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APPROVAL LETTER



DEPARTMENT OF HEALTH & HUMAN SERVICES 

                          
             Food and Drug Administration 
             Silver Spring, MD  20993

ANDA 091328 
 
 
 
 
 
Lupin Pharmaceuticals Inc. 
U.S. Agent for: Lupin Limited 
Attention: Leslie Sands 
           Director, Regulatory Affairs 
Harborplace Tower 
111 South Calvert Street, 21st floor 
Baltimore, MD 21202 
 
 
Dear Madam: 
 
This is in reference to your abbreviated new drug application (ANDA) 
dated April 15, 2009, submitted pursuant to section 505(j) of the 
Federal Food, Drug, and Cosmetic Act (the Act), for Levonorgestrel 
Tablets, 0.75 mg (Rx/OTC). 
 
Reference is also made to your amendments dated November 5 2009; 
September 30 and December 7, 2011; January 3, January 4, January 17, 
March 14, March 29, June 20, and August 22, 2012.  
 
We have completed the review of this ANDA and have concluded that 
adequate information has been presented to demonstrate that the drug 
is safe and effective for use as recommended in the submitted 
labeling.  Accordingly the ANDA is approved, effective on the date of 
this letter. The Division of Bioequivalence has determined your 
Levonorgestrel Tablets, 0.75 mg (Rx/OTC), to be bioequivalent and, 
therefore, therapeutically equivalent to the reference listed drug 
product (RLD), Ortho Plan B® Tablets, 0.75 mg, of Teva Branded 
Pharmaceutical Products R&D, Inc. Your dissolution testing should be 
incorporated into the stability and quality control program using the 
same method proposed in your application.    
 
Under section 506A of the Act, certain changes in the conditions 
described in this ANDA require an approved supplemental application 
before the change may be made.  
 
Please note that if FDA requires a Risk Evaluation & Mitigation 
Strategy (REMS) for a listed drug, an ANDA citing that listed drug 
also will be required to have a REMS.  See section 505-1(i) of the 
Act.  
 
Postmarketing reporting requirements for this ANDA are set forth in 21 
CFR 314.80-81 and 314.98.  The Office of Generic Drugs should be 
advised of any change in the marketing status of this drug. 

Reference ID: 3248924



 
Promotional materials may be submitted to FDA for comment prior to 
publication or dissemination. Please note that these submissions are 
voluntary.  If you desire comments on proposed launch promotional 
materials with respect to compliance with applicable regulatory 
requirements, we recommend you submit, in draft or mock-up form, two 
copies of both the promotional materials and package insert(s) 
directly to:  
 
 Food and Drug Administration  
 Center for Drug Evaluation and Research  
 Office of Prescription Drug Promotion  
 5901-B Ammendale Road  
 Beltsville, MD 20705  
 
We call your attention to 21 CFR 314.81(b)(3) which requires that all 
promotional materials be submitted to the Office of Prescription Drug 
Promotion with a completed Form FDA 2253 at the time of their initial 
use.   
   
As soon as possible, but no later than 14 days from the date of this 
letter, submit, using the FDA automated drug registration and listing 
system (eLIST), the content of labeling [21 CFR 314.50(l)] in 
structured product labeling (SPL) format, as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling
/default.htm, that is identical in content to the approved labeling 
(including the package insert, and any patient package insert and/or 
Medication Guide that may be required). Information on submitting SPL 
files using eLIST may be found in the guidance for industry titled 
“SPL Standard for Content of Labeling Technical Qs and As” at  
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformat
ion/Guidances/UCM072392.pdf.  
The SPL will be accessible via publicly available labeling 
repositories. 
        
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Gregory P. Geba, M.D., M.P.H. 
Director 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

Reference ID: 3248924



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

ROBERT L WEST
01/23/2013
Deputy Director, Office of Generic Drugs, for
Gregory P. Geba, M.D., M.P.H.
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FULL PRESCRIBING INFORMATION 
1 INDICATIONS AND USAGE 
Levonorgestrel tablets, 0 75 mg are progestin only emergency contraceptive indicated for prevention of pregnancy 
following unprotected ntercourse or a known or suspected contraceptive failure  To obtain optimal effi cacy, the fi rst 
tablet should be taken as soon as poss ble within 72 hours of intercourse  The seco nd tablet should be taken 12 
hours later

Levonorgestrel tablets, 0 75 mg are available only by prescription for women younger than age 17 years, and available 
over the counter for women 17 years and older  

Levonorgestrel tablets, 0 75 mg are not ndicated for routine use as a contraceptive  

2 DOSAGE AND ADMINISTRATION 
Take one tablet of levonorgestrel tablet, 0 75 mg orally as soon as poss ble within 72 hours after unprotected 
intercourse or a known or suspected contraceptive failure  Effi cacy is better if the tablet s taken as soon as possible 
after unprotected intercourse  The second tablet should be taken 12 hours after the fi rst dose  Levonorgestrel tablets, 
0 75 mg can be used at any time during the menstrual cycle

If vom t ng occurs within two hours of taking the tablet, consideration should be given to repeating the dose  

3 DOSAGE FORMS AND STRENGTHS 
Each levonorgestrel tablet, 0 75 mg is supplied as a white to off white round biconvex tablets, debossed with ‘LU’ on 
one side and ‘S24’ on the other s de  

4 CONTRAINDICATIONS 
Levonorgestrel tablets, 0 75 mg are contraindicated for use in the case of known or suspected pregnancy  

5 WARNINGS AND PRECAUTIONS 
5.1 Ectopic Pregnancy 
Ectopic pregnancies account for approximately 2% of all reported pregnancies  Up to 10% of pregnancies reported n 
clinical studies of routine use of progest n only contracept ves are ectopic  
A history of ectopic pregnancy is not a contraindication to use of this emergency contracept ve method  Healthcare 
providers, however, should consider the poss bility of an ectopic pregnancy in women who become pregnant 
or complain of lower abdom nal pain after taking levonorgestrel tablets, 0 75 mg  A follow up physical or pelvic 
examination s recommended f there is any doubt concerning the general health or pregnancy status of any woman 
after taking levonorgestrel tablets, 0 75 mg  

