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Just to let 9OU know that DUP update for 18wthyratiaa hia been 
reviewed. There are np irsuea es far a8 the acceptability of the updated 
CMC iafo~tioa. The Ffm did manufacture the DS 

- as described in the DHP. We intend ta deal the dissolution issues 
that came with it with the drug product manufacturers throug& : 
mA/supplcment review8 (uhea aa individual f inn usal the DS of - ' 

---a* Otis problem wfth the DN? bolder wee thet HDA holders 
have not been notified of the changer dercrlbod in the DWr update. We 
will drift a letter to ark the DMP bolder that the drug product 
manufacturers should bo informed of eny changea ASAP SO that : 
amendmcats/oupplcments can be submitted. tat me know if you have u5y 
pertion. If you want a,copy of the rwiw, pleare contact David Lowi + 
or you caa wait for the DMP and review ta be sent back to the docuamnt 
roam. 
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TELEFAX qbA- 

_. PHONE: ?ND~- 82&S? 54 1 f 
ISM 

. 
FROM: iI4tudaLt * *- 

Food and Dmg Adminisntioa __ - -- 
Division of New Drug Chemistry II 1 
5600 Fien hne, HFD-820 

J 6.. 
,.- 

Rochille, Marylard 208574706 
. . FAX: (3Ol)827-0878 

PHONE: (301)827442Ol3ATE: . . 

PAGES: (bclucive) 
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PAGE(S) HAVE BEEN 
REDACTED IN FULL 
FROM THIS DOCUMENT 

Reason: 
d (4) Confidential Commercial Information 

46 (4) Trade Secret Information 

b(5) Deliberative Process; Attorney- Client and 
- Attorney Work Product Privileges 

- 
. -- 

b(6) Peqsonai Privacy 

b(7) Law Enforcement Records 
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NDA 76187 

Levothyroxine Sodium 
Tablets USP 

O.O25mg, O.O5mg, O.O75mg, 
O.O88mg, 0. lmg, O.l22mg, 
O.l25mg, O.l5mg, O.l75mg, 
0.2mg and 0.3mg 

Mylan Pharmaceuticals 

Approval Date: June 5,2002 

Patent / Exclusivity 
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Active Ingredient Detail Record Search Page 1 of4 

Search resuks from the “Rx” tablr for query on “021210.” 

Active Ingredient: LEVOTHYROX3NESODlUM 
DosagcFonqRoute: :. . Tabkt$hd 
Proprietary Name: -: UNXTHROID 
Applicant: . -- - STEVENS J 
strength: 0.025MG 
Application Numb 021210 
Product Number: 001 
Approval Date: Allg 21,2ooo 
Iwenmce fisted Drug NO 

Iw0Tc/D1ScN: Rx 
TE Code: 
Patent and Exchkvity Info for this product: Click Here 

ActiveIngredient: LEVOTHYROXlNE SODIUM 
. Dosage Form;Routt: Tablet; oral . 

Proprietary Name: UNITHROlD 
AppIiClUlt: STEVENS J 
strength: O.O!%lG 

,I; 

r *- ,a ., 
,,: .:.’ A; Applimzion Number: 021210 

., . ,, 002 . ..., ,. ..' Product Numbef~ 
Approval Date: Allg21,2000 
RekmceListedDNg No 
RX/OTC/DISCN: Rx’ 
TE code: 
Patent and Exclusivity Info kr this product: Click m 

Active Injpxbt: LEVOTHYROXINE SODIUM 
Dosage FormRoute: Tablet; Oral 
Pr~prietaryName: UNITHROID 
Appfi-: - -'- - _ STEVENS J 

Strength: 0.075MG 
ApplicaiionNum~ :‘.- . 021210 , 
Product Numb& - - - 003 
&prod Date: Aug21,2000 
Reference Listed z)rug No 
woTcmScN: Rx 
TE Code: 
Patext and Exclusivity Info for this product: Cm 

Active Ingrcditnt: LEVOTHXROZUNE SODIUM 

hup://www.accessdatafdagov/scriptslcder/ob...ttempaidet.cfin?Appl-N~2121O&TABLEI=R 6i7/01 

0462 



Dosage FonqRoute: Tablet; Oral 
Proprietary Name: UMTHEtOJD 
Applicant: STEVENS J 
StEZlgth 0.088MG 
ApplicationNumber: :- . ’ 021210 
Product Number. .y 004 
ApprovalDate: -. Aug 21,200o 
Refhnw Listed Drug No 
RX/OTC/DISCN: Rx ’ 
TE Code: 
Pateut and Exclusivity Info for tbis product: $Zlick Hq 

Active Ingredient: LEVOTHYROXINE SODIUM 
Dosage ForqRoute: Table Oral 
Proprietaly Name: UNlTHROID 
Applicant: STEVENS J 
Streagth: O.lMG 
ApplicationNLmlk’ 021210 
Product Numberz 005 
Approval Date: Aug 21,2ooo 
RefemKzListtdhg No 
RX/OTc/DISCN: Rx 
TE code: 
Patens and Exchivity I&o for this product: Click Herq 

Active lngredkd: IJWOTHYROXINESODTUM 
Dosage Form;Route: Table Oral 
tipMary Name: UNITHROID 
Applicant: STEVENS J 
strength: 0.112.h!fG 
,q~plic4on Number: 021210 
Product Number 
ApprovalDate:’ .’ .- . . Aug21,2ooo 
Refaw Ustedx)Ng r No 
IWOTCIDISCN: - .- Rx * 
TECodt: - - - 
Petat and Exclusivity MO for this product: a& Hap 

Active hgredht: LEVOTEZYROXNE SODIUM 
Dosage Fcrm;Route: Tablet; OlaI 

~Roprierary Name: UNITHROID 
Applicant: STEVENS J 

0463 
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Actwe hgrdent &taU Kecord Search Page 3 of4 

strength: 0.12SMG 
application Number: 021210 
Product Number 007 
Approval Date: 1 Aug21,2ooo 
Refcrene Listed Drug’ ; * No 
Rw0TcYD1scN: .__ _ -: Rx 
TE Code: 
Patent and ExclusiviQ Mb for this pm&t: Click Htq 

. 
Active Ingredient: LEVOTHYROXINE SODXUM 
Dosage FomqRoute: Tablet; Omi 
Proprietary Name:. lJNITHROI0 
Applicant: STEVENS J 

’ strength: 0.15MG 
Application Number 021210 
Product Number 00% 
Approvaf Date: AlJg21,2000 
Refece Listed Drug No 
TWOTCXXSCN: Rx 
TE Code: 
Patent and Exckivity Info for this product: Click Hcrq 

