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The undersigned, on behalf of J e r ome Stevens Pharmaceuticals, Inc. (JSP), submits this 
amendment to a petition dated February lo,2004 filed under $505 of the Federal Food, Drug 
and Cosmetic Act ( FDCA) and 21 C.F.R. $5 10.25 and 1‘0.30. Th is amendment supplements 
information provided in the February lo,2004 petition arrd is meant to be cumulative and not to 
substimte or delete any of that prior information. JSP ,re@e s t s  that the Commiss i oner of the 
Food and Drug Administration ( FDA) revoke the generic drug approval granted to Mylan 
Pharmaceuticals, Inc. (Mylan) for levothyroxine sod ium (ANDA 76-187) a s  therapeutically 
equivalent to Unithroid because the approval was  based on a p r e -NDA sample of Unithroid. 

Th is petition raises an issue that is important for public health. Levothyroxine is the 
leading treatment for hypothyroidism and the management of thyroid cancer. It is prescribed 
annually to more than I3 m illion Americans (nearly 1 out of every 19). The drug is safe and 
effective only when administered in precise d o s e s  and when manufactured consistently’and 
within specific potency ranges. FDA documented that manufacturing p r o c e s s e s  v a r y  with 
significant variability between drug-makers and product lots. See 62 Fed. Reg. 43,535 (Aug. 14, 
1997). Th is variability can include use ofmanufacturing overages and stability overages. A 
small and unexpected difference in potency ma y  present a serious health hazard in patients with 
coronary heart disease, cancer, and in pediatric patients.’ Neither the patients who depend on 
these drugs, nor the clinicians who prescribe them can risk the uncertainty of receiving a generic 
substitute that is not manufactured with the s ame degree of cons istency and a c c u r a c y  a s  the 
reference listed drug. 

FDA has taken the position with JSP that a generic compar ison requires both 
pharmaceutical equivalence and bioequivalence of two drug products in order to obtain an AR 
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rating between those two drug products.1 The Agency noted in its January 23,2004 meeting 
with JSP that “pharmaceutical equivalence requires, amon,g other things, a demonstration that the 
test and reference products contain the same amount of eg substance and that the two products 
are the same dosage form.“2 It noted that pre-approval batches of Synthraid, for example, were 
released with a stability overage and that this overage draws into question whether the two 
products are pharmaceutical equivalents, even if the poten$y of active ingredient were the same 
when tested. 

Finally, the Agency cited its regulations related to the conduct of in vivo bioequivalency 
studies.3 These regulations, in the view of the Agency, reguire use of an “appropriate reference 
material.” During the January 23,2004 meeting with Dr. John Jenkins, he made it clear that the 
Agency interprets this term as requiring that the reference: material is “taken from a current batch 
of a drug product that is the subject of an approved new dn\g application and that contains the 
same active drug ingredient or therapeutic moiety.‘*4 

Like Synthoid, Unithroid is often also made with ti overage (in manufacturing), although 
not a stability overage of the size reportediy included in pre- and post-MDA Synthroid. Each lot 
differs in potency within the range accepted by the United States Pharmacopoeia (USP),S Until 
FDA inspected the JSP manufacturing facility and evalua,ted multiple lots and samples of 
Unithroid as part of its review of JSP’s NDA, the Agenc$ could not establish that the JSP 
product satisfied the USP manufacturing standards, FDATs current good manuf&turing practice 
requirements, or the criteria for NDA approval. Therefon;, the pre-NDA sample of Unithroid 
used as the reference material for Mylan’s ANDA 76- 187 could not constitute an “appropriate 
reference material” as interpreted by FDA. The Mylan ANDA must, therefore, be revoked. 

ACTIONS FtEQUES’I1ED 

We respectfully request that you withdraw approval of ANDA 76-l 87 submitted by 
Mylan Pharmaceuticals, Inc. for a generic Unithroid and request that it provide data based on a 
post-NDA sample of Unitioid. 

I Minutes of Jan. 23,2004 Formal Dispute Res&.ztion Meeting with O&e of New Drugs, 
Sec. C. 1. (Attachment A) 

2 Id. 

3 21 C.F.R. $5320.25 and 320.26. 
4 Id. at $320.25((e)(3). 

