Fan, James M

From: Wu, Duu Gong
“ent: . Thursday, October 18, 2001 1:28 PM

" Fan, James M
~C: )iumg Liang Lii; Lewis, David B; Chikhde. ElsbothG
Sybject P review LI ﬁn'n‘ ‘r-'-'

e -
- -

James :

Just to let you know that DMF update for levothyroxine has been
reviewed. There are no issues as far as the acceptability of the updated
CMC information. The firm did manufacture the DS -
~ a3 described in the DMP., We intend to deal the dissolution issues
that came with it with the drug product manufacturers through
NDA/supplement reviews (when an individual firm uses the DS of —~_
— ———. One problem with the DMF holdser was that NDA holders
have not been notified of the changes described in the DMF update. We
will draft a letter to ask the DMF holder that the drug product
manufacturers should be inforwmed of any changes ASAP so that
amendments/supplements can be submitted. Let me know if you have any
question. If you want a copy of the review, please contact David Lewis
or you can wait for :hc ‘DMP and resview to be sent back to the document

room.

Duu-Gong
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FAX: _20l- 59¢- 0180
PHONE: 20!~ 823-—\5‘3;5‘4

FRoM: _ Clsloeth  Clulihale
Food and Drug Administration
Division of New Drug Chemistry I
5600 Fishers Lane, HFD-820 . 1
Rockville, Maryland 20857-1706

T

FAX: (301)827-0878
PHONE: (301)827-6420DATE:

PAGES: | (Inclusive)

THIS DOCUMENT [$ INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT 1S PRIVILEGED, commx..mnmcm ROM
DISCLOSURR UNDER "FLICABLE LAW.

!.'ywmuuhaam-. oF 3 penon sutborized io daliver this Socurnent © e sddressae, you are Reredy notified tha
any review, disclosurs, dissemination, cogying, or other action basad on the coment of this communication is aos
authorized. If you hswececeived thit document in error, please notify us lovnediatsly by telephone (301)827-6420 and
remwnmbymdauwmbdw Thank you,

Feod-annMn-mdn
Division of New Drug Chemisey I -
5600 Fiahers Lane- HFD-820
Rockville, Maryland 20857-1206
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PAGE(S) HAVE BEEN
REDACTED IN FULL

FROM THIS DOCUMENT
Reason: 44

(4) Confidential Commercial Information

m' Trade Secret Information

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

___b(6) Personal Privacy

b7 ILaw Enforcement Records
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NDA 76187

Levothyroxine Sodium
Tablets USP

0.025mg, 0.05mg, 0.075mg,
0.088mg, 0.1mg, 0.122mg,
0.125mg, 0.15mg, 0.175mg,
0.2mg and 0.3mg

Mylan Pharmaceuticals

Approval Date: June 5, 2002

Patent / Exclusivity
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Patent and Exclusivity Info for this product:

Active Ingredient Detail Record Search Page 1 of 4

Search results from the "Rx" table for query on "021210.”

Active Ingredient: LEVOTHYROXINE SODIUM

Dosage Form;Route: . - Tablet; Oral

Proprietary Name: - UNITHROID

Applicant: STEVENS J

Strength: 0.025MG

Application Number: 021210

Product Number: 001

Approval Date: Aug 21, 2000

Reference Listed Drug No

RX/OTC/DISCN: RX

TE Code:

Patent and Exclusivity Info for this product: Click Here

Active Ingredient: LEVOTHYROXINE SODIUM

~ Dosage Form;Route: Tablet; Oral )

Proprietary Name: UNITHROID v
Applicant: STEVENS J i {}~ .
Strength: 0.05MG 2
Application Number: 021210 "
Product Number: 002

Approval Date: Aug 21, 2000

Reference Listed Drug No

RX/OTC/DISCN. RX

TE Code:

Patent and Exclusivity Info for this product: Click Here

Active Ingredient: LEVOTHYROXINE SODIUM .

Dosage Form;Route: Tablet; Oral

Proprietary Name: UNITHROID

Applicant: .o STEVENSJ

Strength: . 0.075MG

Application Number: 021210

Product Number: *~ - 003

Approval Date: Aug 21, 2000

Reference Listed Drug No

RX/OTC/DISCN: RX

TE Code:

Click Here

Active Ingredient:

LEVOTHYROXINE SODIUM

http://www.aocessdat&fd&gov/scﬁpts/cderlob...ltempaidet.cﬁn?Appl__No=021210&TABLEI=R 6/7/01
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Dosage Form;Route: Tablet; Oral
Proprietary Name: UNITHROID
Applicant: STEVENS J
Strength: 0.088MG
Application Number: ~ - 021210
Product Number: = 004
Approval Date: Aug 21, 2000
Reference Listed Drug No
RX/OTC/DISCN: RX
TE Code:
Patent and Exclusivity Info for this product: Click Here
Active Ingredient: LEVOTHYROXINE SODIUM
Dosage Form;Route: Tablet; Oral
Proprictary Name: UNITHROID
Applicant: STEVENSJ
Strength: 0.IMG
Application Number:- 021210 :
Product Number: 005 } .
Approval Date: Aug 21, 2000 S
Reference Listed Drug No , ?'
RX/OTC/DISCN: RX
TE Code:
Patent and Exclusivity Info for this product: Click Here
Active Ingredient: LEVOTHYROXINE SODIUM
Dosage Form;Route: Tablet; Oral
Proprietary Name: UNITHROID
Applicant: STEVENSJ
Strength: 0.112MG
Application Number: 021210
Product Number: 006
Approval Date:” ~ ~ Aug 21, 2000
Reference Listed Drug No
RX/OTC/DISCN: - RX
TE Code: -
Patent and Exclusivity Info for this product: Click Here
Active Ingredient: LEVOTHYROXINE SODIUM
Dosage Form;Route: Tablet, Oral
" Proprietary Name: UNITHROID
Applicant: STEVENS J

http://www.accessdat&fda.gov/sm'ipts/cda'/ob.../tempaidet.cﬁn?Appl_No=021210&‘1‘ABLE1=R 6/7/01
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Active ingredient Detail Record Search Page 3 ot 4
Strength: 0.125MG
Application Number: 021210
Product Number: 007
Approval Date: - Aug 21, 2000
Reference Listed Drug™* ° No
RX/OTC/DISCN:._ _*% RX
TE Code:
Patent and Exclusivity Info for this product: Click Here
Active Ingredient: LEVOTHYROXINE SODIUM
Dosage Form;Route: Tablet; Oral
Proprietary Name: UNITHROID
Applicant: STEVENS J
* Strength: 0.15 MG
Application Number: 021210
Product Number: 008
Approval Date: Aug 21, 2000
Reference Listed Drug No 3
RX/OTC/DISCN: RX {
TE Code: / ?; .
Patent and Exclusivity Info for this product: Click Here .t
Active Ingredient: LEVOTHYROXINE SODIUM
Dosage Form;Route: Tablet; Oral
Proprietary Name: UNITHROID
Applicant: STEVENS J
Strength: 0.175MG
Application Number: - 021210
Product Number: 009
Approval Date: Aug 21, 2000
Reference Listed Drug No
RX/OTC/DISCN: RX
TE Code: I
Patent and Exclusivity Info for this product: Click Here
Active Ingredient: -+ _ LEVOTHYROXINE SODIUM
Dosage Form;Route: Tablet; Oral
Proprietary Name: UNITHROID
Applicant: STEVENS J
Strength: 0.2MG
Application Number: 021210
Product Number: 010

http://www.accessdata.fda.gov/scﬁpts/cder/ob.../tempaidet.cfm?Appl_No==021210&TABLEI-R 6/7/01
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Active ingredient Detal Record dearch