: LEVOTHYROXINE SODIUM ; ActiveIngredient: 
Dosage FoqRoute: Tablet; Oral 
Proprietaq Name: UNITHROID 
Applicant: STEVENS J 
StEIgth: 0.175MG 
Application Number: . 021210 
Product Number: 009 
Approval Date: Aug21,2000 
Ref~ence Listed Drug No 
IwoTc/DIscN: Rx 
TECode: ..- . 
Patent and Exclusivity Info for this product: Qick Herd 

Acrivehqdient: -. _ -. 
Dosap FopRoute; 
Propriw Name: 
Applicant: 
Stnngth: 
Appb.ti~n Number 
Product Number: 

LEVOTHYRkNE SODIUM 
Tablet; Oral 
UNITHROID , 
STEVENS J 
0.2MG 
021210 
OX0 
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Actwe lngmbent Det& &cord Sea1c31 Page4of4 

Approval Date: Aug 21,200o 
ReferenceListedDnlg No 
Rx/OTC/DISCN: - Rx 
TE code: 
Patent and Exclusivity 20 for this product: Click Hczq 

Active Ingredient: q - -’ LEVOTHYROXl3ESODIUM 
Dosage Form$oti Tablet; Oral 
Proprietary Name: UNITHROID 
AppliC4Klt: STWENS J 
StlUlgth: 0.3MG 
Apphation Number 021210 
ProductNumb= 011 
Approval Date: Allg 21,2ooo 
IbdkrenccListdDrug YeS 
IWOTC!IXScN: Rx 
IEcode: 
patent and IExclusivity MO for this product: ctick Hem 

i 
.j p- 
I4 - . .‘. -. __’ ‘: . :* .: . . : .,_ J’ Thank you for searching the Electronic Orange Book! 

l&urn to Electt~nic m Book Home P~RQ 



Acuve Lngreurent XXCCh I. ragelot 
\ 

Ative lngmdkrtt Search Results from “Rx” tabk for query on “kvothyroxine.” 

1 

02121-• 
t 

,- .’ 921210 L NC I- 

Thmk you for eeemhing the Ebctronk Onn#p Book 

Return to Electronic Oranaa Book Home Paaq 

:- . 



Patent and ExcJusJvJty Search Results from query on 021210 011. 

Patent Data - ’ 

There are no mex&ed patents for this product in the Orange Book Database. 

[Note: Title I of the&l Amendments does not apply to dnrg products submitted or 
approved under the former Section 507 of the Federal Food, Drug and Cosmetic Act 
(antibiotic products). Drug products of this category will not have patents listed.] 

. 
Exclusivity Data 

There is no unexpired exclusivity for this product. 

Thank you for searching tJw Electrontc Orange Book 

to Ebctronlc Oranae Book Hams Page 

’ . 
. 

.$ 

http://www.accessdalafdagov/s..fpatcxcl.c~?App~_No=02121OBrProduct_No301 1 &tablel=R 7/2/01 
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Patent Data 4, 
2. - 

Them are no unex~ prtents for this product In the Onngo Book Database. 

[N&8: T&3 I of *ii 1984 Amendments does not apply to drug pr0ducts submitted or 
approved under the former Section 507 of the Federal Food, Drug and Cosmetic Act 

. Drug prc+~cts of@ c+agory willa 

Exc!uslvlty Data 

There b no unoxphd ~xclusMty fW thb product 

:.. , 
. 

. 

. . 

. 
. 

s  .  
.  .  
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. 
on 321210.” Lkrrc_h _ 

Active@redi~ - LEWTHYROXlNE SODlUh4 
DosageForm;R6ute: -= - Table oral 
ProprietaryNam~,~ -7 - UNlTHROID 
Applicant: STEVENS J 

Strength: 0.025MG. 
ApplicationNumb= . 021210 
Product Numba: 001 
Approval Date: AU021,2000 
Refkrcnce Listed Dnq: No 
RXOTCIDISCN: Rx 
TE code: BX 
patent and ExclusivitY rnfb for this product c&km 

Active Jngdht: LEVOTHYROXNESODIUM 
Dosage Fom;Route: Tablet; Oral 
PXOpiCtWN- UNITHROID 
AppliCaUt STEVENSJ 

Strensth: O.Om4G 
.--. > I “. 021210 r: . application Numbez 

QOdUCtNUUlk 002 
&7provalDdc: AUG 21,200O 

.- iMimmceMW No 
WOTtYDIScN: Rx 
TEC& BX 
patent ad Exclusivity MO far this pduct Click Has 

Active Ingredient: LEVOTHYROXINESODNM 
Dosage Form;Rorrte: Tab@ Oral 
ProprietayN-_. -0ID 
AppliClW STEVENS’J 
Strength: c 0.075MG 
Ap~iicatiwN~&~ -a- . 021210 
ProductNumber -’ . 003 
Approval Date: AUG2L2000 -’ -_ 
Refnmcc Listed Dmg No 
RYUOTQDIISCN: Rx 
TEcode: BX 

Active IngredienC LEVOTHYROxINESODlUM 

htrp~~9ccesPdatafdagov/saiptslcdcrl..~~~c~?A~i~N~12lOBtTABLEl=R 4/25/02 
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D o s a g e  Fo I . i n$ow :  l T a b l e t; O m l 
Ropic tary  N a m e  lJNTlXRO lD 
Appl icant :  - s T E v E N s  J 
S trength:  -r 0 .0 8 8 M G  . -  
A p p i i W i o n N u m b e r : ; . 0 2 1 2 1 0  
p r o d u c t N u m b a : % - - - -  0 0 4  
A p p r o v a l D a te : A U G  2 1 ,2 0 0 Q  
R e facncc L i a d D q : N o  
W O T C IDIS C N : JRX  
T E C O d C : B X  
P a te n t a n d  Exc lu@ ity In fo  fo r  th is  p r a b tz Click ., _ - _  
Ac tive  lngrediu l t :  L E V O T H Y R O X I N E S O D IUM 
D o s a g e  F o r m ;Route:  T a b l e t; O ra l  
P rop r i e ta ry  N a m e  U N X H R O l D  
Appl icant :  S T E V E N S J  

S tn n e th : O .lM G  
App l i ca t i onNmbec  0 2 1 2 1 0  
P r o d u c t N u m b =  0 0 5  
App rova l l 3a te : A U 0  2 1 ,2 0 0 O  

,_  R e fmnceL is@ d D r u g . N o  
l?x/oTc/DIscN: Rx 
T E C O d C  8 X  
nitat a n d  Exclwivity M O  fo r  th is  p r o d a c t: C & k  H a ,s _  

* Ac tive In g r e d i e n t: L E v o T H Y R o x INE S O D IUM 
D o s a g c F o m R m tc: . T a b l e t; O m l 

W ctaryN-  U N l T H R O ID 
App l iCWl tZ  . s l l?vENSJ 

S - W  . O .ln M ~  
A p @ a tio n N ~ x n b =  0 2 1 2 1 0  
P r o d u c tNumk - -  .. 0 0 6  
A p p r o v a l  D a te : A U G  2 1 ,2 0 0 O  
R e f~ e L iste d D N g : .y- N o  

l 

R X IO T C /DIScN : -.- Rx 
? E  c o d e : B X  
P a te n t a n d  Exclusivity In fo  fo r  th is  p r o d u c t: Click H m  --  _ . 