5 Containing less than 97 percent and not more than 103 .O percent of levothyroxine sodium 
calculated on the anhydmus basis. See USP O’cial Munographs, p. 1084. 
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STATEMENT  O F  GFKXJNDS 

I. Bac k g r o u n d  

L e v o t h y r o x i n e  s o d i um is the s o d i um salt of the l eyo i s omer of the thyroid h o rmo n e  
thyrox ine (T4). T h y r o i d  h o rmo n e s  affect protein, lipid, a n d  c a r b o h y d r a t e  m e tabolism; growth; 
a n d  d e v e l o pment. T h e y  stim u late the o x y g e n  c o n s umpt i o n  of mos t  cells of the b o d y ,  resulting in 
i n c r e a s e d  e n e r g y  expend i ture a n d  heat production. T h e  h o rmo n e s  p o s s e s s  a  cardiostimulatory 
effect that m a y  b e  the result of a  direct action o n  the heart, 

Orally admin istered levothyrox ine s o d i um h a s  b e +  u s e d  for o v e r  4 0  y e a r s  a s  
r e p l a c ement therapy in cond it ions s u c h  a s  cretinism, r n y x e d ema,  nontox i c goiter, a n d  
hypothyro id i sm. T h e s e  cond it ions are character i zed b y  a  &nin i s hed or a b s e n t  thyroid function. 
T h e y  m a y  result from &nctional deficiency, pr imary atrophy, partial or c ompl e t e  a b s e n c e  of the 
thyroid gland, or the effects of surgery, radiation, or antitI&oid agents. L e v o t h y r o x i n e  is a l so 
u s e d  for r e p l a c ement or s u p p l ementa l  therapy in patients m th s e c o n d a r y  (pituitary) or tertiary 
(hypotha lamic) hypothyro id i sm. In addition, the d r u g  is t.@ e d  to s u p p r e s s  the secret ion of 
thyrotropin in the ma n a g eme n t  of s imple n o n e n d emi c  goiter, c h r ome  l ymphocyt i c  thyroiditis, 
a n d  thyroid cancer. L e v o t h p o x i n e  is a l so u s e d  with antnhyro id a g e n t s  in the treatment of 
thyrotoxicosis to prevent go itrogenes is a n d  hypothyro id i sm. 

c  

II 

T h y r o i d  r e p l a c ement therapy requ ires that the d o s a g e  b e  estab l i shed for e a c h  patient 
individually. T h e  initial d o s e  is typically smal l a n d  is i n c r e a s e d  gradua l ly until a  clinically 
optimal r e s p o n s e  is ach i e ved, thereby the appropr iate d o&g e  m a intenance level is establ ished. 
T h e  initial d o s a g e  a n d  the rate at which  the d o s a g e  m a y  b e  i n c r e a s e d  is d e t e rmined b y  the a g e  
a n d  genera l  phys i ca l  condit ion of the patient a n d  the severity a n d  duration of hypothyro i d 
s ympt oms.  
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FDA rec o g n i z e d  that: 

“lilt is particularly important to i n c r e a se the d o s e  :very gradua l ly in patients with 
m y x e d em a  or card i ovascu l ar d i s e a s e  to prevent precipitation of ang ina, myocard i a l  
infarctioa, or stroke, If a  d r u g  product of lesser p p t e n c y  or bioavailability is substituted 
in the r e g imen  of a  patient wh o  h a s  b e e n  controlled o n  o n e  product, a  subopt imal 
r e s p o n s e  a n d  hypothyro i d i sm cou l d  result. Converse l y, substitution of a  d r u g  product of 
greater p o t e n c y  or bioavaiiability c o u l d  result in toxic manifestations of hyperthyro i d i sm 
s u c h  a s  card i ac pain, palpitations, or card i ac arrhythmias. In patients with c o r o n a r y  heart 
d i sease, e v e n  a  sm aN  increase in the d o s e  of l e v o $ h y r o x i n e  s o d i um m a y  b e  h a z a r d o u s .  * * 
* Be c a u s e  of the risks a s s o c i a t e d  with o v e r  treatn!tent or u n d e r  treatment with 
levothyrox ine s o d i um, it is critical thatpatients h a v e  avai lable to t h em products that are 
cons&tent in p o t e n c y  a n d  bioavaiiability.6 