Approval Date: Aug 21, 2000
Reference Listed Drug No
RX/OTC/DISCN: - RX
TE Code: 2
Patent and Exclusivity Info for this product: Click Here
Active Ingredient:~ -~ LEVOTHYROXINE SODIUM
Dosage Form;Route: Tablet; Oral
Proprietary Name: UNITHROID
Applicant: STEVENS J
Strength: 0.3MG
Application Number: 021210
Product Number: 011
Approval Date: Aug 21, 2000
Reference Listed Drug Yes
RX/OTC/DISCN: RX

" TE Code:

Patent and Exclusivity Info for this product: Click Here

Page 4 of 4

Thank you for searching the Electronic Orange Book!

o) ni om:
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Active Ingredient Search Results from "Rx” table for query on “levothyroxine.”

I Dosage
g .
Appl! JE Active . Proprietary
No Code | L Ingredient :z':“t" Strength Name Applicant
021210 No |LEVOTHYROXINE Tablet; Oral |[0.026MG |[UNITHROID |[STEVENS |
‘ SODIUM | 3
(021210} No [LEVOTHYROXINE Tablet; Oral "EthMG UNITHROID |[STEVENS
| SODIUM . J
{No [[LEVOTHYROXINE Tablet; Orai lFmsmo UNITHROID [STEVENS
ODIUM
‘ 210 No [[LEVOTHYROXINE [Tabiet; Oral Io.oame “UNITHROID STEVENS
SODIUM | _
02121 No |[LEVOTHYROXINE Tablet; Oral STEVENS
SODIUM N
12 No |[LEVOTHYROXINE STEVENS
| SODIUM J
Lozxz No |[LEVOTHYROXINE UNITHROID *
ODIUM : | ;
121 No [[LEVOTHYROXINE UNITHROID [STEVENS} |-
ODIUM !
No [LEVOTHYROXINE Tablet; Oral “o.ms UNITHROID ms?is?
SODIUM - -
021210 No |LEVOTHYROXINE Tablet; Oral 0.2MG Iunm-mouu JTEVENS
021210} Yes |[LEVOTHYROXINE 9\"""" Oral J0.3MG  [UNITHROID [STEVENS
I ODIUM _ _ J o
Thank you for searching the Electronic Orange Book
Retu ni n 00|
Ed
6/7/01

http://www.accessdata fda. gov/scripts/cder/ob/docs/tempai. cfm
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Patent and Exclusivity Search Results from query on 021210 011.

Patent Data

There are no unexpd}ed patents for this product in the Orange Book Database.

[Note: Title | of the 1984 Amendments does not apply to drug 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 the Electronic Orange Book
Patent and Exclusivity Terms
Return to Electronic Orange Book Home Page

‘,.,:;,.-_._:-l

http://www.accessdata. fda.gov/s.../patexcl.cfm?Appl_No=021210&Product_No=011&table] =R 7/2/01
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Patent and Exclusivity Search Results from query on 021210 001.

Patent Data -
There are no unexpired patents for this product in the Orange Book Database.
[Note: Title | of the 1984 Amendments does not apply to drug 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 ssarching the Electronic Orange Book
Patent and Exclusivity Teoms '
Returmn to Electronic Orange Book Home Page

rw ","‘l!;‘ .

http://www.accessdata.fda gov/../patexcl.cfm?Appl_No=021210&Product No=001&tablel=R 4/25/02
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Search results from the "Rx" table for query on "021210."

Active Ingredient: __ LEVOTHYROXINE SODIUM

Dosage Form;Route: * ° Tablet; Oral

Proprictary Name, 7~ UNITHROID

Applicant: STEVENS J

Strength: 0.025MG -

Application Number: . 021210

Product Number: 001

Approval Date: AUG 21, 2000

Reference Listed Drug: No

RX/OTC/DISCN: RX

TE Code: BX

Patent and Exclusjvity Info for this product: Click Here

Active Ingredient: LEVOTHYROXINE SODIUM

Dosage Form;Route: Tablet; Oral .
Proprictary Name UNITHROID i
Applicant: STEVENS J ok
Strength: 0.05MG oot
Application Number: 021210

Product Number: 002

Approval Date: AUG 21, 2000

Reference Listed Drug: No

RX/OTC/DISCN: RX

TE Code: BX

Patent and Exclusivity Info for this product: Click Here

Active Ingredient: LEVOTHYROXINE SODIUM

Dosage Form;Route: Tablet; Oral

Proprictary Name , UNITHROID

Applicant: STEVENSJ

Strength: - 0.07sMG

Application Number:  *- . 021210

Product Number: . 003

Approval Date: AUG 21,2000

Reference Listed Drug: No )

RX/OTC/DISCN: RX

TE Code: BX

Patent and Exclusivity Info for this product: Click Here

Active Ingredient: LEVOTHYROXINE SODIUM

hitp/Awww accessdata.fda.gov/scripts/cder/. .JAemptndet.cfm?Appl_No=021210&TABLE1=R 4/25/02
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Dosage Form;Route: ' Tablet; Oral

Proprictary Name UNITHROID
Applicant: ) STEVENS J
Strength: -~ . 0.088MG
Application Number: .- 021210
Product Number: = -~ ° 004
Approval Date: AUG 21, 2000
Reference Listed Drug: No
RX/OTC/DISCN: ’ RX
TE Code: BX
Patent and Exclusivity Info for this product: Click Here
Active Ingredient: LEVOTHYROXINE SODIUM
Dosage Form;Route: " Tablet; Oral
Proprietary Name UNITHROID
Applicant: STEVENS J
Strength: 0.IMG
Application Number: 021210 Y
Product Number: 005 i
Approval Date: AUG 21, 2000 A 2
Reference Listed Drug: No ' .
RX/OTC/DISCN: RX
TE Code: BX
Patent and Exclusivity Info for this product: Click Here
* Active Ingredient: LEVOTHYROXINE SODIUM
Dosage Form;Route: Tablet; Oral
Proprictary Name _ UNITHROID
Applicant: .- STEVENSJ
Strength: " 0.112MG
Application Number: 021210
Product Number: - 006
Approval Date: ' AUG 21, 2000
Reference Listed Drug: ©. No
RX/OTC/DISCN: - RX )
TE Code: BX
Patent and Exclusivity Info for this product: Click Here - -
Active Ingredient: LEVOTHYROXINE SODIUM
Dosage Form;Route: Tablet; Oral
Proprietary Name UNITHROID
Applicant: STEVENS J

http://www.acecssdata.fda.gov/scripts/cderl.../tempmdct.cﬁn?Appl_No-O21210&TABLEI-R 4125102
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Strength: 0.125MG