Ac tive  In g r e d i e n t: L E V o l H Y R O Y U N E  S O D IUM 
D o s a g c F o m q R o u te : T a b l e t; O ra l  
p rop r i e ta ry  N a m e  U N ITHRO ID 
App l ican t  S T E V E N S  J 

’ I ---. 
i. 

f; 
-  -  

! 
,. -  
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strength: . 0.125MG - 
ApplhtionNumhuz 021210 
ProductNum~ - 007’ 
ApprovalD-: 7. . AUG 21,2000 
RefcrcnceLtistedf)rugj . No 
R.x/oTc/DlscN:’ --- Rx 
TECOdC: BX 
Patent and Exclusivity Info for this pro&t Click Here 

_. 

Active lugredicnt: LEVOTHYROXINESODKJM 
hag, Fonn;Route: TabSet; Oral 
~plrietaryN~ UNTIHROlD 
Applicant: STEVENS J 
3-G 0.15MG 
ApplicationNumber: 021210 
ProductNumhcrz 008 
ApprovslDate: AUG21,2000 
RcferenceListcdDnlg: NO 
RX/OTClDISCN Rx 
TE code: BX 
Patent andEx&siv& Wo forti product click I&n 

&tive IIlgruht LEVOTWROXlNESODIUM 
hagtFcmn$mte Tablet; Oral 

- PropriccaryN~ UNITHROID 
Applicant: STEVENS J 
SQ=@ 0.175Mcj 
Ap~liWionNum~ 021210 
ProductNinnk ow 
Appmvalbte: AUG 21,200O 
ReikmceListcdC)Ng: .No 
Rx/opYDlscNz - . Rx. 
TEcuk BX 
pasent and ExchsiYity Iris0 for this pdw mHen 

A~~eut: -. LEvOTHYROXINE SODIUM 
Dosage Form$mte: TablctzOml 
Proprietaxy Name UNITHROlD 

. . . 
.- 

Applicaat: STEVENS J 
Streneth: 02MG 
Ap~licationNumk 021210 
ProductNumk 010 

. 
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AppwalDate: ’ AUG 21,200O 
Reference Listed Dy: No 
Rx/oTcmscN: Rx 
TEcode: ?I- BX 
Patent and Exclusivit@fo for this product: Click Herq 

Active Ingredient: LEvoTHYRoxINEsoDluM 
Dosage FonqRoute: Table Oral 
Propridaiy Name * UNrIHRoID 
Applicant: slEvENs J 
Sttengtk 03MG 
Application Numk 021210 
ProductNumb= 011 
Approval Date: AUg 21.2000 
RcfkmccListedm: YCS 
RWOTWXSCN: Rx 
lzcodc: BX 
Patent and Exchsivity Info for this p&duct Click &g 

. . Thank you for searching the Elwtronic Orange Book 
. _ Return to Ekctronic SPagr 

. 

- 

c 
-. 

. . _ 
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NDA 76187 

Levothyroxine Sodium 
Tablets USP 

O.O25mg, O.O5mg, O.O75mg, 
O.O88mg, 0. lmg, O.l22mg, 
O.l25mg, O.l5mg, O.l75mg, 
0.2mg and 0.3mg 

Mylan Pharmaceuticals 

Approval Date: June 5,2002 

Div Docket Memos 

0474 



? 

MEMORANIGM 
Y - a. _-- 

DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 

FOOD AND DRUG ADMINISTR4TION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

DATE: June 5,2002 

FROM: 

office of Genuic Drugs 
Center for Drug Evaluation and &search 

SUBJECT: Approval of ANDA 76187 
LcvothyroxiIlc sodium Tablets 
Mylan Pharmaceuticals, Inc. i. i. 

r; 
. - 

TO: Docket # 02P-O135/PSAl 1 
ANDA 76-187 File ,- - 

Jerome Stcvcns Pharmaceuticals Inc. (Jerome) submitted a Petition for a Stay of Action, No. 
.‘02P-0135/PSAl, dated March 26,2002, and filed by the Agency on March 28,2002. The petition 
requests that FDA immcdiattly and indefinitely stay (1) all grants of drug prc-market authority 
that were based on New,Drug Applications (NDAS) or Abbreviated New Drug Applications 
(ANDAS) that used, relied on, or were based on Jerome’s confidential and trade secret 
m.anufacturing information for orally-administered lcvothyroxine sodium (LS) arid (2) all 
pending and prospective NDAs and ANDAs that use, rely on, or are based on Jerome’s 
confidential and trade secret manufacturing information for orally-administcrcd IS. Jerome 
claimed in a Notice of Claims Pursuant to the Federal Tort Claims Act dated Match 26,2002 
(Notice) that certain information that had been posted on the FDA’s website 
ihttp i //www. fda .qov/cder/) on Auguk 22,2OOO, regarding Jerome’s NDA 21-210 for 
LS was confickntial 3nd t&e secret information 

The Office of Generic L&s has reviewed Mylan Pharmaceuticals, Inc. (Mylan)‘s ANJIA 76 
187, submitted on June 5; 2001, and has detmnined that the Mylari ANDA did not use or rely on, 
and was not based on Jerome’s allegedly confidential information. This determination is based on 
the fact that the batches Mylan used to support its ANDA were manufac$urcd prior to the posting 
on the agency’s wcbsite of the approval materials Corn Jerome’s NDA for L& ’ 

0475 - *. . 



cc: ANDA 76-187 
Docket/# -02P-0135/PSA1 
Division File 
C. Parise, HFD-600 ' 
D. Katz, GCF-1 
K. Schifter, GCF-1 
L. Ldhwcw& Gee/ 

v:\firmBam\mylan\76187mem2fin.doc 

. . 

. 

. 

. 