II. T h e  Approva l  of Oral L e v o t h y r o x i n e  Products 

O n  Augu s t  14,1997, FDA is s u e d  a  F e d e r a l  Register notice calling for the s u bmis s i o n  of 
n ew dr u g  appl ications for levothyrox ine products.7 Be c a u s e  levothyrox ine p r oducts were  

6  6 2  F e d .  Reg. 4 3 5 3 5 , 4 3 5 3 6  (Aug. 14, 1997). 

7  Id. 
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marketed in as many as 11 dosage strengths, which varied, by only 12 pg, FDA recognized that 
variations in the amount of available actrve drug could affect both safety and effectiveness. In 
addition, FDA noted that the drug substance levothyroxine sodium is unstable in the presence of 
light, temperature, air, and humidity. To address these concerns, FDA required fj 505(b)(2) 
applicants to demonstrate that the various dosages they manufactured were dosage form 
equivalent. 

* * * Unless the manufacturingprocess can be carejully and consistently 
controlled, orally administered levothyroxine sod ium products may  not be fully 
potent through the labeIed expiration date, or be of consistent ootencv from lot to 
tot. There is evidence from recalls, adverse drug experience reports, and 
Gpection reports that even when a physician consistently prescribes the s ame 
brand of orally administered levothyroxine sodium, patients may  receive products 
of variable potency at a given dose. Such variations in product potency present 
actual safety and effectiveness concerns. * * * Accordingly, any orally 
administered drug product containing levothyroxine sodium is a new drug under 
section 201(p) of the act (21 U.S.C. 321(p)-) and is subject to the requirements of 
section 505 of the act, Manufacturers who;wish to continue to market orally 
administered levothyroxine sodium produ$ts must submit [new drug] applications 
as required by section 505 of the act and part 3 14 (21 CFR part 314). * * * A 
bioavailability study must be completed and submitted as part of an MIA, 
including a 505(b)(2) application, in order.to evaluate the safety and efficacy of 
these products. 8 

On August 22,2000, FDA approved a NDA under $505(b)(2) for Unithroid. The 
appiication had been submitted to FDA on October 19,1999. JSP was the first company to 
submit the apphcation in response to FDA’s Notice on August 14, 1997. The Agency provided 
that orally administered levothyroxine drug products must be subject to an approved NDA no 
later than August 14,200O because of expressed concern? about stability and potency of existing 
unapproved products.9 Those products could be markete$ only under an approved NDA unless 
FDA granted a specific exemption. That deadline for NDA approval was later extended one year 
until August 14,200l. *o In July 2001, FDA issued a Guidance document stating #at if an 
application for approval of levothyroxine was not pending at FDA on August 14,2001, 
distribution would have to be curtailed on a pro-rata basis.11 JSP’s Unithroid was initially listed 
in the Orange Book as the reference listed drug. Since te$othyroxine was an older DES1 drug, 

8  Id. (emphasis added). 

9  Supra at note 6. Levothyroxine sodium has been marketed for over 40 years and was 
classified as a DES1 product (Drug Efficacy Study Implementation). 

1 0  

1 1  

62 Fed Reg. 24488 (Apr. 26,200O). 

Guidance for lndustty, Levothyroxine Sod ium Products Enforcement of August 14,200l 
Compliance Date and Submission of New Applications, July 2001, p.2-3, 
www.fda.gov/eder/guidance/464’7/fnl.htm. 
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no patent was m-force which precluded generic competition. Therefore, once the NDA was 
approved and listed, a company was free to test samples of the approved Unithroid product and 
seek generic equivalence under an Abbreviated New Drug Application (ANDA). 