5.2 Existing Pregnancy 
Levonorgestrel tablets, 0 75 mg are not effective in terminating an existing pregnancy  

5.3 Effects on Menses 
Some women may experience spotting a few days after taking levonorgestrel tablets, 0 75 mg  Menstrual bleed ng 
patterns are often irregular among women using progest n only oral contracept ves and women us ng levonorgestrel 
for postcoital and emergency contraception  

If there is a delay in the onset of expected menses beyond 1 week, consider the possibility of pregnancy  

5.4 STI/HIV 
Levonorgestrel tablets, 0 75 mg do not protect against HIV infect on (AIDS) or other sexually transmitted infections 
(STIs)  

5.5 Physical Examination and Follow up 
A phys cal examination is not required prior to prescribing levonorgestrel tablets, 0 75 mg  A follow up physical or 

pelvic examination is recommended if there is any doubt concerning the general health or pregnancy status of any 
woman after taking levonorgestrel tablets, 0 75 mg  

5.6 Fertility Following Discontinuation 
A rapid return of fert lity is likely following treatment with levonorgestrel tablets, 0 75 mg for emergency contracept on; 
therefore, routine contraception should be continued or initiated as soon as possible following use of levonorgestrel 
tablets, 0 75 mg to ensure ongoing prevention of pregnancy  

6 ADVERSE REACTIONS 
6.1 Clinical Trial Experience 
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical 
trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not refl ect the rates 
observed in clinical practice  

A double bl nd, controlled cl nical trial in 1,955 evaluable women compared the effi cacy and safety of levonorgestrel 
tablet, 0 75 mg (one 0 75 mg  tablet of levonorgestrel taken w thin 7 2 hours of unprotected intercourse, and one tablet 
taken 12 hours later) to the Yuzpe reg men (two tablets each containing 0 25 mg levonorgestrel and 0 05 mg ethinyl 
estradiol, taken within 72 hours of intercourse, and two tablets taken 12 hours later)  

The most common adverse events (>10%) in the clinical trial for women rece ving levonorgestrel tablets, 0 75 mg 
included menstrual changes (26%), nausea (23%), abdominal pain (18%), fatigue (17%), and headache (17%), 
dizz ness (11%), and breast tenderness (11%)  Table 1 lists those adverse events that were reported in ≥5% of 
levonorgestrel tablets, 0 75 mg users

Table 1. Adverse Events in ≥ 5% of Women, by % Frequency

Levonorgestrel Tablets, 0.75 mg
N = 977 (%)

Nausea 23 1

Abdominal Pain 17 6

Fatigue 16 9

Headache 16 8

Heavier Menstrual Bleeding 13 8

L ghter Menstrual Bleeding 12 5

Dizziness 11 2

Breast Tenderness 10 7

Vomiting 5 6

Diarrhea 5 0

6.2 Postmarketing Experience 
The following adverse reactions have been identifi ed dur ng post approval use of levonorgestrel tablets, 0 75 mg  
Because these reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably 
estimate their frequency or establish a causal relationsh p to drug exposure  

Gastrointestinal Disorders 
Abdominal Pain, Nausea, Vomiting 
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use LEVONORGESTREL 
TABLETS, 0.75 mg safely and effectively. See full prescribing information for 
LEVONORGESTREL TABLETS, 0.75 mg.

Levonorgestrel Tablets, 0.75 mg, for oral use
Initial U.S. Approval: 1982

------------------------------------INDICATIONS AND USAGE------------------------------------
Levonorgestrel tablets, 0.75 mg are progestin-only emergency contraceptive, indicated 
for prevention of pregnancy following unprotected intercourse or a known or suspected 
contraceptive failure. Levonorgestrel tablets, 0.75 mg are available only by prescription 
for women younger than age 17 years, and available over the counter for women 17 
years and older. Levonorgestrel tablets, 0.75 mg are not intended for routine use as a 
contraceptive. (1)
--------------------------------DOSAGE AND ADMINISTRATION---------------------------------
The fi rst tablet is taken orally as soon as possible within 72 hours after unprotected 
intercourse.  The second tablet should be taken 12 hours after the fi rst dose. Effi cacy is 
better if levonorgestrel tablet, 0.75 mg is taken as soon as possible after unprotected 
intercourse. (2)
------------------------------DOSAGE FORMS AND STRENGTHS-------------------------------
 A total of two 0.75 mg tablets taken 12 hours apart as a single course of treatment. (3)
---------------------------------------CONTRAINDICATIONS--------------------------------------
Known or suspected pregnancy. (4)
---------------------------------WARNINGS AND PRECAUTIONS--------------------------------
• Ectopic Pregnancy: Women who become pregnant or complain of lower abdominal 

pain after taking levonorgestrel tablets, 0.75 mg should be evaluated for ectopic 
pregnancy. (5.1)

• Levonorgestrel tablets, 0.75 mg are not effective in terminating an existing 
pregnancy. (5.2) 

• Effect on menses: Levonorgestrel tablets, 0.75 mg may alter the next expected 
menses. If menses is delayed beyond 1 week, pregnancy should be considered. 
(5.3) 

• STI/HIV: Levonorgestrel tablets, 0.75 mg does not protect against STI/HIV. (5.4) 
---------------------------------------ADVERSE REACTIONS--------------------------------------
The most common adverse reactions (≥10%) in the clinical trial included menstrual 
changes (26%), nausea (23%), abdominal pain (18%), fatigue (17%), headache (17%), 
and dizziness (11%), and breast tenderness (11%). (6.1) 

To report SUSPECTED ADVERSE REACTIONS, contact Lupin Pharmaceuticals Inc. at 
1-800-399-2561 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch. 
---------------------------------------DRUG INTERACTIONS--------------------------------------
Drugs or herbal products that induce certain enzymes, such as CYP3A4, may decrease 
the effectiveness of progestin-only pills. (7) 
---------------------------------USE IN SPECIFIC POPULATIONS--------------------------------
• Nursing Mothers: Small amounts of progestin pass into the breast milk of nursing 

women taking progestin-only pills for long-term contraception, resulting in 
detectable steroid levels in infant plasma. (8.3) 

• Levonorgestrel tablets, 0.75 mg are not intended for use in premenarcheal (8.4) or 
postmenopausal females (8.5). 