0476 

. . , 
- 



Food l d Drug Admlnlstratlon 
Centw for Dnq Evaluation mnd Rosrorch 

RocirvW,MD 208S7 
=. - .- 

. 
DATE: June 5.2002 

PROM La- X. Yu, Ph. D. 
Deputy Director for Science (Actg.) 

d 
, m&  

Office of Gcncric Drugs 
Center for Drug Evaluation and Research 

ho- 
SUBJECT: Approhl of ANDA 76-187 

MylanP-caIahc 
Lcvotbyroxine Sodium Tablets -‘f * 

c. 
To: The ANDA file for ANDA 76-187 J 

- - 
.- - 

.- . . :- Bnckground 

l The Division of Bioquivakncc, Office of Generic Drugs (OGD) has concluded that the 
Mylan ANDA 76-187, lcvothyroxinc sodium tablets, meets the FDA’s current 
bioequivakncc criteria for AUC and Cmax (9O?h confidence interval with the limits of 
80-125 based on log transformed data). The bioequivalence crittia are calculated using 

, data that is not baseline con-e&d based upon current agency policy regarding this 
specific drug product. This policy is outlined in the Guidance to InduStry Guidance/or 
Industry, kvothyroxinc Sodium Tablets - In ?+o Phannacokinetic and BioavaiiabiIity 
Studies andIn Vitro Dissolution Testing issued Deounber 2000. The bioequivalence 
study submitted in MyIan’s ANDA was found to be acceptable on December 3 X,2001. 

On May 08,2obz, Abbott Laboratories (Abbott) wrote to the FDA to request a meeting, 
and contended thatbioavailability parameters calculated from basebne uncorrected data 
is much less sensi$e to changes in bioavaikbility than is the case for bioquivalenct 
assessm~t of nonendogenous compounds for which baseline data are essentially zero. 
Abbott contends that baseline cotrection should be considered for levothyrcxine sodium 
drug products. Abbott proposed two altema!ive baseline correctionInetbods on 
calculation of phamacokinetic pafamed. The FDA’s current policy for levoth~xine 
sodium drug products is to not correct baseline in the bioquivalence detexmination. 

0477 - : 
l 

.- I 



Approval of mm 7&187 
Mylan Phmnceutjcds Inc.’ 
Lcvotbyroxiae Sodim~ Tablets 

Althoughihese two akmative methods set forth by Abbott are not validated or accepted . 
regulatory nwthods, OGD applied them to Mylan ANDA 76-187 to address the isst~es 
raised by Abbott 

r- 
Method;;‘ --- ‘- 

Pharmacokinet$/StatWkaI Analysis of Abbott’s Proposed Methods 

CAL JwALYsls, . 

AUC(o-rl&rs), Cmax and log transformed AUC(O48hrs), and Cxn~x were analyzed by 
Analysis of Variance (ANOVA) with efkts for treatments, sequence of dosing, subjects 
within sequence, and study period in the statistical model 

The two one-sided hypotheses at the a=O.OS level of significance were tested for AUC(@ 
48hrs) and Cmax in original scale and a& log transformation, by constructing the 90% 
confidence intervals for the differences between the test and the reference least squares 
means, and were reported relative to the reference means. 

VP;, 
-. 
l 

- - 
These AUC(O48hrs) and Cmax values were subjected to two baseline conection F #‘, : 
methods proposed by Abbott. 

1 

.- .- Method I- This method assumes that the contribution of cndogcnous kvotb~oxine TV 
the obseiva! levothyroxinc concemration is constant. The average of the -0.5, -0.25 and 

I . 0 time concentration vahres prior to dosing (Cuinc) arc taken as representative 
endogmous levothyroxinc concentrations over the next 48 his. Baseline corrected Cmax 
and AUC (0-48hrs) were calculated by: 

. corrazted Cmax- Observed Cmax-b 

EndogcwusAUC (0-48hrs)=C~x48hxs 

Coxrectcd AUC (O-48 hrs) - bbscnwd AUC (O-48 hrs) - Endogenous AUC (O-48 hrs) 

Method 2; ?I& method assumes that large doses of levothyroxint completely suppress 
levothyroxine prod~~ction at the time of dosing. Consqucntly, the concentration of 
endogmous materi$,declines exponentially from the baseline level, with a half-life of 7 
days (168 hrs) that corresponds to a value for p of log2/168. Baseline comcted Cmax 
and AUC (048hrs) were calculated by 

- . 
Correcta Cmax = Obsuwd Cmax- & exp(Q x Observed Tmax) 

Endogmous AUC (0-48hrs) - CL-I&/~ (kxp(-48 x p )i 

Corrected AUC (0-48hrs) = Observed AUC (0-48hrs) - Endogenous AUC (048hrs) 

0478 



Approvd of MA 76-187 
Mylao Pham=Utiuls Inc. 
Lcv&qminc Sodium Tablets 

All cakulatio~ were done using SAS (The code is available upon request): 
Results . :. _ 

Table 1. Mca~ phkacokinetic parameters (+sd) for the 600 mcg dose of levothyroxine 
ANDA# 76187. 

1 .Ratio of Least Squares Gwmetric Means . 5. :- ‘. _. - 
. . 

Table 2. Mean phanna&inetic paramekrs (+ sd) for the 500 mcg dose of 
Lt~othyrotie ANDAd 76187. 

1 Ratio of Least Squares Geometric Me& . 

0479 
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Approval oi ANDA 76-l 87 
Myhn Phar#ceuticrlr Inc. 
LevolbyroxiDc sodium Tablcls 

Table 3 Mean ;h armacokinctic paramctcrs (+ sd) for the 3 00 mcg dose of Levothyroxinc 
ANDA##76187. - 2. - 

. 

Parameter =- -? Test Reference Ratb(T/R)’ 90% c.I 

Ln AuC(O-48W, No 8.68(0.10) 8.7qO.10) 0.99 97-100 
baseline correction 
L,n AUC(O-48hrs), Baseline 7.55(0.22) 7.58(0.18) 0.96 901102 
correction, Method 1 
Ln AUC(&48hrs), Baseline 7.73(0.17) 7.76(0.15) 0.97 92-102 
concction, Method 2 
SJI CJIISX, No baseline 5.06(0.10) s.lqo.09) 0.96 94-98 
correction 
Ln C&UC, Baseline 4.31(0.18) 4.37(0.18) 0.94 go-97 
comtion, Method 1 
Ian Chat, Baseline 4.33(0.17) 4.38(0.18) 0.94 go-97 
correction, Method 2 

-$- 
~.Ratio of Least Squares Gaxnetric Means 6g. _ 

., - 
Conclusion: 

FDA has detemhed that although these two alternative methods are not vaiidatcd or 
accepted regulatory methods, the Mylar kvothyroxinc sodium tablets meet the 90% 
confidence interval limit of 86125, for AUC and Cmax when the baseline is adjusted 
according to the methods proposed by Abbott. This does not mean that the FDA has in 
any manner endorsed these two methods proposed by Abbott. 

b fact, the current bioequivaknce criteria for an ANDA for lcvothyroxinc sodium tablets 
does not utilize baseline corrected data Mylan’s application meets FDA’s current 
bioquivaknce criteria 

. . . 
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Emord & Associates, P.C. 
Burke Professional center 
5282 ~j~3tic c0m 
Burke, VA 22015 

Reference Numba: 0GD 02-245 

Dear Mr. Emord: 

