling, ¢
- Tint, which mentions FD&C Green M
product formulation, which is reflecte
developed by Medi-Flex was the addi
Tint clearly indicates that FDA recogl
was the addition of a tint mgredler
approval letter, FDA did not require |
Green No. 3 Rather, the name incorpora

2 1tis 1nterestmg to note that Cardmal p
Tint even though the approval package fc
any event, contrary to Cardinal’s sta ‘
marketmg history and other essentla

it FDA couid have consxdered both thlclens S
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~Consistent with this approach, FDA | 1s i W ed that,three—year exclusmty is not hmxted to
spec1ﬁc product formulations. Seej 1OPO tule, :
~1nterpretat10n of three—year exclusr

to the. tmt Cardmal’s Response at ;
comparatlve/bloequlvalence studyj ]

jin ¢ reports of new
e approval of the -

November 5, 2004 not approvab
' Cardmal states that Medr-Flex g

Contrary to Cardmal’s asscrtmns, Medl-F lex’s stud
Sub_]eCtS who were tested over their & groin and abdomen ar
products, ChloraPrep@ with Tint and ChloraPrep@ in 26 m
one povrdonc-lodme control product, Scru rec
had two treatment areas for the groin
(left and nght) These treatment are
contact time. Overall, Medi-Flex’s study created
japproxrmately 750 evaluated srtes Tl i

as for the abdomen
eas, which vaned by

The study was desrgne i
product containing tint. The pro
the antrmlcrobral effectrveness of :

Preoperatzve Skm Preparatzon
,‘2004) at 4. Thrs isa dlrect measure 1

;s study were cempared agamqt' the efﬁcacy
certain og reductron of bacterra As stated in the ﬁnal

Addrtronally, the results of Med1~ :'
vstandards of the TFM, whlch req
report regarding the study “




4. Use of the objectwe TFM efﬁ a
comparatlve bloequlvalence stud,

Furthermore, FDA specxﬁo
bloavaxlablhty study Accordmg to

éfﬁt:acy,studlcs deservmg_of exclus

- the TEM to prove the effectiveness
FDA stated inits Mlcroblology Re“

 must be performed md
Efficacyis denwns t
predetermmed base‘ i
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its ANDA, although it seemed to be
Medi-Flex argued in its Citizen Petx
ChloraPrep@ with Tint’s three-yea
RLD and by certlfymg to the wro :

Cardmal has now clanﬁed ‘
Importantly, Cardmal has now clari:
before the approval of ChIoraPrep@
product uses a 10.5 ml applicator v
~ that Cardmal Walted so long to shar
on 1ncorrect premlses However

1 § ,ptember9 2004 j
tatedk that its genenc

ChloraPrep® One—Step, and not Ch
‘subm1tted the ANDA before Chlora
require Ca.rdmal to amend its AND:

Response at 12. Contrary to Cardi ~ ent, FD/

authority to require an ANDA aPPhcant to amend its apj
' Spemﬁcally, FDA stated: ok

ardmal argues that 1t ,
A lacks authonty to o
as the RLD, Cardinal’s
hat it has broad
rence another RLD.

ence standard against

i ] f mpared However
the apphcant is dxfferent 1 ‘ti'chosen by the ‘
mequwalence deterxmnaiions 1e agency will require

dinal to amend its
: ,mted ChloraPrep@
One—Step

- Cardinal also argues tha‘c age ic prodi
«exceptlons, as the RLD, and Cardinal”
- ChloraPrep® One-Step but different labelin:
at 11-12. According to Cardinal, its labeli
labehng except for the manufactu I
‘would identify FD&C Red No. 40{ :
Suitability Petition also mdlcates th
below the trade name, Preva11 CHG

Cardlnal’s Response e
ep® One—Step =y

,P‘.etmon at Tab 3 Furthermore Cardmal

Ltl"y dlsplayed Just s
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notes that its labeling would dlffe . raPrep. »wﬁhﬁTmt’s Iabehng thh respect to drymg A
time and treatment area mformatwn 1 are ' ] :

Cardmal 'S argument hOWever

2 Fus, there appearv
’ Ch,lﬁral’mp.@ Wi

from using ChldraPrep® s
® with Tint, its

ChloraPrep® with Tmt s labelmg
the product contains a tint i ingredi
formulation. Medi-Flex’s labelm‘;
name, which contains the phrase
indicate an important aspect of the
example, FDA has approved names
~ “Promethazine with Codeine Syrup
prominently display important infor
information. Specifically, it appeas
which is hkely to add to the confu
for a generic ChloraPrep@ with T oduct.
' ChloraPrep@ One-Step as the RLD oy