• Clinical trials demonstrated a higher pregnancy rate in the Chinese population. (8.6)

See 17 for PATIENT COUNSELING INFORMATION.

Revised 12/2011
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* Sections or subsections omitted from the full prescribing information are not listed.
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General Disorders and Administration Site Conditions 
Fatigue 

Nervous System Disorders 
Dizziness, Headache 

Reproductive System and Breast Disorders 
Dysmenorrhea, Irregular Menstruation, Oligomenorrhea, Pelvic Pain 

7 DRUG INTERACTIONS 
Drugs or herbal products that nduce enzymes, including CYP3A4, that metabolize progestins may decrease the 
plasma concentrations of progestins, and may decrease the effect veness of progestin only pills  Some drugs or 
herbal products that may decrease the effectiveness of progest n only pills nclude  

• barbiturates 
• bosentan 
• carbamazepine 
• felbamate 
• griseofulvin 
• oxcarbazepine 
• phenytoin 
• rifampin 
• St  John’s wort 
• topiramate 

Signifi cant changes (increase or decrease) in the plasma levels of the progestin have been noted n some cases of co
administration w th HIV protease inhibitors or with non nucleoside reverse transcr ptase inhibitors  
Consult the labeling of a l concurrently used drugs to obtain further information about nteractions with progestin only 
pi ls or the potential for enzyme alterations  

8 USE IN SPECIFIC POPULATIONS 
8.1 Pregnancy 
Many studies have found no harmful effects on fetal development associated with long term use of contraceptive 
doses of oral progestins  The few stud es of infant growth and development that have been conducted w th progestin
only pills have not demonstrated sign fi cant adverse effects  

8.3 Nursing Mothers 
In general, no adverse effects of progestin only pi ls have been found on breastfeed ng performance or on the health, 
growth, or development of the infant  However, isolated post marketing cases of decreased milk production have been 
reported  Small amounts of progestins pass into the breast m lk of nursing mothers tak ng progestin only pills for 
long term contraception, resulting in detectable steroid levels in infant plasma

8.4 Pediatric Use 
Safety and effi cacy of progestin only pills for long term contraception have been established in women of reproductive 
age  Safety and effi cacy are expected to be the same for postpubertal adolescents less than 17 years and for users 17 
years and older  Use of levonorgestrel tablets, 0 75 mg emergency contracept on before menarche is not indicated  

8.5 Geriatric Use 
Th s product is not intended for use in postmenopausal women  

8.6 Race 
No formal stud es have evaluated the effect of race  However, cl nical trials demonstrated a higher pregnancy rate 
in Chinese women with both levonorgestrel tablets, 0 75 mg and the Yuzpe reg men (another form of emergency 
contraception)  The reason for this apparent increase in the pregnancy rate with emergency contraceptives in Chinese 
women is unknown  

8.7 Hepatic Impairment 
No formal stud es were conducted to evaluate the effect of hepatic d sease on the disposition of levonorgestrel tablets, 
0 75 mg  

8.8 Renal Impairment 
No formal studies were conducted to evaluate the effect of renal disease on the disposition of levonorgestrel tablets, 
0 75 mg  

9 DRUG ABUSE AND DEPENDENCE 
Levonorgestrel is not a controlled substance  There s no nformat on about dependence associated with the use of 
levonorgestrel tablets, 0 75 mg  

10 OVERDOSAGE 
There are no data on overdosage of levonorgestrel tablets, 0 75 mg, although the common adverse event of nausea 
and associated vomiting may be anticipated  

11 DESCRIPTION 
Each levonorgestrel tablets, 0 75 mg contains 0 75 mg of a single active stero d ingredient, levonorgestrel 
[18,19 D norpregn 4 en 20 yn 3 one 13 ethyl 17 hydroxy , (17 α) ( ) ], a tota ly synthetic progestogen  The nactive 
ingredients present are colloidal silicon diox de, corn starch, lactose monohydrate, magnesium stearate, and povidone
Levonorgestrel has a molecular weight of 312 45, and the fo lowing structural and molecular formulas

C21H28O2

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action 
Emergency contraceptive pills are not effective if a woman s already pregnant  Levonorgestrel tablets, 0 75 mg are 
believed to act as an emergency contraceptive principally by prevent ng ovulation or fertilization (by a ter ng tubal 
transport of sperm and/or ova)  In addition, it may inhibit implantation (by altering the endometrium)  It is not effective 
once the process of implantation has begun  

12.3 Pharmacokinetics 
Absorption 
No spec fi c invest gation of the absolute bioavailability of levonorgestrel in humans has been conducted  However, 
l terature indicates that levonorgestrel is rapidly and completely absorbed after oral administration (bioavailability 
about 100%) and is not subject to fi rst pass metabolism
After a single dose of levonorgestrel (0 75 mg) administered to 16 women under fasting conditions, the mean 
maximum serum concentration of levonorgestrel was 14 1 ng/mL at an average of 1 6 hours  See Table 2

Table 2: Pharmacokinetic Parameter Values Following Single Dose Administration of 
Levonorgestrel Tablet, 0.75 mg to Healthy Female Volunteers under Fasting Conditions

Mean (± SD)
Cmax (ng/

mL) Tmax (hr) CL (L/h) Vd (L) t½ (h) AUCinf 
(ng hr/mL)

Levonorgestrel 14 1 (7 7) 1 6 (0 7) 7 7 (2 7) 260 0 24 4 (5 3) 123 1 
(50 1)

Cmax = maximum concentration 
Tmax = time to maximum concentration 
CL = clearance
Vd = volume of distribution
t½= elimination half life
AUCinf = area under the drug concentration curve from time 0 to infi nity

Effect of Food  The effect of food on the rate and the extent of levonorgestrel absorption following single oral 
administration of levonorgestrel tablets, 0 75 mg have not been evaluated  