3UN 5 2ila 

This letter is in response to your arespondence d&d May 2.2002. You state that you rrpnsent _ 
Jerome Stevens Pharmaceuticals Inc. (JSP). JSP is the holder of an approved new drug spplication 
(NDA) for lcvothyroxinc sodium tablets (Unithroiq and this drug product has been dcsignattQ 
the reference listed drug in Approved Drug Products with Therapeutic Equivalence Evaluatior.@.- 
(Omrge Book). You rqucst that the Office of Gcotic Drugs (OGD) con&m that any sponsor ok . _ 
an&breviated new Qug applicatian (ANDA) seek@ bioquivalcnce status to Unithroisn’ will have 
to meet the specific criteria stated in your letter. You also stated that ANDAs must complete “the 
clinical rquiremcnts” before approvaL 

; ?he Drug price Competition and Patent Term Restoration Act of 1984 (Pub. I, No. 98-417) (the 
. Hatch-Waxnun Arrndments) created section SO5(jj of the Food, Drug, and Cosmetic Act (the Act), 

which establishedthe current ANDA approval prows. 

Sections 505(j)(2)(A)(ii), (iii), and (iv) of the Act specify that an ANDA must contain information 
to show that the active ingrcdie~t, route of administration, dosage form and strength are the same 
as the listed drug and that tic drug is bioquivalcnt to the listed drug Under the Hatch-Wsxman 
Amendments, the agency issued regulations that govern bioquivalence dckminations. The 
regulations at 21 CFR 320.23(b) state that “I’ko products will be considered bioquivalent drug 
products ifthcy arepmtical quiva&s or pharmaceutical altcmatives whose rate and extatt 
of absorption do not show a significant difference when admirktered at the same molar dose of the 
active moiety updcr si@ar experimental conditions. . . .” -. 

The Act does not rq& = ANDA to cantain the same information as an NDA. (See section 
505(b)(l) and (d) of tic Act for the requirementa for an NDA and 21 CFR 3 14.50 for more detailed 
rcguhtory rquircments fw the content and format of an NDA. See 505(j)(2) and (4) of the Act for 
the rquirernmb for au ANDA application and 21 CFR 314.94 for mok detailed regulatory 
requirements for the content and format of an ANDA.) Accordingly, ANDAS for levothyroxine 
sodium art not rquired to meet the same clinical study requirements as NDAs for levothyroxinc 
sodiuln 
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, Enmrcl& Associates, P.C. 
Levothyroxine sodium * 

YOU raise three specif$ titeria regarding stability that you believe an ANDA must meet befan the 
product can be considered to be bioequivalent to Unithroid~ and/or before a product may “be 
considered for substitution to Unithroid M.” The application of these Criteria to AND& is addressed 
more fully below, but FDA notes that stability and batch data are intended to demonstrate that a 
sponsor is able to successfully manufacture a product and that the product will be stable through the 
expkuion date. A detczmination of biocquivalmcc is dictated by whether the rate and extent of the 
absorption of the ANDA product shows a sign&ant difference Erom the reference listed product. 
(See 21 CFR 320.23(b)). Therapeutic tquivalencc refers to products that arc bioquivalent and 
pharmaceutically quivaleot Drug products are considered pharmaceutical equivalents if they 
contain the same active ingredkzit, arc of the same dosage form, route of administration, and arc 
identical in strength or concentration. (See the Preface to the 21 St edition of the Approved Drug 
Products with l’herapeutic~Eq@aience Evaluation (the Orange Book).) Accordingly, while 
ANDAS must demonstrate adequate stability and batch, data, these data do not determine 
biocquivalcnct or therapeutic equivakzlce. 

The specific crituia you raised in your letter and OGD’s comments follow: .r;. -. c 
F 

- - 
1. “Successfid completion of ICR stabi&y guideiinea at storage conditions of 6 months .at 4$ ,’ 

C and 75% RI-I and Long Term conditions of 25” C and 60 % RH. Conditions other than 
; these cannot qualify a drug as a generic equivalent to UnithroiFu.” 

..’ 
Under 21 CFX 314.94(a)(9), ANDA applicants are required to submit infonnaGon on 
chemistry, manufacturing. and con@ols for the proposed &g product. 73ris inform&on 
inchuies stabili@ data with proposed expiration &to. (21 CFR 314.94(a)(9) imposes the 
requiremenu of 21 CFA 314.50(d)(l)<){) ai a on ANDA applicants). However, ANDA 
applicants are not required to submit ihc same stability inJonnation to satis@ this 
requirement as NDA applicants becovse the &bit&y data requirements for ANLMs are 
determined in port by ‘the existence of a signl$+kant bodj tifinformation for tie dosage form 
and the erirtence of an approved apptication for the particular dosage form. 

To satisfy the_ skability requiremen!s for an ANDA, ANDA applicants ordinarily submit 3 
monk of accelerated stcrbikty data at 40’ C and 75% RH with testing at , 0 1.2, and 3 
month and/or fjt room temperature &a in the initial submission of theANDA. . rf 
acceptable, these par0 qua@ an applicant for a .lentative two-year expiration date. An 
AN..A applicant mwt tinfrm this &sing by the submission of room temperature datq and 
may obtain a longer expiration &le ifti provide long term stability a&z OGD accepu 
either the ICH cnleria of 2s” C and 60 % R.H or data generated& 2$-30’ C and an&fens 
humid@. For infonnarion with resped IO stiility recommendations for an A.lVDA, p&ase 
refer to the attached letters to tiun?y dated November 8, 1991, and August 28, 1995 , 
which constimte guidance for industry developed and &sued pior to the Good Guidonct 
Priactices published in Febnwy, 1997. 
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s Emord & Associates, P.C. 
L#cYotllymxine sodium . 

- --- - 
2. “No fewer - 3 batches of the bigb and low strengths and 2 batches of each other 

strength must’mtet the aforementioned criteria. This will insure the reproducibility of the 
product while maintaining the highest product quality.” 

For the reasons stated above, Ak+4 applicants are not r&kmd to submit the same batch 
information as IEMs. To sat* the stabilip requirenun& for an A?4tM, ANDA applknts 
ordinarily submit informarion porn one batch of each strength for which it is seeking 
upproval with a minimum of lOO,OOO tablets per batch. See the O&e of Generic Dogs, 
Poliv a& Procedure Guiak # 22-90 - Rev%& September 13,199O @ached). 

“Finally the use of Stability Ovexages (“spiking”) must be prohibitai. Man- must 
formulate products to have potencies of NMT 1000/r at the time of release.” 

As indicuted in the Guidance for Indus~ entitled kthyraxine Sodium Products 
Enforcement ofAugust 14,200l Compliance Date and Submission ofNew Applications, .)’ 
the FDA agrees that stability overages should beprohibited Manufucturers should f * 

formulate theirproduct to be targetedfor release at not more than 100% of the labeled ’ *. . _ 
‘claim. JXe Jo& releajcdfor the dnrgproduct should have a nom& distribution atoun+ #, F . . 
10099 of the lpbeled claim. 