IV. FDA Review and Approval of ANRA for Mylan Generic Levothyroxine 

Mylan reportedly filed an ANDA on June 5,200l Seeking to be approved as 
bioequivalent to Unithroid pursuant to $505(j). The ANDA was amended to address FDA 
questions and comments on November 7,2001, November 12,2001, January 18,2002 and April 
19,2002. It was ultimately approved on June 5,2002 in 11 strengths (Attachment B). 

It is uncontested that the samples of Unithroid tested by MyIan were obtained from lots 
manufactured prior to approval of JSP’s NDA on August 22,200O. The record of the Mylan 
ANDA review available on FDA’s website indicated that the FDA reviewers in the Office of 
Generic Drugs (OGD) were aware of the pre-NDA samples that were the basis of Mylan’s 
bioeqtivalency analysis. SpecificalIy, in an e-mail dated December 29,2000, Donald Hare, 
acknowledged the “concern” of Gary Buehler, OGD Dire+tor, of “the formulation of the JS L/T 
tablets that were approved and the formulation of the JS UT tablets that were being marketed 
without an approved application possibly not being the same” (Attachment C). Hare suggested 
that “[a]lthough the formulation of the two L/T tablets ares probably the same I think it will have 
to be checked out.” It was also pointed out that Mylan did three bioequivalence studies but did 
not use the same lot. 

A follow-up e-mail from Mr. Buehler to Mr. Hare dated January 2,2001, stated that 
“[slince there were no clinical trials required for this application, the feeling was that there may 
be some statement made that they have been marketing this same formulation for _ years etc.” 
(Attachment D). The e-mail responded to a reported conversation between Chris Rogers and Mr. 
Hare in which it was suggested that historical data submitted with de JSP NDA could be used to 
answer the question of whether the Mylan NDA used the rorrect formulation in its BE study. 

Finally, in an e-mail dated January 4,2001, Mr. Hwe reported to Mr. Buehler that FDA 
could not find any reference to a pre-approval formulation in JSP’s NDA (Attachment E). 
However, David Lewis called his contact at JSP to confirm that JSP was marketing 
levothyroxine tablets before approval and whether the for$mlation was the same as what was 
approved. An unnamed contact at JSP reportedly indicated that the formulation “had not 
changed from the formulation that was marketed before approval.” Hare stated that “[w]ith this 
information David did not have to ask additional questions to confirm what we hope to be true 
i.e. Mylan had used JS approved formulation in their BE study.” The parties did not evaluate 
whether FDA’s bioequivalency regulations deemed a pre-approval sample to constitute an 
appropriate reference material, 
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V. Use of Pre-Approval Sample by Mylan Could. sot Support ANDA Approval 

FDA has consistently taken the position that the “Code of Federal Regulations requires 
that the reference material should be taken Tom a current batch of a drug product that is the 
subject of an approved new drug application.“lz That legal conclusion is generaily based on the 
Agency’s interpretation of 21 C.F.R. gEj320.25 and 320.26 c‘Guideh.nes for the conduct of an in 
vivo bioavailability study and single dose in vivo bioaviiability study.” Those regulations 
provide that “in vivo bioavailability testing of a drug product shall be in comparison to an 
appropriate reference material unless some other approach is more appropriate for valid scientific 
reasons”1 3 It is provided that “the reference material should be taken from a current batch of a 
drug product that is the subject of an approved new drug application and that contains the same 
active drug ingredient or therapeutic moiety...“14 

FDA has also relied on a requirement that “pharmaceutical equivalence,” in addition to 
bioequivalence, of two drug products must be established m order to obtain Al3 rating between 
the two drug products. 15 According to Dr. Jenkins and FDA lawyers, “pharmaceutical 
equivalence requires, among other things, a demonstration that the test and reference products 
contain the same amount of drug substance and that the Tao products are the same dosage 
form.% FDA bioequivalency regulations define “pharr#aceuticai equivalents” to mean “drug 
products in identical dosage forms that contain identical amounts of the identical active drug 
ingredient .“I 7 

Given this interpretation of what sample constitutes an “appropriate reference material,” 
the pre-approval samples of Unithroid taken from multipie lots cannot support approval of 
Mylan’s ANDA. First, the Unithroid samples were not taken from a current batch of an 
approved drug product. The samples were taken from batches manufactured prior to approval of 
JSP’s NDA. 

