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January 29, 2002 

VIA HAND DELWERV 
Dockets Management Branch 
Food and Drug Administration 
Mail Stop HFA-305 
5630 Fishers lane, Room 1061 
RockvilIe, MD 20852 

Re: ocket No. #01 P-058!YCP1 

Dear Sir or Madam: 

Please find enclosed five copies of the references cited in a Citizen Petition submitted by 
our Firm, dated December 26,2001. We ave also included additional copies of the Citizen 
Petition. If you have any questions, feef free to contact me at 404-873-8690. 

Thank you for your attention to this matter. 

Sincerely, 

Alan G. Minsk 

AGM:rd 
Enclosures 

cc: Mr. Gary Suehler (w/en& 
Office of Generic Drugs (HFD-600) 
Center for Drug Evaluation and Research 
Food and Drug Adminjstrat~on 
7500 Standish Place, Suite 200 
Rockville, MD 20855 

Ms. Christine Rogers (w/encI.) 
Regulatory Policy Staff (FIFO-7) 
Center for Drug Evaluation and Research 
Food and Drug Administration 
1451 Rockville Pike 
Rockville, MD 20852 
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December 26,20QI 

Dockets ~a~a~eme~t Branch 
Food and Drug Adrn~~~st~at~~~ 
5630 Fishers Cane, Room 1061 
Rockville, ME) 20857 

CITIZEN PETITKIN 

The ~~de~si~~~d submits this ~~t~t~~~ under 21 C.F.R. 5 IO.30 to request that the 
C~mm~ss~uner of Food and Drugs require a applicant of an a 
application ~A~~A~ submitted for mixed s 5 of a singfe entity amphet 
product to conduct the necessaq testing, i f uding assessment of in vitro 
~i~~~~i~ale~~~~ ta assure strict equivaience with 
the reference Iisted drug (RLI”)), ADDERALL*, so 
~~~~~d~~~~ and abuse c~a~a~e~~st~~ of the ANDA pradttc& 
RLD. The safety ~rufite of a drug product also has earing on its efficacy+ 

A. Action Requested 

The undersigned requests that the C~rnmissi~~e~ requite an applicant for an ANDA 
for mixed salts of a single entity ampt-ietamine pruduet ts, conduct the necessa4-y 
t~st~~~, including assessment of bioequivalence, to assure strict equivalence with 

2-E300 One Athntic Center 1 1201 West Peachtree Street 1 Atlanta, GA 3O309-3450 I 404.873.8500 I Fax: 4@4,873.,8501 I Macon Office: 47S.745.3344 



. Statement of Gror;ands 

Abuse rf”u&x&& Stimulant m~~cati~~s are known to have a l~igb~ potential br 
abuse ti-rat may tead to drug dependence. This inf~rmat~~n is clearly enunciated in 

een reduced by the recent 
~~t~Qd~~~u~ of oncedai ly dosage far t medications. These 

iations are the curr633t state-of-t contr~f of storage and 
istration to remain with the parent or primary ca~~g~v~~~ However, with any 

ication, several factors are assaciated with an increased risk of 
dependence and abuse. 

we of a drug is mainly determined y five factors: the intrinsic 
gicaf action of the drug; the ava~~a~i~i~ or market ~xp~s~~~; the 
ed and prescribed dose; pa~ie~tarelated fatiors; and the p~ar~a~uk~~~t~c 

profile of the drug in question. See Gusto UE, Sellers Eh4, uP~armac~ki~etic 



inants of drug abuse and dependence. A c~~c~~t~a~ ~ers~~ct~v~*# Ch 
1986;11:144-I 53; Bust43 LX, Lanctot KL, er ICE, Sellers EM. 

~~~diaze~~~~ ki~~t~c~ c~~t~i~~te to tkeir d~~~r~~tia~ a can j CNn 
I ~ter~ati~~al and national criteria for sc~ed~~i~g and 

e liability and dependence potential consider 
partant in the review process, See “World dearth 

~rga~i~ati~~ EB85/1 ~~~~R~~~ t Annex EN 

~barma~~ki~etic factors ~a~~a~ly explain different abuse liabilities af drugs within 
the same class. baled delivery of the rug ta the brain rapid abs~~pti~~ or 
intr c~~dit~~~s feinf~rc~ng praperfies and 
dru intravenous drugs c~~sist~~t~y show higher abuse ~~abi~i~ 
than oral druigs. Vutkaw et al i~y~~t~gated the b n pharma~~kinetics of 
i ~t~ave~~us ~et~~~~~e~ idate (Rital i r-13 and cocai in the human brain. See ~~~kQw 
ND, et al., “is ~~t~y~p~e~idat~ like cocaine? Studies on their ~~armacuk~~~t~cs and 
d~str~b~t~~~ in the human brain.” Arcs Gen ~~~~~~~~~4~6~63. ‘They Sound that 
the fast uptake in the striatum of the drugs studied ~ara~~el~d the experience of the 

levefs also explains the greater abuse liability 
ndence ass&a with illicit drugs taken i~t~av~~~us~y as 

met~arn~hetarni~e~. 

ependence liability is a sorbed rapidly and co 
appear more quickly, and are thus preferred to drugs that are 

s~rpt~~~ rate also affects the onset of drug metabolism and 
artant when metabolitets) of the parent dru have intrinsic= activity. 