Distribution 
The apparent volume of distribution of levonorgestrel is reported to be approximately 1 8 L/kg  It is about 97 5 to 99% 
protein bound, princ pally to sex hormone binding globulin (SHBG) and, to a lesser extent, serum album n  

Metabolism 
Following absorpt on, levonorgestrel is conjugated at the 17β OH position to form sulfate conjugates and, 

to a lesser extent, glucuronide conjugates in plasma  Signifi cant amounts of conjugated and unconjugated 
3α, 5β tetrahydrolevonorgestrel are also present in plasma, along with much smaller amounts of 3α, 
5α tetrahydrolevonorgestrel and 16β hydroxylevonorgestrel  Levonorgestrel and its phase I metabolites are excreted 
primarily as glucuron de conjugates  Metabolic clearance rates may differ among ndividuals by several fold, and this 
may account in part for the wide variation observed in levonorgestrel concentrations among users  

Excretion 
About 45% of levonorgestrel and its metabolites are excreted in the urine and about 32% are excreted in feces, mostly 
as glucuronide conjugates  

Specifi c Populations 
Pediatric 
Th s product is not intended for use in the premenarcheal population, and pharmacok netic data are not available for 
this population  

Geriatric 
Th s product s not intended for use n postmenopausal women and pharmacokinetic data are not available for this 
population  

Race 
No formal studies have evaluated the effect of race on pharmacokinetics of levonorgestrel tablets, 0 75 mg  However, 
clinical trials demonstrated a higher pregnancy rate in Chinese women with both levonorgestrel tablets, 0 75 mg and 
the Yuzpe reg men (another form of emergency contraception)  The reason for this apparent increase in the pregnancy 
rate with emergency contraceptives in Chinese women is unknown [see USE IN SPECIFIC POPULATIONS (8.6)]  

Hepatic Impairment 
No formal stud es were conducted to evaluate the effect of hepatic disease on the disposit on of levonorgestrel tablets, 
0 75 mg  

Renal Impairment 
No formal studies were conducted to evaluate the effect of renal disease on the disposition of levonorgestrel tablets, 
0 75 mg  

Drug Drug Interactions 
No formal drug drug interact on stud es were conducted with levonorgestrel tablets, 0 75 mg [see DRUG 
INTERACTIONS (7)]  

13 NONCLINICAL TOXICOLOGY 
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 
Carc nogenicity  There is no evidence of increased risk of cancer with short term use of progestins  There was no 
increase in tumorgenicity following administration of levonorgestrel to rats for 2 years at approximately 5 mcg/day, to 
dogs for 7 years at up to 0 125 mg/kg/day, or to rhesus monkeys for 10 years at up to 250 mcg/kg/day  In another 7 
year dog study, administration of levonorgestrel at 0 5 mg/kg/day d d increase the number of mammary adenomas in 
treated dogs compared to controls  There were no mal gnancies

Genotoxicity  Levonorgestrel was not found to be mutagenic or genotoxic in the Ames Assay, in v tro mammalian 
culture assays utilizing mouse lymphoma cells and Chinese hamster ovary cells, and in an in vivo micronucleus assay 
in m ce  

Fert lity  There are no irrevers ble effects on fertility follow ng cessation of exposures to levonorgestrel or progestins 
in general  

14 CLINICAL STUDIES 
A double blind, randomized, multinational controlled clinical trial in 1,955 evaluable women (mean age 27) compared 
the effi cacy and safety of levonorgestrel tablets, 0 75 mg (one 0 75 mg tablet of levonorgestrel taken with n 72 hours 
of unprotected intercourse, and one tablet taken 12 hours later) to the Yuzpe regimen (two tablets each containing 0 25 
mg levonorgestrel and 0 05 mg ethinyl estradiol, taken w thin 72 hours of intercourse, and two additional tablets taken 
12 hours later)  After a single act of intercourse occurring anytime dur ng the menstrual cycle, the expected pregnancy 
rate of 8% (with no contraceptive use) was reduced to approximately 1% with levonorgestrel tablets, 0 75 mg  

Emergency contraceptives are not as effect ve as routine hormonal contraception s nce their failure rate, while low 
based on a single use, would accumulate over time with repeated use [see INDICATIONS AND USAGE (1)]  

At the time of expected menses, approximately 74% of women using levonorgestrel tablets, 
0 75 mg had vag nal bleed ng similar to the r normal menses, 14% bled more than usual, and 12% bled less than 
usual  The majority of women (87%) had their next menstrual period at the expected time or with n + 7 days, while 
13% had a delay of more than 7 days beyond the antic pated onset of menses

16 HOW SUPPLIED/STORAGE AND HANDLING 
Levonorgestrel Tablets, 0 75 mg are white to off white round biconvex tablets, debossed with “LU” on one side and 
“S24” on the other side  

Levonorgestrel Tablets, 0 75 mg are available in a wallet containing 2 tablets (NDC 68180 851 11)  Each wallet is 
packed in a carton (NDC 68180 851 13)

Store Levonorgestrel Tablets, 0 75 mg at 25°C (77°F); excursions permitted to 15° to 30°C (59° to 86°F)  [see USP 
Controlled Room Temperature]

17 PATIENT COUNSELING INFORMATION
17.1 Information for Patients 

• Take levonorgestrel tablet, 0 75 mg as soon as possible and not more than 72 hours after unprotected 
intercourse or a known or suspected contraceptive failure  

• If you vomit within two hours of taking either tablet, immediately contact your healthcare provider to 
discuss whether to take another tablet  

• Seek medical attention if you exper ence severe lower abdominal pain 3 to 5 weeks after tak ng 
levonorgestrel tablet, 0 75 mg, in order to be evaluated for an ectopic pregnancy  

• After taking levonorgestrel tablet, 0 75 mg, consider the possib lity of pregnancy if your period is delayed 
more than one week beyond the date you expected your period  

• Do not use levonorgestrel tablet, 0 75 mg as routine contraception  
• Levonorgestrel tablets, 0 75 mg are not effect ve in terminat ng an existing pregnancy  
• Levonorgestrel tablet, 0 75 mg does not protect against HIV nfection (AIDS) and other sexually 

transmitted diseases/infections  
• For women younger than age 17 years, levonorgestrel tablets, 0 75 mg are available only by prescription  