Second, the pre-approval batches did not contain identical amounts of the identical active 
drug ingredient. They are, therefore, not pharmaceutical kprivalents, As FDA is well aware, 
levothyroxine is an unstable ingredient that varies dramatically in potency. That is why FDA 
initially requested NDAs for this DESI product. That is also why even the USP manufacturing 
specification includes a range of 97 percent to 103 percent of the active ingredient. JSP adds an 
overage to the 100 percent active target in manufacturmg. While JSP’s formulation is more 
stable than its competitors, each lot of the drug varies in the level of potency at time of release, 
and those levels decline over time. Until JSP’s NDA was reviewed, and its manufacturing 
establishment was inspected thoroughly, FDA could not Verify that a reference material used in 
Mylan’s application was “appropriate” and “pharmaceut&lly equivalent” for purposes of 

F 

12 Letter from Dr. David G. Orloff, M.D. to JSP dated May 13,2003 refusing to tile JSP’s 
supplement ‘to its NDA seeking bioequivalenci to Synthroid (Attachment F). 

Ic 
13 Id. at 320.25(c) and 320.26(a). 

14 Id at #320.25(e)(3). 

15 Supra note 1. 

16 Id. at 2, section p. C. 1. 

17 §32O.l(c). 
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determining bioequivalence and bioavailability. It was  an impermissible short cut for personnel 
in OGD  to ignore the bioequivalency regulations, or be tmaware of them, and to s imply call a 
contact at JSP to a s k  whether3SP’s  formulation had changed. 

Finally, it would constitute the v e r y  definition uf illegal “arbitrary” action b y  FDA to 
continue to honor Mylan’s  ANDA approval based on preiapproval Unithroid, but refuse to file 
HP’s  application based on a pre-approval sample of Synthroid. It is not sufticient to 
differentiate Synthroid from Unithroid, in light of these regulations, b y  arguing that pre-approval 
lots of Synthroid ma y  have contained a greater overage irj the active ingredient. The scientific 
truth is that all levothyroxine degrades and that a s  long,as; the samples tested approximate the 
potency of the reference drug, the respective products oar$ot be distinguished based on overage. 

Unless FDA withdraws Mylan’s  ANDA approval and treats the pre-approval samples of 
Unithroid and Synthroid in a consistent manner, FDA’s  action is b y  defmition “arbitrary, 
capricious, an abuse of discretion, and not in accordance with the law,” in violation of the 
Administrative Procedure Act.18 The decision to approve the Mylan application when OGD  
realized its data was  based on pre-approval samples of Umthroid was  plainly wrong on the 
merits. It constituted improper ad hoc decision-making for OGD  to resolve this issue b y  calling 
JSP to “confirm what we hope to be true,“or b y  not applying the bioequivlence requirements to 
Myian, while applying them to JSP, The DC. Circuit recently reiterated that “the core concern 
underlying the prohibition of arbitrary or capricious age&y action is that agency ‘ad hocery’ is 
impennissibIe.“l9 

VI. Mylan ANDA should be W ithdrawn 

The criteria requiring withdrawal of an approved ANDA are included in 21 C.F.R. 9 150. 
Among  those criteria is a situation in which “the applicant has failed to submit bioavailability or 
bioequivalence data required under part 320 of this chapter.“20 As  noted above, $0 320.25 and 
320.26 have been interpreted to require a reference material taken from a post-approval batch of 
Unithroid. 

c 

c 
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The procedure used to notify Mylan of FDA’s  decision in this matter is included in 
$3 14.151. It includes published notice and an opportunity to c omment  or request a hearing. 
W ithdrawal of the Mylan ANDA until the proper post-approval reference sample can be tested 
will achieve FDA’s  interest in consistent non-arbitrary decision-making. It will also establish the 
precedent that post-approval batches constitute the appropriate reference material for future 
NDA and ANDA review. 

18 5 U.S.C. $706(a)(2). 