Application Number: 021210

Product Number: 007 -

Approval Date: T . AUG 21, 2000

Reference Listed Drug;, . No

RX/OTC/DISCN:> -~ RX

TE Code: BX

Patent and Exclusivity Info for this pxoduct: 1ck H;_lg

Active Ingredient: LEVOTHYROXINE SODIUM

Dosage Form;Route: Tablet; Oral

Proprietary Name UNITHROID

Applicant: STEVENS J

Strength: 0.15SMG

Application Number: 021210

Product Number: 008

Approval Date: AUG 21,2000 .
Reference Listed Drug: No 3.
RX/OTC/DISCN: RX ‘,‘ )
TE Code: . . BX .
Patent and Exclusivity Info for this product: Click Here ’
Active Ingredient: LEVOTHYROXINE SODIUM

Dosage Form;Route: Tablet; Oral

Proprictary Name UNITHROID

Applicant: STEVENSJ

Strength: . 0.17SMG

Application Number: 021210

Product Number: 009

Approval Date: AUG 21, 2000

Reference Listed Drug: ‘No

RX/OTC/DISCN: - RX -

TE Code: . BX

Patent and Exclusivity Info for this product: Click Here

Active Ingredient: LEVOTHYROXINE SODIUM

Dosage Form;Route: Tablet; Oral -

Proprietary Name UNITHROID

Applicant: STEVENS J

Strength: 02MG

Application Number: 021210

Product Number: 010

hnpwwnwwacas&hnaiamgpvhcdpuhuhmuJumummkmcﬁn?AppL}kFOQ12HM£TABLEI¢R 4/25/02
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Approval Date: . - AUG 21,2000

Reference Listed Drug: No
RX/OTC/DISCN: RX

TE Code: - - BX

Patent and Exclusivity Info for this product: Click Here
Active Ingredient: LEVOTHYROXINE SODIUM
Dosage Form;Route: Tablet; Oral
Proprictary Name ., UNITHRODD
Applicant: STEVENS J
Strength: 0.3MG
Application Number: 021210
Product Number: 011

Approval Date: AUG 21, 2000
Reference Listed Drug: Yes
RX/OTC/DISCN: RX

TE Code: BX

Patent and Exclusivity Info for this product: Click Here

‘"77Ifuﬁ‘A

Thank you for searching the Elocu'dnlc Orange Book

R to j e

http://www.accessdata fda. gov/scripts/cder/.. temptudet.cfm?App]_No=021210&TABLEI=R  4/25/02
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NDA 76187

Levothyroxine Sodium
Tablets USP

0.025mg, 0.05mg, 0.075mg,
0.088mg, 0.1mg, 0.122mg,
0.125mg, 0.15mg, 0.175mg,
0.2mg and 0.3mg

Mylan Pharmaceuticals

Approval Date: June 5, 2002

Div Docket Memos
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
LA PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

a, . -

DATE: June 5, 2002
FROM: GaryBuehler /éﬂ'-\ (’a‘»-v“-"—" lo’ o
Oﬁﬁce of Generic Drugs

Center for Drug Evaluation and Research

SUBJECT: Approval of ANDA 76-187
Levothyroxine Sodium Tablets

Mylan Pharmaceuticals, Inc. ‘.'
TO: Docket # 02P-0135/PSA1 , t’ -
ANDA 76-187 File -

Jerome Stevens Pharmaceuticals Inc. (Jerome) submitted a Petition for a Stay of Action, No.

J02P-0135/PSAl, dated March 26, 2002, and filed by the Agency on March 28, 2002. The petition
_requests that FDA immediately and indefinitely stay (1) all grants of drug pre-market authority

that were based on New Drug Applications (NDAs) or Abbreviated New Drug Applications
(ANDA:s) that used, relied on, or were based on Jerome’s confidential and trade secret
manufacturing information for orally-administered levothyroxine sodium (LS) and (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-administered LS. Jerome
claimed in 2 Notice of Claims Pursuant to the Federal Tort Claims Act dated March 26, 2002
(Notice) that certain information that had been posted on the FDA’s website
(http://www.f£da .gov/cder/) on August 22, 2000, regarding Jerome’s NDA 21-210 for
LS was confidential and trade secret information.

The Office of Generic Drugs has reviewed Mylan Pharmaceuticals, Inc. (Mylan)’s ANDA 76-
187, submitted on June 5, 2001, and has determined that the Mylan 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 manufactured pnor to the posting
on the agency’s website of the approval materials from Jerome’s NDA for Ls.!

1 The filing of this memorandum solely represents a determination that the Mylan ANDA did not use or rely on, and
was not based on Jerome’s allegedly confidential information. It does not represent a determination with regard to
any other issue, nor does it constitute an adrnission of any issue raised by Jerome's Petition or Notice.
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ANDA 76-187
Mylsa Pharmaceuticals, Inc.
Levothyroxine Sodium Tablets

~
o

cc: ANDA 76-187
Docket# 02P-0135/PSAl
Division File
C. Parise, HFD-600 ~
D. Katz, GCF-1
K. Schifter, GCF-1
L. wh«p!a,g. GCF/

v:\firmsam\mylan\76187mem2fin.doc
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Public Health Service

Food and Drug Administration
Centor for Drup Evaluation snd Resesrch
Rockville, MD 20857

DATE: June §, 2002

FROM: Lawrence X. Yu, Ph. D.
Deputy Director for Science (Actg.) é onec
Office of Generic Drugs

Center for Drug Evaluation and Research %‘ &/ 028"4‘
SUBJECT: Approval of ANDA 76-187

Mylan Pharmaceuticals Inc

Levothyroxine Sodium Tablets

TO: The ANDA file for ANDA 76-187

Background

«° _ The Division of Bioequivalence, Office of Generic Drugs (OGD) has concluded that the

Mylan ANDA 76-187, levothyroxine sodium tablets, meets the FDA’s current
bioequivalence criteria for AUC and Cmax (90% confidence interval with the Limits of
80-125 based on log transformed data). The bioequivalence criteria are calculated using
data that is not baseline corrected based upon current agency policy regarding this
specific drug product. This policy is outlined in the Guidance to Industry Guidance for
Industry, Levothyroxine Sodium Tablets - In Vivo Pharmacokinetic and Bioavailability
Studies and In Vitro Dissolution Testing issued December 2000, The bioequivalence
study submitted in Mylan’s ANDA was found to be acceptable on December 31, 2001.

On May 08, 2002, Abbott Laboratories (Abbott) wrote to the FDA to request a meeting,
and contended that bioavailability parameters calculated from baseline uncorrected data
is much less sensitive to changes in bioavailability than is the case for bioequivalence
assessment of nanendogenous compounds for which baseline data are essentially zero. -
Abbott contends that baseline correction should be considered for levothyroxine sodium
drug products. Abbott proposed two altemative baseline correction methods on
calculation of pharmacokinetic parameters'. The FDA’s current policy for levothyroxine
sodium drug products is to not correct baseline in the bioequivalence determination.