Distributed by
Lupin Pharmaceuticals, Inc.
Ba t more, Maryland 21202
United States

Manufactured by
Lupin Limited
Pithampur (M P )  454 775
INDIA

December 2011 ID#  226728
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Levonorgestrel Tablets
0.75 mg

Important information about Levonorgestrel Tablets, 0.75 
mg, Birth Control and Sexually Transmitted Diseases

For additional information intended for healthcare 
professionals, please see accompanying prescribing 
information for Levonorgestrel Tablets, 0.75 mg
What are levonorgestrel tablets, 0.75 mg?
Levonorgestrel tablets, 0.75 mg are emergency 
contraception that helps prevent pregnancy after birth 
control failure or unprotected sex. It is a backup method 
of preventing pregnancy and is not to be used routinely.
Levonorgestrel tablets, 0.75 mg can reduce your chance 
of pregnancy after unprotected sex (if your regular birth 
control was used incorrectly or fails, or if you have had 
sex without birth control). For example, if you were using 
a condom and it broke or slipped, if you did not use your 
regular birth control as you should have, or if you did not 
use any birth control, levonorgestrel tablets, 0.75 mg may 
work for you.
What levonorgestrel tablets, 0.75 mg is not.
Levonorgestrel tablets, 0.75 mg will not work if you 
are already pregnant and will not affect an existing 
pregnancy. Levonorgestrel tablets, 0.75 mg should not 
be used as regular birth control. It is important to have 
another reliable source of birth control that is right for 
you. Levonorgestrel tablets, 0.75 mg will not protect you 
from HIV infection (the virus that causes AIDS) and other 
sexually transmitted diseases.
When is the appropriate time to use levonorgestrel tablets, 
0.75 mg?
You can use levonorgestrel tablets, 0.75 mg after you 
have had unprotected sex in the last 72 hours (3 days), 
and you do not want to become pregnant.
Levonorgestrel tablets, 0.75 mg can be used as a backup 
or emergency method to regular birth control if, for 
example,
• Your regular birth control method was used incorrectly 

or failed (your partner’s condom broke or slipped)
• You made a mistake with your regular method
• You did not use any birth control method
When is it not appropriate to use levonorgestrel tablets, 0.75 
mg?
� Levonorgestrel tablets, 0.75 mg should not be used 

as a regular birth control method. It does not work as 

well as most other forms of birth control when they 
are used consistently and correctly. Levonorgestrel 
tablet, 0.75 mg is a backup or emergency method of 
contraception.

� Levonorgestrel tablets, 0.75 mg should not be used if 
you are already pregnant because it will not work.

� Levonorgestrel tablets, 0.75 mg should not be used 
if you are allergic to levonorgestrel or any other 
ingredients in levonorgestrel tablets, 0.75 mg.

� Levonorgestrel tablets, 0.75 mg does not protect 
against HIV (the virus that causes AIDS) or other 
sexually transmitted diseases (STDs). The best ways 
to protect yourself against getting HIV or other STDs 
are to use a latex condom correctly with every sexual 
act or not to have sex at all.

How does levonorgestrel tablets, 0.75 mg work?
Levonorgestrel tablets, 0.75 mg are two pills with 
levonorgestrel, a hormone that has been used in many 
birth control pills for over 35 years. Levonorgestrel tablets, 
0.75 mg contain a higher dose of levonorgestrel than 
birth control pills, but works in a similar way to prevent 
pregnancy. It works mainly by stopping the release of 
an egg from the ovary. It is possible that levonorgestrel 
tablets, 0.75 mg may also work by preventing fertilization 
of an egg (the uniting of sperm with the egg) or by 
preventing attachment (implantation) to the uterus 
(womb).
How can I get the best results from levonorgestrel 
tablets, 0.75 mg?
You have only a few days to try to prevent pregnancy after 
unprotected sex. The sooner you take levonorgestrel 
tablets, 0.75 mg, the better it works. Take the fi rst 
levonorgestrel tablet, 0.75 mg as soon as possible within 
72 hours (3 days) after unprotected sex. Take the second 
tablet 12 hours later.
How effective is levonorgestrel tablets, 0.75 mg?
The sooner you take levonorgestrel tablets, 0.75 mg, the 
better it will work. Take levonorgestrel tablets, 0.75 mg as 
soon as possible after unprotected sex. If it is taken as soon 
as possible within 72 hours (3 days) after unprotected sex, 
it will signifi cantly decrease the chance that you will get 
pregnant. Seven out of every 8 women who would have 
gotten pregnant will not become pregnant.
How will I know if levonorgestrel tablets, 0.75 mg 
worked?
Most women will have their next menstrual period at the 
expected time or within a week of the expected time. If 