19 Ramap r a k a s h  v. Federal Aviation Administrationp 3 4 6  F.3d 1121,113O (D.C. Cir. 
2003)(quoting Pacific N. K Newspa p e r  Guild Loca l 8 2  v, NLRB, 877 F.2d 998, 1003 
(DC. Cir. 1989)). 

20 2 1 C.F.R. $3 14,150(b)(5). 
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VII. Conclusion 

Scientific standards for ensuring potency and stab{lity and, therefore, safety and efficacy, 
for the labeled uses of levothyroxine sodium  products, as well as the legal requirem ents for 
ensuring that a generic drug is the sam e as a reference listed drug, require that FDA  immediately 
withdraw approval of the Mylan ANDA for levothyroxine until Mylan can provide a legally 
sufficient bioequivalency study based on a pharm aceuticaily equivalent post-approval sam ple of 
Unithroid. 

ENVIRONMENTAL  IMPACT  

25.31. 
This petition is entitled to categorical exclusion under 21 C.F.R. $5 25.30 and 

ECONOMIC IMPACT  

Inform ation regarding econom ic impact will be subm itted on request. 
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CERTWICATIQN 

The undersigned certifies, that, to the best lcpowledge and belief of the 
ludes all information and vim& on which the petition relies, and 
data and information known to the petitioner, which are 

Suite 1100 East Tower 
Washington, DC. 20005 
(202) 414-9243 
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MEET ING DATEi  January 23,2004 
!i-llM E : 8:30 % m  to lo:00 am  
LOCATION: Rockwalt Room 1033,515 Security Lane, RockviUe, M ID 
APPLICATION: NDA 2 2-21 O&003; Unit IwA@B (tevothymxi n o  sod i um tablets, USP) 
TYPE  OF  lWElI T lN& Farmal Dispute Solution (I&fuse-to-File Appeal) 
MEET ING CHAIIIR: John K. Jenkins, M .D. 
ME&T ING FUCCORDEIR: J ames  T. Cross, M S . 
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jVamrt of FDA Atr 

Robert Meyer, M .D. 1 Dinxtor 
‘I 

r.- Ph.D. 
1 Dhctor 

T e am Leader 

I J ames  Cross, M .D. 

EXTERNAL  CONSTI TUENT AT TENDEES AND Tl’l’LES: 
&&maI  Attenda m  ,j #nonsor@ irm  Name  

harmaceuticals Jerom e  Sttinlauf 
Ronald Steidauf 
Jake Thiessen, Ph.D. 

I P resident 
1 Vice P resident 

1 Jwornb-Stevenss 

1 W ihn Schultz, Esq. J Partnor 

DACKGRtXJND: 
NDA 21-21W5-003, submitted March 26,2003, for Unithroid (1evothyroxinc sod i um tablets, 
USP) proposed to establish that Unithroid is comparable (i& therapc@al l y  equivalent) to 
Synthroid (levothyroxlne sodium, USP) manufactured by Abbott Laboratories. Th is supplemental 
NDA requested M  “AB” rating in FDA ’s Approved Dmg  Pkodiccts with Therapeutic Equivalence 
Evalaratiolrs (refkrred tc as the ‘Qrange Bock ’“). 
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In a letter dated May I3,2003, the Division of Metabolic,& Ek&crine Drug Products r&scd to 
file (RTF) the supplemental appiication under 21 CFR 32O.?$(e)(3), because the Synthroid 
reference material (Lot # 0000339726) wa% not the subject Of an approved new drug application. 
BP’s response, dated May 23,2003, requested a meeting &d ;ippealed the RTF decision to the 
Office of Dmg Evaluation II (ODE II). Submissions to FIU’s-Office of Chief Counsel dated June 
30, Juty 23 and 25,2003, were ako received and consid%r%d in the ODE II’s October 3,2003, 
wmpandcnce, whioh upheld the Division’s RTF decision. 

On November 20,2003, JSP requesti recansideration by the OND lmtnedlate Offkc of the 
Division’s RTF de&ion and rhe subsequmt affirmation by ~OKHXL Tn response, the OND 
immeckte office @ND-TO) granted today’s meeting with @P in a ietkr December 19.2003. A 
background pa&age was submitted January 20,2004, received January 21,2004, for today’s 
meeting. 