’ If you have any questions, please calf Ms. Cccelia Parke, RPh, Regulatory Policy Advisor to the 
4xIwor, office of Generic Drugs, at (301) 827-5845. In filture CoKespondaIce reg?xding this issue, 
.ptease include a copy of this letter and please style your submission in the form of a citizen petition 
@  set forth in 21 CFR 10.30. 

_ . 

.e 
-. 

-. 

Gay J.Buehler 
Dkctor 
office of Generic Drugs’ 
Center for Drug Evaluation and Reseanh 

Enclosures: Letters to indus@ydatedNokmber 8,1991, and August 18; 199$0ffice of Gmeric 
Drugs, Policy and Procedure Guide: # 22-90 - Revised September 13,1990 
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EGECTRGNIC 
-: - . . 

Sensitivity: COMPANY 5ONFIDBNTIAL -. --. - 

TO: Gary Buehler 

- cc: Robert West 
cc: William Rickman 
cc: Gregory Davis 
cc: Cecelia Parise 
cc: Dale Conner 
cc: Lizzie Sanchez 
cc: Rita Hassall 

Subject: RE: levothyroxine 

Gary : 

I agree with 
t; .-'~,ts that 

your concern regarding the -_ - formulation of the JS levothyroxin (LT; 
were approved and the formulation of the JS LT tablets that were 

h.... .- marketed without an approved application possibly not being the same. 
A& de! ugh the formulation of the two LT tablets are probably the same I think 
that it will have to be checked out. 

MAIL MESSAGE 

Date: 29-Dee-2000 01:5lpm EST 
From : Donald Kare 

HARE 
Dept: HFD-604 MPN2 286 
Tel No: 301-827-5845 FAX 301-594-0183 

(BUEXLBR) 

( WESTR ) 

I KE? 
( PARISEC ) 
( CONNERD 1 
( SANCHEZL 1 
( HASSALLR 1 

A similar situation occurred when a firm did a vtrapamil ER tablet BE,study and:j 
used Searle's Calan SR, a distributor of the RLD, as the RLD rather than 
Isoptin SR. Jason had to check it out to make sure that the Calan SR that was 
being distributed by Searle was manufactured by Knoll and was the same 
formulation. . ._.. _ - . . - . . . ,______C_-..--- 

. . _ ,.-__...__ __,_ c- -. ----.-*-.--.- . ._.._.*. ...-frzFs-.-~ ,:--- .e.. - ..,.. . . _. 
z. .2... _ .- ..- - - .-- __.._ . . . . ,, 

. . - m._ .--a*. . -.- .,__.__.. s-.-e., -.._ - '. ,-- -I....._._ _ - .____. _,._ _ ,. ". 

As an aside even thought the initia- 1 decision has been made based upon the 
BA/BE guidance to only Mye one RLD, i.e. the Q.3 mg tablet, for 11 stren 
a medically important drug, it may be reconsidered. Mylan was wise in do 
three BE studies but'you have to wonder why they did not use the same.lot 

30X-l 

. 
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EL--ECTRONIC 
P 

Sensitivity: COMP~“CONFIDENT1A.L 

TO: Donald Hare 

cc: Robert West ( WESTR 1 
cc: Christine Rogers ( ROGERSC 1 

Subject: Re: levothyroxine 

Don 

MAIL MESSAGE 

Date: 02-Jan-2001 04:3lpm EST 
From: Gary Buehler 

BUEHLZIR 
Dept:' HFD-600 MPN2 286 
Tel No: 301-827-5845 FAX 301-594-0183 

(HARE) 

I discussed this issue at Bio DDs and Dale.suggested the same plan. 1 'I 
Since there were no clinical trials required for this application, the #,‘ 
feeling was that there may be some statement made that they have been 

I p-*- marketing this same formulation for - years etc. 

7 '7 b me know hat you. find out. 
,.. : ., 5 

. -' 2lks 
Gary 
> 
; 
> 
> 
> 
> 
>Gary: 
> 
>I called Chris Rogers, the attorney who has the,lead on the 
levothyroxin issue. 
>She provide a lot -of valuable information which may forestall 
contacting, of 
.JS . -r 

the 

> 
>She suggested that- I Eontact David Lewis, the chemist with the 
responsibility 
>for the 505 (b) levothyroxin applications. Chris seem to think that 
historical 
adata was also submitted with JS NDA which may answer our question of 
whether the 
~Mylan ANDA used the correct formulation in their BE study. 
> 

%ave tried calling David a couple of times but only get the answering 

Bmdchine. 
> 
aStayed tuned. 

. 
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E L?-i ti T R 0 N I C MAIL MESSAGE 

Date: 
From: 

04-Jan-2001 03:29pm EST 
Donald Hare 

Dept: HFD-604 MPN2 286 
Tel No: 361-827-584s FAX 3010S$4-0383 

TO: Gary Buehler 

cc: Robert West' 
cc: Rita gassal 
cc: Cecelia Parise 
g Dale Conner 

Frank HolCOmbe 

Subject: levothyroxin. 

Gary: 

. (BUEH%ER) 

( WESTR 1 
( HASSALLR ) 

I Fzzi-z 1 
( HOLCOMBE ) 

\ 
f- 

I met with David Lewis this afternoon and he was extremely helpful. *+fiewed 
the JS NDA and could not find any reference to a pre-approval formulation. 
r *id then called his contact at JS with a number of questions to ask so as to 

1 ible to answer our question as to whether JS was marketing levothyroxin 
tiJlets before JS NDA was approved and if they were marketing before approval 
was the formulation the same as what was approved. 

JS indicated that they had been marketing levothyroxin tablets for,about 10 
years and the approved formulation had not changed from the formulation.that was 
marketed before approval. With 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. 

Therefore based upon this JS answer to David's question any other ANDA applicant 
using a marketed JS levothyroxin tablet as the reference listed drug will be 
using the same formulation as Mylan and when approved the two ANDAs can be rated 
as therapeutic equivalent. 

David also indicted that he would share the experience he gain in reviewing the' 
levothyroxin NDAs with:any of our chemists that are assigned to review the 
levothyroxin tablet.@JDAs. He indicated that acceptable stability data was 
extremely difficult to obtain on the lower strengths. 