your menstrual period is delayed beyond 1 week, you may 
be pregnant. You should get a pregnancy test and follow 
up with your healthcare professional.
What if I am already pregnant and use levonorgestrel 
tablets, 0.75 mg?
There is no medical evidence that levonorgestrel tablets, 
0.75 mg would harm a developing baby. If you take 
levonorgestrel tablets, 0.75 mg (accidentally) after you 
are already pregnant or it does not work and you become 
pregnant, it is not likely to cause any harm to you or your 
pregnancy. The pregnancy will continue. Levonorgestrel 
tablets, 0.75 mg will not work if you are already pregnant.
What should I do if my menstrual period is delayed beyond 
1 week and I have severe lower stomach (abdominal) pain?
If you have severe lower stomach (abdominal) pain about 
3 to 5 weeks after taking levonorgestrel tablets, 0.75 mg, 
you may have a pregnancy outside the uterus, which 
is called a tubal pregnancy. A tubal pregnancy requires 
immediate medical treatment, so you should see a 
healthcare professional right away.
Can I use levonorgestrel tablets, 0.75 mg for regular 
birth control?
No. Levonorgestrel tablets, 0.75 mg should not be used 
for regular birth control. It is an emergency or backup 
method to be used if your regular birth control fails or is 
used incorrectly or if you have sex without birth control. 
You should protect yourself against STDs and pregnancy 
every time you have sex. If you have unprotected sex 
again after taking levonorgestrel tablets, 0.75 mg, it will 
not help protect you from getting pregnant. 
How often can I use levonorgestrel tablets, 0.75 mg?
Levonorgestrel tablet, 0.75 mg is meant for emergency 
protection only, and is not designed to be used frequently. 
If you fi nd that you need to use emergency contraception 
often, talk to your healthcare professional and learn about 
methods of birth control and STD prevention that are right 
for you.
Will I experience any side effects from levonorgestrel 
tablets, 0.75 mg?
When used as directed, levonorgestrel tablet, 0.75 mg is 
safe for women. Some women will have mild, temporary 
side effects, such as menstrual changes, nausea, lower 
stomach (abdominal) pain, tiredness, headache, dizziness, 
breast pain and vomiting. These are similar to the side 
effects that some women have when taking regular birth 
control pills. Some women taking levonorgestrel tablets, 
0.75 mg will have menstrual changes such as spotting or 
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bleeding before their next period. Some women may have 
a heavier or lighter next period, or a period that is early or 
late. If your period is more than a week late, you should 
get a pregnancy test.
What warnings should I know about when using 
levonorgestrel tablets, 0.75 mg?
Levonorgestrel tablets, 0.75 mg does not protect against 
the AIDS virus (HIV) or other sexually transmitted 
diseases (STDs).
Do not use:
� If you are already pregnant (because it will not work)
� If you are allergic to levonorgestrel or any of the 

ingredients in levonorgestrel tablets, 0.75 mg
� For regular birth control
When using this product, you may have:
• Menstrual changes 
• Headache
• Nausea
• Dizziness
• Lower stomach (abdominal) pain
• Breast pain
• Tiredness 
• Vomiting 
Keep out of reach of children.
In case of overdose, get medical help or contact a Poison 
Control Center right away at 1-800-222-1222.
What are the directions for using levonorgestrel tablets, 
0.75 mg?
Women 17 years of age and older:
� Take the fi rst levonorgestrel tablet, 0.75 mg as soon 

as possible within 72 hours (3 days) after unprotected 
sex.

� Take the second tablet 12 hours after you take the fi rst 
tablet.

� If you vomit within 2 hours of taking either dose of 
medication, call a healthcare professional to fi nd out if 
you should repeat the dose.

Prescription only for women younger than age 17. If you 
are younger than age 17, see a healthcare professional.
What should I do if I have questions about levonorgestrel 
tablets, 0.75 mg?
If you have questions or need more information 
about this product, call our toll-free number, 
1-800-399-2561 from Monday-Friday, 9:00 am - 5:00 pm 
EST, visit our website at www.birthcontrolhealth.com, or 
ask a healthcare professional.

Other information
Tablets are enclosed in a wallet seal. Do not use if the 
wallet seal is broken.
Store levonorgestrel tablets, 0.75 mg at 25°C (77°F); 
excursions permitted to 15° to 30°C (59° to 86°F). [see 
USP Controlled Room Temperature].
You may report side effects to FDA at 1-800-FDA-1088.
Active ingredient: levonorgestrel 0.75 mg in each tablet
Inactive ingredients: colloidal silicon dioxide, corn starch, 
lactose monohydrate, magnesium stearate, and povidone.
Protect yourself in more ways than one!
If you are sexually active, but you are not ready for a 
pregnancy, it is important to use regular pregnancy 
protection. There are many types of birth control. 
Whichever type you choose, it is important to use your 
regular birth control method as directed. 
This ensures that you have effective protection against 
pregnancy every time you have sex.
But things do not always go as planned. For example, if 
you were using a condom and it broke or slipped, or if you 
did not use your regular birth control as you should have, 
or if you did not use any birth control, levonorgestrel 
tablet, 0.75 mg may work for you. Levonorgestrel tablet, 
0.75 mg is an emergency contraceptive that helps prevent 
pregnancy after unprotected sex or when your birth 
control fails or is not used correctly.
Remember, levonorgestrel tablets, 0.75 mg are only for 
emergency pregnancy prevention. There are many other 
products that work for regular birth control that are 
available by prescription or over-the-counter.
There is also another form of protection to think 
about when you have sex: protection against sexually 
transmitted diseases (STDs). Some common STDs are 
HIV/AIDS, chlamydia, genital herpes, gonorrhea, hepatitis, 
human papilloma virus (HPV), genital warts, syphilis, and 
trichomonas. Some of these STDs can be very serious and 
can lead to infertility (inability to have a baby), problems 
during pregnancy, chronic illness, and even death.
All sexually active women are at risk of catching STDs 
because they may not know that their partner has an STD 
(the partner himself may not know). If your partner uses 
a latex condom correctly each and every time you have 
sex with him, this will help reduce, but not eliminate, 
the chance that you will catch an STD.

No other birth control methods will effectively protect 
you from STDs. The female condom may give you some 
STD protection, but it is not as effective as a male latex 
condom.
For more information on STDs, call the Centers for Disease 
Control and Prevention (CDC) AIDS/STD Hotline. The CDC 
phone numbers are 1-800-342-AIDS (2437) for English, 
1-800-344-7432 for Spanish, or 1-800-243-7889 for 
hearing impaired, TDD.
Be sure to protect yourself against pregnancy and STDs 
by using some form of birth control plus a latex condom. 
Of course, not having sex is the most effective way to 
prevent pregnancy and stay free of STDs.
Levonorgestrel tablet, 0.75 mg is used to prevent 
pregnancy after unprotected sex.
Levonorgestrel tablet, 0.75 mg should not be used 
for regular birth control, if you are already pregnant 
(because it will not work), or if you are allergic to 
levonorgestrel or any of the ingredients in levonorgestrel 
tablets, 0.75 mg.
The sooner you take levonorgestrel tablets, 0.75 mg, 
the better it will work. 
Levonorgestrel tablets, 0.75 mg does not protect against 
the AIDS virus (HIV) or other sexually transmitted 
diseases (STDs)
Common side effects associated with the use of 
levonorgestrel tablets, 0.75 mg include menstrual 
changes, nausea, lower stomach (abdominal) pain, 
tiredness, headache, dizziness, breast pain and vomiting.