! A third method was also mentioned in this letter, but Abbot: bas not completed the necessary studies for

this method at this time. FDA has indicated a willingness to meet with Abbott to discuss this subject once
the final study report for the ongoing study is available.
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Approval of ANDA 76-187
Mylan Pharmaceuticals Inc.’
Levothyroxine Sodium Tablets

Although these two alternative methods set forth by Abbott are not validated or accepted °
regulatory methods, OGD applied them to Mylan ANDA 76-187 to address the issues
raised by Abbott

.-

Methods
Pharmacokinetic/Statistical Analysis of Abbott’s Proposed Methods

STATISTICAL ANALYSIS:

AUC(0-48hrs), Cmax and log transformed AUC(0-48hrs), and Crnax were analyzed by
Analysis of Variance (ANOVA) with effects for treatments, sequence of dosing, subjects
within sequence, and study period in the statistical model.

The two one-sided hypotheses at the @=0.05 level of significance were tested for AUC(0-
48hrs) and Cmax in original scale and after log transformation, by constructing the 90%
confidence intervals for the differences between the test and the reference least squares Y
means, and were reported relative to the reference means. I3
These AUC(0-48hrs) and Cmax values were subjected to two baseline correction ~ ', t—
methods proposed by Abbott. '

Method 1- This method assumes that the contribution of endogenous levothyroxine to
the observed levothyroxine concentration is constant, The average of the —0.5, -0.25 and
0 time concentration values prior to dosing (Coaseiine ) aT¢ taken as representative

endogenous levothyroxine concentrations over the next 48 hrs. Baseline corrected Cmax
and AUC (0-48hrs) were calculated by:

Corrected Cmax = Observed Cmax-Cuyseiine

Endogenous AUC (0-48 hrs) = Cypieime % 48 hrs

Corrected AUC (0-48 hrs) = Observed AUC (0-48 hrs) — Endogenous AUC (0-48 hrs)
Method 2- This method assumes that large doses of levothyroxine completely suppress

levothyroxine prodyction at the time of dosing. Consequently, the concentration of
endogenous material-declines exponentially from the baseline level, with a half-life of 7

days (168 hrs) that corresponds to a value for B of log2/168. Baseline corrected Cmax
and AUC (0-48hrs) were calculated by:

Corrected Cmax = Observed Cmax- Coageiine eXp(- x Observed Tmax)

Endogencus AUC (0-48hrs) = Cogetine/P (1-exp(-48 x £ ))

Corrected AUC (0-48hrs) = Observed AUC (0-48hrs) - Endogenous AUC (0-48hrs)
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Approval of ANDA 76-187
Mylan Pharmaceuticals Inc.
Levothyroxine Sodium Tablets

All calculaﬁon; were done using SAS (The code is available upon request):

Results -

Table 1. Mean phirmacokinetic parameters (+ sd) for the 600 meg dose of levothyroxine
ANDA¥# 76187.

Parameter Test Reference | Ratio(T/R)! | 90% CI
Ln AUC(0-48hrs), No 8.64(0.12) |8.66(0.13) |[0.98 96-100
baseline correction

Ln AUC(0-48hrs), Baseline 7.40(0.24) | 7.48(0.22) |]0.92 85-99
correction, Method 1

Lo AUC(0-48hrs), Baseline | 7.61(0.19) | 7.67(0.19) 0.94 88-99
correction, Method 2

La Cmax, No baseline 5.03(0.14) |5.06(0.14) |0.96 94-100
correction

La Cmax, Baseline 4.23(0.25) |4.32(0.21) (091 86-97
correction, Method 1 ]

Ln Cmax, Baseline 4.25(0.24) |4.33(0.21) |0.91 87-97
correction, Method 2

1.Ratio of Least Squares Geometric Means

Table 2. Mean pharmacokinetic parameters (+ sd) for the 500 meg dose of
Levothyroxine ANDA# 76187.

.| Parameter Test Reference | Ratio(T/R)' | 90% CI
Ln AUC(0-48hrs), No 8.61{(0.12) 8.61(0.11) 0.99 97-101
baseline correction
In AUC(0-48hrs), Baseline | 7.29(0.25) | 7.33(0.26) | 0.94 90-99
correction, Method 1
Ln AUC(0-48hrs), Baseline | 7.52(0.20) | 7.55(0.21) 0.96 92.9%
correction, Method 2 -

Ln Cmax, No bascline 4.95(0.13) 4.98(0.12) 0.95 93-99

correction - .

Ln Cmax. Baseline 4.04(0.25) |4.14(021) |0.88 83-94

correction, Method 1

Ln Cmax, Baseline 4.06(0.24) 4.16(0.20) 0.88 - . | 84-94

correction, Method 2 ' .

1.Ratio of Least Squares Geometric Means
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Approval of ANDA 76-187
Mylan Pharmaceuticals Inc.
Levothyroxine Sodium Tablets

Table 3 Mean ﬁhmmacokinetic parameters (+_ sd) for the 300 mcg dose of Levothyroxine
ANDA# 76187. ~

s
Parameter > -° Test Reference | Ratio(T/R)' | 90% C1
Ln AUC(0-48hrs), No 8.68(0.10) | 8.70(0.10) |0.99 97-100
baseline correction

Ln AUC(0-48hrs), Baseline | 7.55(0.22) |7.58(0.18) |0.96 90-102
correction, Method 1

Ln AUC(0-48hrs), Baseline | 7.73(0.17) | 7.76(0.15) |0.97 92-102
correction, Method 2 :

Ln Cmax, No baseline 5.06(0.10) |5.10(0.09) |0.96 94-98
correction

Ln Cmax, Baseline 4.31(0.18) 14.37(0.18) 0.94 90-97
correction, Method 1 '

Ln Cmax, Baseline 4.33(0.17) 4.38(0.18) 0.94 90-97
correction, Method 2

1.Ratio of Least Squares Geometric Means

Conclusion:

FDA has determined that although these two alternative methods are not validated or

accepted regulatory methods, the Mylan levothyroxine sodium tablets meet the 90%

confidence interval limit of 80-125, 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.

In fact, the current bioequivalence criteria for an ANDA for levothyroxine sodium tablets

does not utilize baseline corrected data. Mylan’s application meets FDA's current
bioequivalence criteria.
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é DEPARTMENT OF REALTH & HUMAN SERVICES

Yo

-

L T

Emord & Associates, P.C. o
Burke Professional Center JUN 5 A
5282 LynGate Court .

Burke, VA 22015

Reference Number: OGD 02-245

Dear Mr. Emord:

This letter is in response to your correspondence datéed May 2, 2002. You state that you represent
Jerome Stevens Pharmaceuticals Inc. (JSP). JSP is the holder of en approved new drug application
(NDA) for levothyroxine sodium tablets (Unithroid™) and this drug product has been designateq,
the reference listed drug in Approved Drug Products with Therapeutic Equivalence Evaluationst -
(Orange Book). You request that the Office of Generic Drugs (OGD) confirm that any sponsor ofyy._ . _
ar-abbreviated new drug application (ANDA) secking bioequivalence status to Unithroid™ will have
to meet the specific criteria stated in your letter. You also stated that ANDAs must complete “the
clinical requirements" before approval.

* “The Drug Price Competition and Patent Term Restoration Act of 1984 (Pub. L. No. 98-417) (the
- Hatch-Waxman Amendments) created section 505(j) of the Food, Drug, and Cosmetic Act (the Act),
which established the current ANDA approval process.