Don 
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NDA 76187 

Levothyroxine Sodium 
Tablets USP 

O.O25mg, O.O5mg, O.O75mg, 
O.O88mg, 0. lmg, O.l22mg, 
O.l25mg, O.l5mg, O.l75mg, 
0.2mg and 0.3mg 

Mylan Pharmaceuticals 

Approval Date: June 5,2002 

ANDA Approval Summary 
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Mylan Pharmzkeutlcals Xnc. 
Attention: Frank R. Sieto 
781 Chestnut Ridge Road 
P.O. Box 4310 
Morgantown, W V  26504-4310 

Dear Sir: ' 

we acknowledge the receipt of your abbreviated new drug 
application submitted pursuant to Section 505(j) of the 
Federal Food, Dkug and Cqmetfc Act. 

NAME OF DRUG: Levothyroxine Sodium Tablets USP, 0.025 mg, 
0.05 lng, 0.07s mg, 0.088 mg, 0.112 mg, 0.125 mg, i' 
0.15 mg, 0.175 mg, 0.1 ny, 0.2 mg+and 0.3 mg f.' -- 

DA& OF APPLICATION: June 5, 2001 i p- 
., - 

DATE (RECEIVED) ACCEPTABLE FOR F ILING: June 6, 2001 

We  will correspond with you further after we have had the 
opportunity to review the application. 

Please identify any communications concerning this application 
with the ANDA number shown above. 

should you have queetions concerning this application, contact:, 

M ichelle Dillahunt 
Project Manager 
(303) 827-5848 

Sincerely yours, 

W m  Peter RI&man 
Acting Director 
Division of Labeling and Program Support 
O ffice of Generic Dogs 
Center for Drug Evaluation and Reeearch 
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AX-DA CHECKLIST FOR COMPLETENESS and ACCEPTABILITY of the 
APPLICATION 

RELATED '&+&A&N(S) . 

DRUG NAB=: 
. 

DOSAGE FORM: 

. FIRST GENERIC? 

Electronic Submission (Chtrn ndtification sent 

Team Leade; . . 

Labeling Revitwe 

'Random Assignment 

Micro Reviewer 

. . :- 
I -_ pharmacohynamic study -(Dr. Fannink) 

r I Lettar Date lam 1’ Received Date 

Methods Validation Packags (3 copies) L .' 
(ReQuired for Non-USP drugs) 

Archival, pnd Review copies . 
Ficld'copy Wrtification (oxiginal signature) _ -. 

/ 

Cover Letter J- 

Table 0X Contents 
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r- &C. 
t 

IC. 
t 

::- 

l c. 
V  

i.e. r 

hC. 
ux 

iFed and Comple Application Form (356h) 
statement regardin 

required? 
onsult needed for pediatric study requirement. . 

latent Certification 
, . Paragraph?* 
I. Expiration of Patent . 

A. Pediatric Exclusivity Submitted? 
B. Pediatric Exclusivity.Tracking System checked? 

kclusivity‘Stateqeat ./ 

:ornparisoa between Ge eric Drug and RLD-505(j) (2)(A) 
1. Conditions of use IT 
1. Active ingredients 

-J 
. 

3. Route of admini tration 
1. Dosage Form 2 
3. Strength-./ 

Labeling 
1. 4- copies of draft ( 

7 
ch strength and container) or 12 

copies of FPL * 
2. 1 RLD label and- container label 
3. 1 side by side labeling with all differences 

annotated and exnlained 

Bioavailability/Bioequivalence 
1. F inancial certification (Form FDA 

Disclosure statement (Form 3455)' . 
(for BE studie's only!) . 

2. In Vivo Study 
3. In ViGd Studyties) 
4. computer Disk Submitted 
5. Request L 
6. In Vitro 
7. Formulation Data Same? (Comparison of ali _ 

Strengths) 
(Ophthalmics, -tics, Externals, Parcntcrals) 

3. Paragraph IV bio study acceptable for 
3. Lot numbers of products used in Bio-study 
LO.DSI inspection request needed? 

1 “ Ge&ric Pr 1 study for site 0th 
E-mail noti-ion to bio PMs sent 

v 

/ 

k 
k . ‘. 

v 
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. sac 1 r VI: c 
1 

l c. 
III 

sac. 
xx 

Set. 
I( 

sec. 
XI 

Zomponents and Composition Statements 
. Unit composition and batch 

I. Inactiye ingredients as appropriate 

Law Materfk,ls Cdntrols 
L. ACtiv$ ,saj,r+ditats 

'a. Addresseti-of bulk manufacturers J 
. . 

J ' b. Type II DMF authorization letters or synthesis- 
c. Certificate(s) of analysis specificatiorw and tea, , 

results from drug substance manufacturer(s) /. 
d. Applicant certificate of;analysis / 
e. Testing specifications and data from drug product 

manuf,acturer( s j / 
f. Spectra and chromate ams for referenci standards 

and test samples 7 
9. CFY numbers - 

2. .Inactivr Ingradhats . . b 
a. Source 'of inactive ingredients identified- 
bl Testing specification- 

/ 
(including identific,aHon and 

characterization) 
c. Suppliers' certificate 

4' 
of analysis (specifications 

and test results) 
d. Applicant certificateof analysis /. 

~. I  

Description of Manufacturixxg Facility 
I. Pull-Address(e the Facility(ieS) for the 

Manufactur+m Process, Testing, and Stabil.jty 
Testing v 

2. CGMP Certification 47pf677 
3. CFN numbers I/l CUT 

Outside Firms Including Contract Testing 
Laboratories y 
1. ~~11 Address 
2. Functions~ 
3. CGMP CertificationjGLP Y 
4. CFN numbers - 

Manufactur'ing and Processing IastructiQns 
1. Dcncription of the Manufacturing Process (inc uding 

Microbiological Validation if Appropriate) 2 . 
2. Master Production Batch Record(s) for largxntended 

production runs (no.mo t than 10x pilot batch) with 
Equipment; Specified J 

3. If sterile product: Aseptic fill- / Terminal 
sterilization 

4.' Filter validax(if aseptic gill) 
5.. Reprocessinq Statement . 

i , 

i- : 
‘I- . : *. 

1, 

I 

/ 

/ 

- . 

, 

j 

1 

._ 

, 

J 

, 
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In-Process Controls . 
1. CooY of- Executed Batch Record (Antibiotics/3 Batches if 

bulk product produced by fermentation) with.Equipment 
Specif ie@,-including Packaging Records (Packaging and 
Labeling 
RecontilZation 

1, Batch Reconciliation and Label 

2. In-process Controls 
a. Sampling plans and test:proc 
b. Specifications and data 

B.C. yIll Cont aiaer - 
'1. sununary of Cont Sy8tem (if new resin,' 

provide data) 
2. Components Specif,Azation and Test Data (Type III DM? 

References) L' 
3. Packaging Configu'ration and r/ 
4. Container/Closure Testing- 
5. Source of supply and supp‘f'icr's ad&es; 

seei xiv Controls.for the Finished 
1. Sampling Plans and Test Procedures 
2. Testing Specifica,tions and Data 
3. Certificate of Riralysis for Finished Dosage Form 

StC. xv Sta.biljty of Finished 
9" 

sage Form 
1. Protocol submitted 

/ 2. Post Approval Commitments 
3. Expiration Dating Period ,zjz - '. 