MEETING 0mcTIvEs: 
1. For JSP to present their evidence and rationale as to why the Agency’s refuse-to-file (RTF) 

action was incorrect, 
2. For FDA to bet&r understand the sponsor’s views regarding the issues in dispute prior to 

making a decision on the Formai Dispute Resofutioa 
II DISCUSSKB’Y POINTS: 

Asker Introductions, the Offie of New Dnrgs (OND) explained that the OfIke of Medical Policy, 
to tiich JSP had directed the November 20,2003, meeting,reqiuant, was not the deciding o&e 
for appeals of a refkse-to-file (RTF) action. OND is the decjding office. Om also no&d that no 
decisions would be made on the Formal Dispute ‘Resolution Request (FDRR) at the meeting. OND 
stated that, following the meeting, it will consult internally on the scientific, regulatory, and legal 
issues prior to reaching a decision on the FDRR. That de&on will then be communicated to the 
sponsor in a lettsr. 

CI 

LI 

1. 

I 

Two presentions, one scientific and;>ne regulatory, were given by Jerome Stevens 
Pharmaceuticals, Inc, to explain why the company believe&at the bency’s decision to RTF the 
application was incorrect. Foliowing the prssentations, a &cussicm of tho issues related m the 

. RTF decision and the request for dispute resolution was hctd between JSP and FDA staff. A brief 
summary of some of those issues is captured beLow. 

A. ScientifSc Presentation OIB Unithroid 
JSF affiied that tabkts from a marketed pro-approval bath of Synthrvid were used as the 
reference material for their bioequivalente study. Dr. l’hi&sen’s presentation addressed three 
scientific issues regarding the RTF decision related to the we of pre-approvaf Synthroid: (1) 
diffennces b&ween pm- and post- approval Synthroid, @ I ~cvothyroxine average, and (3) 
dcgradants. Slides of this present&ion arc appended for reference. 

IS. Re@a~wj+/L&gal Frcseatatton orx Unithroid 
The purpose of this presemation, wording to JSP, was two-fold: (1) to provide an understanding 
of the basis for the r27F decision and (2) txptain why the ldfcrcnce mat&al used by ISP in their 
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bioequivaleace trial should be considered ac~ptabte. Slides of this presentation are appended for 
rcfmce. 

1. A3  Rating: Fol lowing the two presentations, the Age n c y  stated that pharmaceutical equiva lence 
and bioequivalcnce of two drug p r o&& must  be tstabIii8d to in order to obtain an AB  rating 
between those two drug products. Pharmaccut icaI equivalerrce requires, amon g  other things, a 
demonstration that the test and reference products con&in the &ne  amount of drug substance and 
that the two products are the s ame  dosage form. T h e  Age q y  noted that the pm-approval batches of 
Synthroid WCI~G released with a stability overage and that ththfs werage draws into cpes&io~ whether 
the two products are pharmac~uti~&l equivalents. On behalf of the sponsor, Dr. ‘TKes s e n  responded 
that bioequivalencc is a test of dosage form performance a @  that potency correction can account 
for overage provided that the two products are within the sa+‘rangc of potency. He  also noted that 
at the tim e  of use in the b ioequ ivaknce study that the t a b&%$ of pragpproval Syntko id were 
assayed and contained an atnouttt of drug substance very cl@ e  to the labeled dose. He  conc luded 
that the resuits of the bioequivalence test were therefore inf$Wative for h ow Unithroid would 
perform in compar ison to tablsts from a post apprcwaf batch of.Syntbroid, which do not contain a 
stability overage. 