Sections 505(G)2)(AXii), (iii), and (iv) of the Act specify that an ANDA must contain information
1o show that the active ingredient, route of administration, dosage fonm and strength are the same
as the listed drug and that the drug is bioequivalent to the listed drug. Under the Hatch-Waxman
Amendments, the agency issued regulations that govern bioequivalence determinations. The
regulations at 21 CFR 320.23(b) state that "Two products will be considered bioequivalent drug
products if they are pharmaceutical equivalents or pharmaceutical alternatives whose rate and extent
of absorption do not show a significant difference when administered at the same molar dose of the
active moiety under simjilar experimental conditions. . . ."

The Act does not require ar ANDA to contain the same information as an NDA. (See section
505(b)(1) and (d) of the Act for the requirements for an NDA and 21 CFR 314.50 for more detailed
regulatory requirements for the content and format of an NDA. See 505(j)(2) and (4) of the Act for
the requirements for an ANDA application and 21 CFR 314.94 for more detailed regulatory
requirements for the content and format of an ANDA.) Accordingly, ANDAs for levothyroxine
sodium are not required to meet the same clinical study requirements as NDAs for levothyroxine

sodium.
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Emord & Associates, P.C.
Levothyroxine Sodiugz

You raise three specific criteria regarding stability that you believe an ANDA must meet before the
product can be censidered to be bioequivalent to Unithroid™ and/or before a product may "be
considered for substitution to Unithroid™." The application of these criteria to ANDAs 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
expiration date. A determination of bioequivalence is dictated by whether the rate and extent of the
absorption of the ANDA product shows a significant difference from the reference listed product.
(See 21 CFR 320.23(b)). Therapeutic equivalence refers to products that are bioequivalent and
pharmaceutically equivalent. Drug products are considered pharmaceutical equivalents if they
contain the same active ingredient, are of the same dosage form, route of administration, and are
identical in strength or concentration. (See the Preface to the 21st edition of the Approved Drug
Products with Therapeutic Equivalence Evaluations (the Orange Book).) Accordingly, while
ANDAs must demonstrate adequate stability and batch data, these data do not determine
bioequivalence or therapeutic equivalence.

The specific criteria you raised in your letter and OGD’s comments follow:

-
1. “Successful completion of ICH stability guidelines at storage conditions of 6 months at 40° F
C and 75% RH and Long Term conditions of 25° C and 60 % RH. Conditions other than
these cannot qualify a drug as a generic equivalent to Unithroid™.”

Under 21 CFR 314.94(a)(9), ANDA applicants are reguired to submit information on
chemistry, manufacturing, and controls for the proposed drug product. This information
includes stability data with proposed expiration data. (21 CFR 314.94(a)(9) imposes the
requirements of 21 CFR 314.50(d)(1)(ii)(a) on ANDA applicants). However, ANDA
applicants are not reguired to submit the same stability information to satisfy this
requirement as NDA applicants because the stability data requirements for ANDAs are
determined in part by the existence of a significant body of information for the dosage form
and the existence of an approved application for the particular dosage form.

To satisfy the stability requirements for an ANDA, ANDA applicants ordinarily submit 3
months of accelerated stability data at 40° C and 75% RH with testing at, 0 1, 2, and 3
months and/or full room temperature data in the initial submission of theANDA. . If
acceptable, these data qualify an applicant for a lentative two-year expiration date. An
ANDA applicant must confirm this dating by the submission of room temperature data and
may obtain a longer expiration date if it provides long term stability data. OGD accepls
either the ICH criteria of 25° C and 60 % RH or data generated at 25-30° C and ambient
humidity. For information with respect 10 stability recommendations for an ANDA, please
refer 1o the attached letters to industry dated November 8, 1991, and August 18, 1995 ,
which constitute guidance for industry developed and issued prior to the Good Guidance
Practices published in February, 1997.

0482



L)

Emord & Associates, P.C.
Levothyroxine Sodium

2. “No fewer thap 3 batches of the high and low strengths and 2 batches of each other
strength must'meet the aforementioned criteria. This will insure the reproducibility of the
product while maintaining the highest product quality.”

For the reasons stated above, ANDA applicants are not required to submit the same batch
information as NDAs. To satisfy the stability requirements for an ANDA, ANDA applicants
ordinarily submit information from one batch of each strength for which it is seeking
approval with a minimum of 100,000 tablets per batch. See the Office of Generic Drugs,
Policy and Procedure Guide: # 22-90 - Revised September 13, 1990 (attached).

3. “Finally the use of Stability Overages (*spiking’") must be prohibited. Manufacturers must
formulate products to have potencies of NMT 100% at the time of release.”

As indicated in the Guidance for Industry entitled Levothyroxine Sodium Products
Enforcement of August 14, 2001 Compliance Date and Submission of New Applications,
the FDA agrees that stability overages should be prohibited. Manufacturers should
Jformulate their product to be targeted for release at not more than 100% of the labeled r. ..
‘claim. The lots released for the drug product should have a normal distribution around® !
100% of the labeled claim. e

Ih"

If you have any questions, please call Ms. Cecelia Parise, R.Ph., Regulatory Policy Advisor to the
Director, Office of Generic Drugs, at (301) 827-5845. In future correspondence regarding this issue,
-please include a copy of this letter and please style your submission in the form of a citizea petition

as set forth in 21 CFR 10.30.

Sincerely yours, -

Gary J. Buehler
Director
: Office of Generic Drugs-
- Center for Drug Evaluation and Research

Enclosures: Letters to industry dated November 8, 1991, and August 18, 1995; Office of Generic
Drugs, Policy and Procedure Guide: # 22-90 — Revised September 13, 1990
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EIL.ECTRONIC MAIL MESSAGE

Sensitivity: COMPANY CONFIDENTIAL Date: 29-Dec-2000 01:51pm EST
: - From: Donald Hare
HARE
Dept: HFD-604 MPN2 286
Tel No: 301-827-5845 FAX 301-594-0183
TO: Gary Buehler ( BUEHLER )
" CC: Robert West { WESTR )
CC: William Rickman { RICKMAN )
CC: Gregory Davis ( DAVISG )
CC: Cecelia Parise { PARISEC )
CC: Dale Conner { CONNERD )
CC: Lizzie Sanchez ( SANCHEZL )
CC: Rita Hassall ( HASSALLR )
Subject: RE: levothyroxine 1

Gary: . "%;.,

I agree with your concern regarding the formulation of the JS levothyroxin (LT}
t~" “ets that were approved and the formulation of the JS LT tablets that were
b. . -j marketed without an approved application possibly not being the same.
Alwmbugh the formulation of the two LT tablets are probably the same I think
that it will have to be checked out.

A similar situation occurred when a firm did a verapamil ER tablet BE study andj
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. :

—

———— e e

R
s remereer

<. PESINSREPIY . catt R e R R R B

Sl o c - e e am—enann

cemben v (O ecnmetd Merer e te e mdd e s e wer e o -

As an aside even thought the initial decision has been made bhased upon the new
BA/BE guidance to only hlve one RLD, i.e. the Q.3 mg tablet, for 11 streng?h=§9
a medically important drug, it may be reconsidered. Mylan was wise in deing
three BE studies but you have to wonder why they did not use the same "lot!