. 4. Stability Data Submitted . 
a. 3 month accelerated stability data 
b. Batch numbers on Stability records 

test batch 
tim7 s-0 

stc. 
rvl Samples- * Statement Of'Avaiiability and 

1. Drug'Subs-taiaec . 
3. Same lot: numbers a * . 

Environmental Impact Analys'is Stattient. 
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I Set. 
XVIII 

GDEA (Generic Drug Enforcement Act)/Other: 
1. Letter of Auihorization (U.S. Agent '[if needed, 

countersignature on 356h]) 
2. Debarmkt Certification (original signature) 
3. List of Convict$ons statement (original 

- j:. - 

I I 
'8 . . _---" _ 

. 
Reviewing 

Recommendation: 

. 
Duplicate copy sent to bio: 

. (Hold if RF and send whea acceptable) 

Dupiicate copy to HFD 

Type of consult: 



ANDA APPROVAL SIllMARY 

ANDAt 76-187 ; 

DRUG PRODvCrr hvothyroxine Sodium Tablets USP 
2. - .- . 

BIRnt Mylan Pharmaceuticals Inc. 

DOSAQR FOR#r Tablets STRmmrm 2s mcg, 50 mcg, 7s nicg, 
88 mcg,lOO mcg, 112 mcg, 125 mcg, 
150 mcg,175 mcg,200 mcg and 300 mcg 

C&P: Statement/EIR Update Status: 

The EER is acceptable (OC recommendation, 8/l/01). 

~10: The bioequivalency was found to be acceptable by the 
Division of Bioequivalency, Office of Generic Drugs (12/31/01, 
Bio reviewer: H. Nguyen). -q* 

*. 
V~IDA'ffO# -(DESCRIPTION OF DCSAQR FOR24 8A1cI As FIBM’S)r c 

F 
* _ 

Both drug substance and drug product are included in the - . 
USp. Method validation is not required. ,* - 

STA,RILITZ: (Are contafners used in etudy identical to those in 
. . container section?) 

The containers used in the stability study are identical to 
. those described in the container section. 

LABBLINQ: 

Container, carton and'insert labeling have been found acer&YdC. 
(Labeling approval summary, 2/6/02) 

STERILIZATIOE VALIDATJW (I31 ApPLIW)x 

SteriM.zatioir validation is not required. 
c 

SIZB OF BIO BAT- (RIRW'S SOURCR OF w)l3 OR?): -, 
Executed batch sizes: 

'strength [Exhibit batch - 
25 mcg, SO mcg, 75 mcg I 88 mcg, 100 mcg, 112 mcq 6 
125 mcg, 150 mcg, 175 mcg 
200 mcg and 300 mcg -- --- 1 

. 
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DMF - Levothyroxine Sodium USP drug substanci 
(acceptaQ.9, reviewed by Lfang-Lii Huang, Ph.D. 3/U/02) 

BATCEBS- (II? DIFFBRXWT FROX BIO BATCH, WZR# 
VIA TXB SAXB PROCBSS?) a 

The exhibit batches were the stability batches. 

pRopoSB,D PRODUCTIOB &TCR - b PROCBSS TBB SAMB'Ir 

Proposed production batch sizes: 

'125 mcg, 150 mcg, 175 mcg - tablets 
200 mcp and 300 mcg tablets 

, . 

The manufacturing process will be the same as was used for 
the exhibit batch. . 

CxZKCBTr Liang-Lii Huang, Ph.D. DATX: April 23, 2002 
SUPBRVISORa James Fan DATE: April 23, 2002 

-. c 
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APPROVAL SUFM-Y (List the package Siur, Strsngth(s), and date of submission for appn>vid):[)o yx~ 
haai2$&~ed Labds and LabdIng? Yes No If no, list why: 

cartonLabdinO: - 
UnItDomBlistwLaba): - * 
Unit Dose Carton m:- 
Profesr&nal’Pac%8@ lnsertlabsi’i: 
Patient Package in8M Labeung:. 
Auxiliary LabdifiQ: 
Revi;rions neded post-apprOWl: 
BASIS OF APPROVqL: 
Patmnt Data For NDA21210 : No unoxpimd patmnta 

Pdnt rlmuwom * H8uFrhd 
No trkllnohrprct 

I I I I 1 
~dumivlty Data For ND& No umxpimd oxdurfvity 

I I I 
$a~ mii ammval based upon a pethion? 

I I I 
No 

What is th6 ‘RLD on the 3d(h) fti Unithorkl 
NDA Numbm: 21210 

,! . 

NDA Drug Name: Lwothp%ins sodium 
NDA Finn: Jerome Stevens Phatmocwtlcds 
Date of Approval of NDA Insert and supplement k s-00@ app. B/21.2000. 

i ,b- 
* . 

lias this been verltkd by the MIS system for thr NDA? Yes 
Was this approval based upon an OGD l&ding guidance? No 
If yes, give data of Ifholing guidance: 
Basis of Agproval far the Confaifw Lab&: company used mpler fmm Levotab and lfuor that ara 
marketed by JSP since Unithroid is not canmerbl avaiiabk. 
6a~is of Approvar for ttk Carton Labdingi not apprie, 
other Comments: _-.- 

- REVIEW OF PROFESSIONAL LABELING CHECK LIST 
I------ Establlshod Nwno 

. 



FOR THE RECORD: 

:: 
Ravkw besecl on the lab&ii of NDA 212lW S-001. JSP; Unithyrokt, ; w~tfmd Ml/O1 . 
Patent/ Exdusivitler: n0 urmpid patent6 Of exdustvity, fh lb a P;rrPgmph PI 

3‘ Storage CunWm: 
NOA - 2045 C (6&77 F) with oscunlon b&men IS-30 C ( S-88 F) 
ANOA - atom at CRY 
US?.m 

4. * Obpeming Recommenum 
NDA- none 



5. 

6.’ 

ANOA - Diipense in a tight, light resistant containet as defined in UDP. Using a child redstmt c&sure. 
USP - tight lQM resistmt container 
SCOfi%l: 

gis-+ m  
USP - mtte- 
PKKiudum: 
The ionOvotor f&WtS thdr PIpduCt In b0tU60 Cd IOOS ;nrd 1000, 
The appibftt pcopcms b market their produd h HDPE bottle8 t?f 1001 WI& CRC. 
The tableffcapstrle~ imprint(ings)knbossing(s)/ de&sing(s) ha&have been acwately dawibad In fha 
HOW SW.&!- tectbn as required by 21 CFR M&et al. (lmprindng of Sotid Ord Dosags Form Pro&& 
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