Amsng oral drugs, even small differences in absorption rate are assaciated wit 
ifferences in abuse liability. Far example8 there is a strong correlation between 
buse risk of sefeaed benzodiarepines and absorption rate, where a shorter time to 

peak was associated with greater risk. See Busto et al. Can f C/in ~~a~~ac~~ 
1~~~~2:2~~2~. E(oflins investigated acute behaviougai effects af orally admi~is~~r~d 
sustained-release (SR) methyl~he~~date (20 to 40 gh immediate-release fIRI 
m~t~y~~he~idate (20 to 40 mg), and placebo in healthy volunteers. See Koflins 9-4, 
Rush CR, Pazzaglia Pf, Afi IA, “Comparison of acute behavioral effects of scrstained- 
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I” is an immediate-release pruduct, a mixture of 
in a 3: 1 ratio, The kinetics of the d- and I-isum 1-5 are well ~ha~~~~~i~ed 

an;d have been Ify stu Because ;of the importance 0 abs~~pti~~ kinetics 
Habib d- and I- am~~~tarnj~e cuntai ing Proust it is 

i new pruducts cunta~~~ng this active drttg have a detailed, in v~vu 
human ~~a~~a~~ki~~t~c study performed which curn~a~~s the new pmduct tu the 
established standard, The sttldy should fucus on b~u~q~~va~~nce parameters and a 
careful camparisun of the absur~tiun profiles of the standard and t 
vitro dissulutiun studies are nut adequate ar appru~r~ate~ ecaase 
isomers are active, the kinetic comparisons shu~~d be for both isomers. See Smith 
RG, Davis JM, “Compar;btive effects of ~mamph~tam~~e and ~~arnphetarn~~~~ and 
methy~phe~~date on mood in man? ~~~c~~~~a~ma~u~u~y 1997;53:1-12. 

Although conventional phar acokinetic parameters do not currelate with the 
kinetics of ~einfu~~ement described here, the slope of the early rise in plasma 

and the early partial AUC may provide an indication uf the 
endence risk and be add~t~una~ tools fur setting acceptable ranges fur 
quivafence fur this special class of medi~atiuns~ tn the absence of established 
es fur ~harma~ukinetic predicturs of dependet-rce, the kinetic profile of the 

current reference ilisted drug, Addera~~*, should be considered as acceptable. 
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in s~rnrna~~ the purpose of this Citizen Petition is to request that EDA require the 
ANDA a~p~~ca~t to provide assurances that the safety profile, including the risk at 
d~~~nd~nce and abuse, are no gr~at~~tha~ and are, in fad, the same as the RLD. 

~~~f~rably~ the ANDA applicant should provide cumparat~v~ clinical evidence 
shu~i~g that the product’s safety profile is the same as that of the RLD. In the 

sence of such data, the itiuner recumm~~ds that specific a~ent~~~ be given tu 
in viva rate of absurpt as indicated by the initial slope of- the plasma 

c~~c~~trati~~ vs, time curve in human subjects, as well as the early partial AUG and 
Tmaxwhen r~v~e~j#g generic vers~u~s of the RLD. The petitiuner wiII defer to FDA 
on other add~tiu~a~ criteria that may be required to achieve &same asn status. 

An ANDA s in safety and efficacy fro the RCD is nut the 
%ame a5s an ANDA dues nut me@ e statutes and 
reg~~atu~ requirements fur FDA approval l 

C, E nvi rvnmental Impact 

As pruvided in 21 CF.R. $j 25.31, neither an env~runm~nta~ assessment nor an 
envi runmental impact statement is required. 

0. Economic impact 

As provided in 24 C.F.R. $j 10.3 f, economic impa formation is to be 
s~brn~~ed unfy when requested the Commissioner lowing review of the 
petition. 

E. Certification 

The undefsign~ certifies, that to the best k~~w~edg~ and belief uf the ~nde~s~gned~ 
this ~~t~tj~~ includes all i~f~~mati~~ and views on which the ~etitiu~ relies, and that 
it includes representative data and ~nfurmat~un nown to the petitioner which are 
~nfavurab~e tu the petition. 

Respectfu I Iy submitted, 

Alan Minsk 
Arnall Golden Gregory, LLP 
1201 West Peachtree St., Suite 2~~~ 
Atlanta, GA 30309-3450 
404-873-8500 
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cc: ary 5uehter, O ffice of Generic Drugs KIG 
Mr. G feg Davis, QGD 
Mr, John Grace, OGD 
Mr. Donald Hare, UGD 