Son
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E é:é CTRONIC MAIL MESSAGE

Sensitivity: COMPANY CONFIDENTIAL Date: 02-Jan-2001 04:3ipm EST
From: Gary Buehler
) BUEHLER
Dept : HFD-600 MPN2 286
Tel No:  301-827-5845 FAX 301-594-018:
TO: Donald Hare ( HARE )
CC: Robert West : ( WESTR )

CC: Christine Rogers _ ( ROGERSC )

Subject: Re: levothyroxine '

Don

I discussed this issue at Bio DDs and Dale suggested the same plan. 1 ;
Since there were no clinical trials reguired for this application, the f
feeling was that there may be some statement made that they have been g
marketing this same formulation for __ years etc. ZN

-j ~ me know hat you find out.

hks
ary

VVvvVvVvy 0-',u

v
Q
o

4

>

>I called Chris Rogers, the attorney who has the lead on the

levothyroxin issue.

>She provide a lot of valuable information which may forestall the

contacting of

»>J§S. -

> - - 4

>She suggested that- I contact David Lewis, the chemist with the

responsibility

>for the 505(b) levothyroxin applications. Chris seem to think that
historical

* >data was alsc submitted with JS NDA which may answer ouxr questzon of

whether the

sMylan ANDA used the correct formulation in their BE study.

>
nave tried calling David a couple of times but only get the answering

smachine. )
>

>Stayed tuned.
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ELECTRONIC MAIL MESSAGE
T

Date: 04-Jan-2001 03:25pm EST
From: Donald Hare
HARE
Dept: HFD-604 MPN2 286,
. Tel No: 301-827-5845 FAX 301-594-018
TO: Gary Buehler ' . ( BUEHLER )
CC: Robert West’ ( WESTR )
CC: Rita Hassall ( HASSALLR )
CC: Cecelia Parise ( PARISEC )
CC: Dale Conner ( CONNERD }
CC: Frank Holcombe { HOLCOMBE )
Subject: levothyroxin-
Gary: 2-

I met with David Lewis this afternoon and he was extremely helpful. th?éView

the JS NDA and could not find any reference to a pre-approval formulation.

™ -id then called his contact at JS with a number of questions to ask so as tc
.~ ible to answer our guestion as to whether JS was marketing levothyroxin

L.wlets 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 w
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 applica
using a marketed JS levothyroxin tablet as the refexrence listed drug will be
using the same formulation as Mylan and when approved the two ANDAS can be rat

as therapeutic equivalent.

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

Don



NDA 76187

0.025mg, 0.05mg, 0.075mg,
0.088mg, 0.1mg, 0.122mg,
0.125mg, 0.15mg, 0.175mg,
0.2mg and 0.3mg

Mylan Pharmaceuticals
Approval Date: June 5, 2002

ANDA Approval Summary
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Mylan Pharmaceuticals Inc.
Attention: Frank R. Sisto
781 Chestnut Ridge Road
P.0. Box 4310

Morgantown, WV 26504-4310

Dear Sir:

We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(j) of the
Federal Food, Drug and Cosmetic Act.

NAME OF DRUG: Levothyroxine Sodium Tablets USP, 0.025 mg,
0.05 mg, 0.075 mg, 0.088 mg, 0.112 mg, 0.125 mg, y
0.15 mg, 0.175 mg, 0.1 mg, 0.2 mg and 0.3 mg L

DATE OF APPLICATION: June 5, 2001 i

vr

DATE (RECEIVED) ACCEPTABLE FOR FILING: June 6, 2001

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

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

Should you have questions concerning this application, contact:
Michelle Dillahunt

Project Manager
- (301) 827-5848

- Sincerely yours,

- /8/
Wm Peter Rickman
Acting Director
Division of Labeling and Program Support

Office of Generic Drugs
Center for Drug Evaluation and Research
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ANDA CHECKLIST FOR COMPLETENESS and ACCEPTABILITY of the

| APPLICATION
axoas] b _;@ﬂ FIRM NAME WMM
RELATED Appwcm:coms) /ﬂa

T 7

DRUG NWLM?MM-
posaGE FORM: Tl 1 ys

VAR /5 R [ 4.

T '

aoab“o/)

en .
Electron:.c Submzsszcn (Chem)\o\’ ? -ma:.l notification sent ]‘

Team Leader | ___ Y. Sapi et

Labeling Reviewer wﬂM HM{J ,

FIRST GENERIC’

‘'Random Assignment BN2- } .
M;cro Rev;ewer . /Vln ' -} g‘.‘
|4 . -
l Phamacodynam;c study (Dr. Fann:.ng) N } H
Letter Date {,‘2 Jga-v r Received Date _‘_ﬂ_@z l
Comments_ £ & |} v On Cards v
’ YES

-
Therapeutic Code 30 32 300 .Ew

Methods Validation Package' (3 copies) k
(Re'quized for Non-USP drugs)

Archival, and Review copies \7 uw-é# LZMZIL

1e1d copy certification (original szgnature)

g~

Cover Letter /

Table of Contents /

<~ N[N
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Signed and CQmplq}adyjpplzcatlon Form.(356h)

(Statement regardin TC Status) v
L —— o
se. | Bagis for Submission 1218 Tapeme
RLDUN Firm v
1s an ANDA:. Suitability petition required? __ If vyes,

consult needed for pediatric study requirement.

1. Financial certification (Form FDA 3454)_V
Disclosure statement {Form 3455)’

(for BE studies only!) - ‘g,pﬁx* sbﬁk
2. In Vivo Study Protocol ( > \Jﬂ"‘pv

3. In Vivd Study({ies) M €

4. Computer Disk Submitted

5. Request f&r Waiver of In 1vo Study(ies) vV

6

7

. In Vitro Dissclution Data
. Formulation Data Same? (Comparison of all
Strengths)
(Ophthalmics, Otics, Extermals, Parenterals)
8. Paragraph IV bio study acceptable for fili
§. Lot numbers of products used in Bio- -study
10.DS1 1n§pectmon request needed?

1*® Generic 1** study for site__ Oth 3
E-mail notification to bioc PMs sent 1? 070

S | patent Certification
1. Paragraph? ‘/
2. Expiration of Patent
A. Pediatric Exclusivity Subm:.tt.ed?
B. Pediatric Exclusivity Tracking System checked"
Exclusivity Statement L -
Sec- | Comparison between l(;ye:::i.c Drug and RLD-505(3) (2) (a) . '
1. Conditions of use :
2. Active ingredients 7 L
3. Route of administration &7 _ v 4/
4. Dosage Form TR
5. strength_, .~ (?* -
Sec. | Labeling '
1. 4 copies of draft/ach strength and container) or 12
copies of FPL .
2. 1 RLD label and 1 RLD container label /
3. 1 side by side labeling comparjfon with all differences //
annotated and exvplained :
f .
100 A
$ic. | Bioavailability/Bioequivalence @ ‘L” I
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SeC.
VI3