Distributed by:
Lupin Pharmaceuticals, Inc.
Baltimore, Maryland 21202
United States

Manufactured by:
Lupin Limited
Pithampur (M.P.) - 454 775
INDIA

December 2011 ID#: 226729 
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LUPIN PHARMACEUTICALS, INC. 

MADESM 

(MORNING AFTER DEPENDABLE EDUCATION) PROGRAM 

 

THE MARKETING, EDUCATION, DISTRIBUTION,  

AND MONITORING PROGRAM FOR  

LEVONORGESTREL TABLETS, 0.75 mg 

Introduction  

The (Morning After Dependable Education) Program is carefully constructed to help ensure that 

levonorgestrel tablet
 
will be used responsibly and appropriately.  

Levonorgestrel Tablet, 0.75 mg is an over-the-counter (OTC) product for women age 17 or 

older, with a prescription-only requirement for women younger than age 17. The sales and 

marketing plan for levonorgestrel tablets, 0.75 mg has been designed to limit the availability of 

this product, to the extent practical, to pharmacies and clinics, and to educate healthcare 

professionals and consumers within the target age groups regarding the responsible use of 

levonorgestrel tablets, 0.75 mg. The need to take levonorgestrel tablets, 0.75 mg in as timely a 

manner as possible dictates that any responsible marketing program not only address healthcare 

professionals but also include extensive consumer education which includes a direct access 

component as a means of gaining such information. Thus, the MADESM (Morning After 

Dependable Education) program contains elements that include an appropriate consumer 

education component. In addition, Lupin Pharmaceuticals will work closely with retail 

pharmacies and drug wholesalers to ensure that they will carry levonorgestrel tablets, 0.75 mg 

and that they will understand and follow the prescription age requirement for the dispensing of 

the product to women younger than age 17. 

The MADESM
 
program is intended to address issues affecting access to levonorgestrel tablets, 

0.75 mg by providing sources of accurate and responsible information to both healthcare 

providers and consumers. It is also designed to provide a framework for pharmacies to ensure 

availability of levonorgestrel tablets, 0.75 mg as an OTC product when sought by knowledgeable 
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consumers who are 17 years or older. Women younger than age 17 will require a prescription 

from their healthcare provider in order to obtain levonorgestrel tablets, 0.75 mg. The MADESM
 

program is not intended to impact or change those who can lawfully prescribe or dispense 

levonorgestrel tablets, 0.75 mg under prevailing state laws.  

Four core elements of MADESM
 
contribute to the achievement of program objectives.  

 Labeling/Packaging/Informational toll free number (to provide essential information to 

consumers in an accessible, easy to understand format. The levonorgestrel tablets, 0.75 mg 

packaging is designed to meet both prescription and OTC requirements.)  

 Education (to provide information intended to educate physicians, pharmacists, pharmacy 

staff, nurse practitioners, and patients. Educational initiatives will focus on clearly instructing 

all audiences on the lower age requirement that women younger than age 17 obtain a 

prescription for levonorgestrel tablets, 0.75 mg.)  

 Distribution (to ensure that levonorgestrel tablets, 0.75 mg will be available only to licensed 

drug wholesalers, retail operations with pharmacy services and clinics with licensed 

healthcare practitioners, and to successfully facilitate the levonorgestrel tablets, 0.75 mg 

prescription-only age requirement. These settings will also provide easy access by the 

consumer to a pharmacist or other healthcare professional should questions arise.)  

 Monitoring (to evaluate the effectiveness of the program by determining if the age restriction 

is understood by all audiences and is properly being adhered to.)  

 

I. Labeling/Packaging  

The levonorgestrel tablets, 0.75 mg labeling was developed to provide clear and comprehensive 

communication of the key messages outlined above, and to make known additional sources of 

information. The levonorgestrel tablets, 0.75 mg packaging is designed to meet all requirements 

of both a prescription and over-the-counter product. The levonorgestrel tablets, 0.75 mg 

packaging will allow pharmacies to appropriately dispense levonorgestrel tablets, 0.75 mg as 
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either a prescription or OTC product. The package also provides educational information to the 

consumer in a patient friendly format.  

Elements of the package are as follows:  

 The back of the carton includes the Drug Facts as well as a space for the pharmacy to place 

the required prescription labeling;  

 The statement, “Rx only for women younger than age 17” appears on the Principal Display 

Panel and “prescription only for women younger than age 17. If you are younger than age 17, 

see a healthcare professional” appears on the Drug Facts panel of the carton;  

 The inner portion of the carton houses the levonorgestrel tablets, 0.75 mg and clearly states 

the directions for when to take levonorgestrel tablets, 0.75 mg;  

 The levonorgestrel tablets, 0.75 mg Package Insert and an educational booklet designed for 

the consumer (Consumer Information Leaflet) will be housed inside the carton;  

 The toll-free number for the Information Line, which is operational from Monday to Friday, 

9:00 am to 5:00 pm EST, and the levonorgestrel tablets, 0.75 mg web address are clearly 

displayed in the Drug Facts panel of the package should the consumer have additional 

questions on levonorgestrel tablets, 0.75 mg.  

 

II. Education  

The MADESM
 
Program provides for an intensively educational approach to the introduction of 

levonorgestrel tablets, 0.75 mg as an OTC to those age 17 years or older. Educational programs 

will focus on both healthcare professionals as well as consumers. The consumer advertising is 

designed to stimulate discussions with healthcare providers. The program will assist healthcare 

providers in developing an adequate knowledge base so that they can provide responsible and 

accurate counseling to patients.  

Efforts directed to raising consumer awareness of the product and its appropriate use will follow 

appropriate professional education programs. The educational materials will address not only 
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levonorgestrel tablets, 0.75 mg but will encourage healthcare professionals to urge users to adopt 

routine forms of contraception and avoid reliance on levonorgestrel tablets, 0.75 mg as their 

primary form of birth control.  