/e mgredlent For :
‘odeine” and

ChloraPrep® One-Step Phannaa
within certain limits.” Orange Boc
product should have labeling similas
The differences in labeling betweer
acceptable hrmts for pharmaceutxca

_ manner. These products should n
-care worker accustomed to applymg
untinted fermulatlon which raise
product is smnlar to. ChloraPrep® ]

,eal settmg Ahealth
1 ‘applymgan o

Cardmal argues, | however‘ that its g
ChloraPrep® with Tint because Cardina i
while ChloraPrep@ with Tint use
ChloraPrep® with Tint i is now
received an approvable letter from FDA
‘volume, and is currently marketmg that

(T

v pphcator Volume Medl-FIex recently
lor: ep® with Tint in a 10.5 ml apphcator S
0 V;uet under a changes bemg effected” subnnssmn :

i




i Pe’utwn Medi-Flex mistakenly beli

SIDLEY-AUSTIN LLP
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(NDA No. 20-832/S- 010) Medl—Fl_ com W1th FDA’S approvab}e Ietter on November 16
2005 and expects that product to receive fi s 3O '
argument that its genenc product is

no 1onger relevant. oo :

with Tmt and ChloraPrep@ Onc-Ste
should be reqmred to provxde a ce

ion. QThus Cardmal ;
ee Letter from Steven

Cardmal suse of ChloraP‘
Flex’s Tmt Patent AIthough Car

as the RLD effectlvely c1rcumvents
‘requlrements, Med1-Flex hsted the

:Cardlnal’s genenc product contams, 1 tik1:
Step as the RLD has allowed Ca:rdl‘ :

require Cardmal’s ANDA for ati
‘the very least, to mcl_ude a c_ertl _

Tint, the use of ChloraPrep@ mth.
Would snnply group smnlar product 0

- Due to Cardinal’s refusal to ,
val, of a genenc product ;
‘with a 26 ml applicator volume. Co : tmon prov1des that
Cardinal’s ANDA should not be appro: 15 €
1ncreasmg the apphcator volume fr’ . 10.5 mli to 26 mI ;‘ S
: uct uses a 10 5 ml apphcator and not a 26 ml
ed until after Medi-Flex submited its Citizen

i ation. ,In t‘hght of Cardmal’s beIated disclosure, Med1—

- Cardinal has now d1sclosed
- applicator. Itis unfortunate that "
Petmon to disclose thlS nnportant i
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Flex believes that the exclusivity M i-F

|  exch ed due to its 26 ml applicator volume isnot
applicable to Cardinal’s product. L e

Iy because Cardmal :
onse at 13 As detaﬂed

~ held that such excluswﬁy penods 7
resolved See Petition for Stay of /

Cardinal’s Response at 14 Althou gl
routinely consider a company’s size

1mng 1rreparable
ces. It was recently :
Ca;rdmal is amajor ,

- generic product the expected re
with Tint. (Cardinal does not pr
‘believed that its generic product wou :
Tint, then Cardinal would have provide
which did not have to invest in undes
genenc product below ChIoraPrep@

markets 1ts genenc product equall i
“this will be the 81tuat10n, and Card,
Flex’ s behef

, resolutlon to these 1ssues Un 0
Flex’s overtures. Cardmal,p;ﬁo
~ attempt to resolve these important is:

,edx-Flex had no choxcé but to ﬁlré its
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Petitions. Indeed, only through 1l
affectmg its 11 ghts and persuaded Cas

) ocess has Med1~Plex Iearned of 1mportant facts
ma, toer gage m these issues. ~

V Conclusmn

wovations over the first
ed a tint ingredient to
addition ofatint

red Medi-Flex to

‘lex earned three-
seeks approval for a
than Medi-Flex’s
ex’s clinical trial.

rdinal should not -
cblor dye than

; In sum, Medx—FIex s Chiora?rep® wit Tmt embodxe
generation product, ChloraPrep® One-Ste rta

~ improve apphcatlon of the product ;
ingredient was an nnportant innova
complete an efficacy study regardi
years of market exclusivity. Des

 generic product containing tint. Alth

color both tints. share the same anion

, Me'di-Fl'ex Otherwi"se”threé-yyé"’ new pr

' Altheugh Cardmal’s ANDA i
ChloraPrep@ One—Step as the RLD

If you have any \quésﬁdﬁ.
- contacting the Chief Counsel’s off;

‘cc: Linda McBride, RPh 5
‘Senior Director, Regulatory Af T
Med1—Flex Inc , e