Components and Composition Statements
1. Unit composition and batch formulation

2. Inactive :.ngred_:.ents as appropriate ‘5ee_ M_S «a c&mf
sc. | Raw Materials Controls
1. Active IBgredients .
‘a. Addresses” of bulk manufacturers_ |/ S /‘ ,
b. Type II DMF authorization letters ©r synthesis
c. Certificate(s) of analysis specifications and te..
results from drug substance manufacturer (s)
d. Applicant certificate of analysis
e. Testing specifications and data from drug product /

manufacturer(s)__ L~

£. Spectra and chxomﬁb/gxams for reference standards
and test samples

g. CFN numbers

2. Inactive Ingredients . * -

a. Source of inactive ingredients identifieg

b. Testing spec;tlcatzag;'(1nc1udlng 1denti£1cab¢on and
characterization)

c. Suppliers’ certzfzcaz/s’of analysis (specifications
and test results)__ ¥

d. Applicant certificate of analysis iy

IX

Description of Manufacturing Facility
1. Full Address(es)of the Facility(ies)for the

Manufacturipg Process, Testing, and Stability L~
Testing V// v
2. CGMP Certification j 40 77
3, CFN numbers_[[/ asTS
Sec- | OQutside Fizrms Including Contract Testing
Laboratories o L

1. Full Address
2. Functions 'iZ? L
3. CGMP Certification/GLP

14. CFN numbersa —"

K4

Sa¢.
X1

Manufacturing and Processing Instructions

1. Description of the Manufacturing Process (including
Microbiological Validation if Appropriate)

2. Master Producticn Batch Record(s)} for largest intended
production runs (no.mgre than 10x oilot batch) with
Equipment Specified

3. If sterile product: Aseptic £ill] / Texrminal
_sterilization '
4. Filter validation (if aseptic §ill)
L, 5. Reprocessing Statement . .
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Sec.
b $9

In-Process Controls
1. Copy of Executed Batch Record (Antibiotics/3 Batches if
bulk product produced by fermentation) with.Egquipment
Specified,_including Packaging Records (Packaging and

labeling Procedure ), Batch Reconciliation and Label
Reconcilfation Y
2. In-process Controls ' v//’
a. Sampling plans and test: proc res
b. Specifications and data

JQ-&&L&M

Rec.
- X132

Container

‘1. Summary of Contajiffer/Closure System (if new resin,

provide data) .
2. Components Specification and Test Data (Type III DMF
References) | Vel : : v//
. Packaging Configuration and(f}z!’ '
. Container/Closure Testing : P///
. Source of supply and supplier's address -

v b W

Sec.

Sec. | Controls for the Finished Dosage Fg;zf
1. Sampling Plans and Test Procedures
2. Testing Specifications and Data V//
3. Certificate of Analysis for Finished Dosage FormyY
~ /ﬂ;lg’ll 2
Sec- | Stability of Pinished Dosage Form
1. Protocol submitted .
2. Post Approval Commitments
3. Expiration Dating Period '
4. Stability Data Submitted »///
a. 3 month accelerated stab;licy data .
b. Batch numbers on Stability records the same as the
test batch
LI, pH0ISO | RiH07 0D
r .7 -
jec- | Samples. - Statement of "Availability and
Identification of:
1, Drug Substance
2. Finished Dosage Form L/’
3. Same lot numbers )
s« | gpvironmental Impact Analysis Statement
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Sesiz | GDEA (Generic Drug Enforcement Act) /Other:
1. Letter of Authorization (U.S. Agent [1f needed, ///

countersignature on 356h]) P///
2. Debarment Certification (original s:gnature) b/

3. List of COnv1ctlons statement (original signature)

‘g -
-

By
LI

Reyi;winé So/CSsT M\yﬂ/@&t\e) 7//,/[0/

Recommendation: SE to FILE
Supervisory Concursente/Date , - 1FTUL-200)

~ Duplicate copy sent to bio:

(Hold if RF and send when acceptable)

Duplicate copy to HPD for consult

Type of consult:

_ Conments regarding the ANDA:

% by Wfs Wi S (Comelucted
’f hy Pl ~Toble 1t ant (220 —7HES . 7lcz£r 1bith

ol

S ,w; —Hhe RLD. M:/[M/ LS Bl 40 (o Cat

et ZM{'A/K/// ¥4 drw} pw,é«c-# et €-

/4(

aﬁkcue/ M#L g %«W# Shat jf/.w-‘ ﬂe«

dicl ik Phaesst ol mudactind S Lo Wie]

bromudar /AJL.,«/ Lo lor® bttt m/‘,éz{—ed{

¢Z=%z4vc&4i

Revised 12/9% - vi\divisies\revsupp\ragiupp\chklst
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ANDA APPROVAL SUMMARY
ANDA: 76-187 __

DRUG PRODUCT: ?Levothyroxine Sodium Tablets USP

PIRM: Mylan Pharmaceuticals Inc.

DOSAGE FORM: Tablets STRENGTH: 25 mcg, 50 meg, 75 mcg,

88 mcg, 100 mcg, 112 mcg, 125 mcgq,
150 meg,175 mcg, 200 mcg and 300 meg

CGMP: Statement/EIR Update Status:

The EER is acceptable (OC recommendation, 8/1/01).

BIO: The biocequivalency was found to be acceptable by the

Division of Biocequivalency, Office of Generic Drugs (12/31/01,
Bio reviewer: H. Nguyen). . 'g;

VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S): 3

Both drug substance and drug product are included in the . ?"
USP. Method validation is not required. ve T

STABILITY: (Are containers used in study identical to those in

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

LABRLING:
Container, carton and insert labeling have been found.aefqﬂn¢ﬁl-
{Labeling approval summary, 2/6/02)

STERILIZATION VALIDATION (I¥ APPLICABLE):

Sterilization validation is not required.

SIZE OF BIO BATCE (FIRN'S SOURCE OF KDS OK?):

Executed batch sizes:

Strength Exhibit batch

25 mcg, 50 meg, 75 mcg

88 mcg, 100 mcg, 112 mcg ——
125 mcg, 150 mcg, 175 mc ————
200 meg and 300 mcg ! ——— T
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DMF —— Levothyroxine Sodium USP drug substance
(acceptable, reviewed by Liang-Lii Huang, Ph.D. 3/12/02)

-

- - .

SIZE OF STABILITY BATCERS- (IF DIFFERENT FROM BIO BATCH, W!Rl.
THEY MANUFACTURED VIA THE SAME PROCESS?):

The exhibit batches were the stability batches.

PROPOSED PRODUCTION BATCE - MANUPACTURING PROCESS TEE SAME?:

Proposed production batch sizes:

Strength lggpggctlon batch size
25 meg, 50 mcg, 75 mcg “~~e—— tablets

8 mcq, 100 mcqg, 112 mcqg tablets

A —
125 meg, 150 mcq, 175 mcg S tablets ‘
200 mcg and 300 meg e tablets

..;Y"'."‘

v r

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

CHEMIST: Liang-Lii Huang, Ph.D. DATE: April 23, 2002
SUPERVISOR: James Fan pamx: April 23, 2002



APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):Do you

hava 12 Final Printed Labels and Labeling? Yes Neoif no, list why:
Container Labeis:

Carton Labeling: -

Unit Dose Blistes Labat: -

Unit Doss Carton Labek:-

Professional Package InsertLabeiing:

Patient Package insert Labeiing:

Auxiliary Labeling:

Revisions needed post-approval:

BAS!S OF APPROVAL:

Patant Data For NDA 21210 : No unexpired patents

Patent Patont Descriplion . How Flled
No ___Expiration

¥

Labeling impact

Exclusivity Data For NDA: No unexpired exclusivity '

. Use Description
Code/sup Expiration Code .