2. Degmdatba/Overage: T h e  Agen c y  noted that the spoyor was using the faof that 
levothyroxine degrades over tim e  a6 B  substitute for u&g @mnaceutioal ly ecpivaltnt products in 
the bioequivaIence assay. T h e  Age n c y  noted that stabilit$ iverages are not al lowed for any of the 
approved levothyroxine products. T h e  Age n c y  r&rated t&it formulations of new drugs are 
defined not s imply b y  the list of ingredients, but also b y  the amount of the drug substance in the 
product. T h e  Age n c y  has c o n c h&d that because of the pr&ence of a stabiiity overage pre- 
approvakand post-approval Syntkoid tablets are not pharmaceutical ly equivalent. JSP countered 
that FDA did not reqtih’e a bridging study between prc-approval and post-approval Synthrvid and 
that the Age n c y  did nor wquitw es-titration of patients who  had j~eviously been treated with pre- 
approval Synthroid once Synthroid was  approved. JSP also noted that the agency bad granted an 
AB  rating tu My i a n  Pharmaceut ica ls’ ANDA levothyroxine product baaed gn a ooqparison to pre- 
approval Unitiid. JSP argued that thii suggested that a pfe-approval product could be used to 
5uppottmABrating. 

3. Trial Design: T h e  Agency asked the sponsor to specify what i ssues . JSP had sought input on 
f&n FDA when  designing their bioequivalenoc trial, JSSP wd #bat they h a d  rweivcd gtmural 
gu idance regarding study design .but that they had not subt@ ted a d eWe d  protocol to the Age n c y  
for review. T h e  Agency specifically a sked if JSP had ever! contacted the Agency about what 
constituted an appropriate Fefertnoe mat&at, i.e., whcther#e-a*val product would be 
oons ideced an appropriate refmce material. In response,, JSP stated that it never sought FDA 
input on what would be an appropriate reface produot. JSP statnd that their decision to use 
tablets f?orn a pre-apprwal bat& of Synthroid for the bloe@va i i n c e  study was  based on the fact 
that they were atnablc to purchase Synt h&d tablets fmm ai pos%wprova l  batch. JSP felt that they 
could not wnthw to wait until Synthroid tablets f k om a p+approvai tratoh were coxunercktlly 
available. JSP also s t a%d that they a s s umed  that tablets from a pr+appmval batch would be 
acceptabk s ince the Age n c y  did not ma k e  any public@ a t em c n@  that ted the firm  to believe that 
their sekction of pre-approval product wouId be unacctpti;ble a s  a rcfcrence. 
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4. Regulatwy Requ imxwmts fw Estobl’rrhioag BhmqaSsraleaw: 
l The Agcwy and the sponsor discussed the s p c&@ cixatians from  the Code of Fedcrai 

Regulations that had been cited by the Agency as j,i&ka&n for its R T F  decisivn as well 
as other applicable regulativns and Agency g u i&mce :tiurnen& as they relate to the issue of 
the selection of an appropriate rcfkrenca materia1. 3Sp argued tkat, as written, tie 
regulations aflowed for Agency fl exibifity in dctermki n g  an appropriate reference mat&al 
and argued that they had provided adeqwtc scientific data to support their v iew that the pre- 
approval Synthrod was an approprisr reference mat#ial. 

c 

L 

Tht Agency concluded tht meeting with a rem inder tv the s#~or thax they should not have 
inmdutid new data during the meeting. The Agency noted hat, as de&id in the guidance for 
industry entitted, F a rmd Metings With Sponsors and Appl i@s for IVUFA Products, no new 
inform&io n  should be submitted as part of the reconsider&ion request or apptat. Lastly, the 
Agency stm d  that a response to the request for forma l  dispFte’resvh&ion would lkely take more 
than 30 days f&m the meeting date since the Office of Chief Counsel was being solkited for 
input. 

L 

The Agency stated that, according to our prvcodures, a r eSpQnsS to the requesr for forma l  dispute 
resolution would be tivmpleted within 30 days from  the meeting date unless consuitation with the 
0ff1ca of Chief Counsel was rtevessary~ in which case ad~$inal tim e  ma y  be reqtind. The 
Agency noted that given the issuas raised by the sponsor in Lt FDRR it was likely that OCC 
consultation would be required prior to a final decision. 

I 

LI 

DECISIONS (AGRESMENTS)  RBACWED:  
The Agency statad that it will respvnd to the request for forma l  dispute resoIutivn &ted 
November 20,2003, afker the Offke vfNaw Drugs has ccnijzred with tbe Offios of C&f 
Counsel. 
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