Labeling bmpact

Was this approval based upon a petition? No
What Iis the RLD on the 356(h) form: Unithorid
NDA Number: 21210

NDA Drug Name: Lavothyroxine sodium

NOA Firm: Jerome Stevens Phanmaceuticals .
Date of Approval of NDA Insert and suppiement #: S-008, app. 8/21, 2000.
Has this been verifiad by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No

If yes, give date of iabeling guidance:

L~
) At

Basis of Approval for the Container Labels: company used sampies from Levotab and thros that are

marketed by JSP since Unithroid is not commerical avallable.
Basis of Approval for the Carton Labeling: not applicable.
Other Comments:

REVIEW OF PROFESSIONAL LABELING CHECK LIST

Estabiished Name

Ciffersnt name than on sCCetance 10 fle lalter?

T T3 procuct 8 USP Rem7 1 50, USP suppiement 1n which verication wes 15aured. USP 23

|s thee narme diffarent ¥han thet used n 1he Orange Book?

¥ not US, jTMNMWMMnNE

- Error Pravention Analysls

Has the frm proposad & proprietery name? nmmmm

Dopumhmm‘)mwmhﬁ&dw Conaider: Mighoading? Sounds or Jooks ke anoiher
neme? USAN stem present? Preftx or Suffix present?

mnmmmunmwmwan1 ¥ 50, what were the
recommendadions? ¥ e neme was unaccaplabie, has e frm been notifled?

Packaging

e Tua 5 o PECKIGInG ConBOUaTOn, Aever Boen Spproved Dy &1 ANDA o NDAT 1 yee, Geecrbe in FTR.

Is Db DACRAQS Si28 MisMaichad with the reconymended Josage i you, ¥'a Poison Pravention Act may regam 3
CRC.

Does the PaCAEQe proposed Nave vy salety and/or reguistory Conceme?

WNMWMW.MMD-MM“M&MWNNWT

[ Eaniici Detween tha DOSAGE AND ADMINISTRATION and INDICAT IONS sackons snd the packaging
configurstion?




13 the sirength and/tr concantration of the product unsupportad Dy the insert isbeling?

18 the color of the container (1.8, the color of the cap of § mycristic ophtheimic) of Cap incomect?

INGrvidual Canons Tequined? laause for FTR: Innovator individuaily cartoned? Light sensitive product whech might
require Caroning? Must he package insen accompany the product?

)1)‘)‘

Are thers any piher salety Contema?

Labsling

uBnmndeumanumnnmw\a? (Name shouid be the most prominent information
on the ladel).

Tias Sppicant faied 0 Cearty iffersntiats LD GrOGUC SUengls?

1s the corporate 10go Hnmer than 1/3 container label? (NG reguistion - ses ASHP guidesnes)

Labeling{continued)
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1s the Memstachured byDtstributor sistament incorrect or faissly NConsistent betwaen isbels and iadelng? ia *Jointly
Menufactured by..". stalement needed?

anmmwmwuﬂmmmhmswﬂﬁ?

Tias e furm faried © SdequAtely SUDPOM COMpatoiity o SADUTY CHIMS Wiich appeer It e INGAN IBDeENg? N
Chesmst should confirm the data has been adequaiely supported.

Scoring: Descride scoring configurstion of RLD snd appiicant (page ) in the FTR

ts the scoring configurstion different then the RLO?

!

Has the frm failad to deacribe the aconing in the HOW SUPPLIED section?

b

inactive ingredisnts: (FTR: Ust pege # in sppiication where naciives are lited)

Doss the product contsin sicohal? I 30, hes the sccurscy of ihe ststament been confimed?
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13 there 5 GACTRpanCy in NaGlives batween DESCRIPTION and the composition sistement?

b et - Tt~ it A e S At

Has the lerm "other ingradients® been uaad 10 rokect s irpde secret? i 30, Is Garn supponed?

Fadure 1o lis! the cOOMngG agents if he tomposition siaement Ists 8.g.. Opacads. Opsspray?

Fatiirs 1 Wet gelatn, colonng Sgents, antimicrobisis 1or capeudes in DESCRIPTION?

Falure © K51 dyes in Impnnting ika ? (COINNG agents 8.5., Fon cxiies need noi be isied)

USP issues: [FTR List USP/NDAVANOA dispensing/storage recommendations)

Do container recommendations fall 1o mest or sxesd USPANOA recommendations? N sa, are the fecommendations
Wamundmm'?
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muspmmmumnm.mmm mast them?

s 1he product ight sensutive? uno,bNDAmNOAmnm-mwm

et eyt s casase> e
Failure of DESCRIPTION to mest USP Description and Solubdity information? I 50, USP information shouii de used.
Mowever, only inciude salvents sppeanng in innovator sbeling.

Bicequivalence 1s5uss: (Compare biosquivalency vaues: insent o study. Lt Cmax, Tmex. T 1/2 and e
study accepiabie)

nsent labeiing references 8 1ood eflect or & no-sffeci? X 50, was 8 food study done?

718 CLUNICAL PHARMACOLOGY Dean modied? § 50, briefly Getal where/wtry.

x|

PatentExclusivity Issuas?: FTR Check the Crangs Book edition or cumuiathve supplement for verification
of the istest Patent or Excusivity. List mpiration date for all pelents, exClusivises., ofc. or ¥ nONE, Diedss stpe.

NOTES/QUESTION§ TO THE CHEMIST:

g

FOR THE RECORD:

1. Roview based on the labeling of NDA 21210/ S-001. JSP; Unithyroid, ; approved /2101 .
2. Patent/ Exclusivities: n¢ unexpired patents or exciusivity, firm file a paragraph P!
3. Storage Conditions:

NDA - 20-25 C (88-77 F) with escursion betwsen 15-30 C { 55-86 F)
ANDA - store at CRT
USP - Nane
4. ° Dispensing Recommendations:
NDA - none




ANDA - Dispanse in a tight, light resistant container as defined in UDP. Using a child resistant closure.
USP - tight light resistant container

5. Scoring:
NDA - partial bisectad,
ANDA - scored
. USP - none-
8. Product Line:

The innovator markets their product in botties of 100s and 1000s
The appiicant proposas to market their product in HDPE botties of 1008 with CRC.

7. The tablet/capsule imprint{ingsYembossing(sy debossing(s) hashave been accurately described in the
HOW SUPPLIED section as required by 21 CFR 2086,et al. (imprinting of Solid Oral Dosage Form Products
for Human Use; Final Rule, effective 9/13/95).

8. Inactive ingredients: .
The listing of inactive ingredients in the DESCRIPTION section of the package inseart appears to be
consistant with the listing of inactive ingredients found in the staternent of components and composition
appearing on page 4441-4470 gection Vil (Volume 10.1} .

9. Myian, at Morgantown, will perform ali operations in the manufacturing package and labeling.

Date of Review: 8/4/01 Date of Submission: &/5/01
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