A. Educational Program to HealthCare Professionals.  

Levonorgestrel tablets, 0.75 mg will be introduced and explained to healthcare professionals 

to raise awareness and knowledge levels as to this product for emergency contraception. This 

program is intended to ensure that healthcare professionals are prepared to support their 

patient populations.  

Specifically, the lower prescription age requirement will be emphasized to healthcare 

professionals to ensure that they are knowledgeable of the prescription requirement for 

women younger than age 17, and that they understand how to appropriately dispense the 

levonorgestrel tablets, 0.75 mg package in both prescription and OTC scenarios.  

B. Educational Campaign(s) to Consumers  

Call center support for calls and inquiries resulting from Lupin Pharmaceutical’s campaigns 

designed to convey critical awareness and educational messages as well as information about 

product availability, the time sensitivity of use, and the age requirements to obtain 

levonorgestrel tablets, 0.75 mg as a prescription or OTC product will be provided.  

1. The intent will be to make consumers aware of the availability of emergency 

contraception, its appropriate use and the need to use it as soon as possible. Women 

younger than age 17 will be encouraged to contact their healthcare professional to learn 

about emergency contraception, routine forms of birth control, and sexually transmitted 

infection (STI)/human immunodeficiency virus (HIV). 

2. The direct to consumer campaign will be designed to target those ages 17 to 44.  

i) The language and visuals used will be appropriate and of interest to this targeted 

age group.  
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III. Distribution  

Lupin Pharmaceuticals believes that in the interest of responsible usage (and in recognition of the 

circumstances of the need for emergency contraception), levonorgestrel tablets, 0.75 mg should 

be available in those retail pharmacy outlets that typically sell a broad range of OTC medications 

and that have pharmacy services staffed with pharmacists (or, in the case of clinics, other 

healthcare professionals) during normal business hours to answer questions. Since levonorgestrel 

tablets, 0.75 mg will have a prescription only requirement for women younger than age 17, 

Lupin Pharmaceuticals and the third party distributors, wholesaler distribution and chain drug 

companies, will only be allowed to distribute levonorgestrel tablets, 0.75 mg to licensed 

pharmacies or other licensed healthcare clinics, as it would be unlawful to distribute a 

prescription product to any business that does not have a valid pharmacy license and/or physician 

license. Since levonorgestrel tablets, 0.75 mg has both Rx and OTC labeling, it will be treated as 

any other Rx product for distribution purposes; specifically, it would only be distributed to 

licensed pharmacies or healthcare clinics. Therefore, levonorgestrel tablets, 0.75 mg will not be 

available at gas stations or convenience stores. Additionally, since levonorgestrel tablets,  

0.75 mg has both Rx and OTC labeling, the pharmacies will keep the product behind the counter 

and control it as an Rx product. The pharmacy and clinic settings will also allow pharmacists and 

other healthcare providers to properly restrict OTC access to those age 17 years or older. 

 

IV. Monitoring  

Lupin Pharmaceuticals intends to monitor trends in the use of emergency contraception to 

evaluate the effectiveness of the MADESM
 
program and will make adjustments as appropriate. 

Monitoring will be accomplished in several ways, with information gathered from both 

healthcare professionals and consumers.  

Monitoring actual use of levonorgestrel tablets, 0.75 mg is complex due to the difficulties 

inherent in identifying those who have purchased the product and in gathering useful, 
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generalizable information. Consequently, the monitoring component will rely on a variety of 

sources intended to provide trend data, observational data, and signals of program effectiveness 

and potential problems. Monitoring components may include the following:  

1. A market research survey or surveys of a subset of healthcare professionals (e.g. 

OB/GYN, family practice, pharmacists, nurses, family planning and health clinic 

personnel) to determine:  

 Whether the prescription requirement for women younger than age 17 is understood 

and is being adhered to at the point of purchase  

 Attitudes toward and experience with patients’ usage of levonorgestrel tablets,  

0.75 mg  

 Trends among emergency contraception users within their patient population 

(especially source of awareness, repeat use, use instead of more effective forms of 

contraception, incidence of STIs, etc.)  

 Nature of interactions with levonorgestrel tablets, 0.75 mg users (Does the contact 

with the healthcare professional occur prior to product usage? after usage? Are the 

women in search of contraceptive counseling? What types of side effects are being 

seen in use?)  

 Areas where additional information is needed in the marketplace, as identified by the 

questions raised by the users  

2. Gathering data from actual users of levonorgestrel tablets, 0.75 mg is difficult because 

the number of users will be relatively small and because the decision to use emergency 

contraception is a private and emotional one. Women choosing to use the product are 

expected to wish to remain anonymous and are entitled to maintain their privacy. 

Nevertheless, Lupin Pharmaceuticals may work with a variety of sources in an effort to 

obtain and analyze consumer data in accordance with HIPAA regulations to assess the 

effectiveness of the MADESM
 
program elements.  
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3. Monitoring compliance of the levonorgestrel tablets, 0.75 mg prescription age 

requirement can be somewhat complex because there will be no documented information 

on the purchasers of levonorgestrel tablets, 0.75 mg who were old enough to obtain it as 

an OTC product. Lupin Pharmaceuticals intends to monitor the level of comprehension of 

the prescription age requirement particularly at the pharmacy level, where the age of 

consumers must be assessed at the point of purchase. The following program will provide 

accurate information directly related to accessing compliance:  

 Point of Purchase Monitoring Program: 

Lupin Pharmaceuticals will continue to conduct a “Point-of-Purchase Monitoring 

Program”, which intends to track how levonorgestrel tablets, 0.75 mg is being sold at 

the time of purchase. Due to the challenges of obtaining specific purchase data on an 

OTC product and respecting consumer privacy, this program will include anonymous 

shoppers who will be directed to visit locations where levonorgestrel tablets, 0.75 mg 

is available and purchase the product. These transactions will be documented and 

analyzed to determine the level of comprehension of the levonorgestrel tablets,  

0.75 mg prescription age requirement and how it is handled at the point of purchase. 

The shoppers in this program will be 15 to 16 years old. Parental consent will be 

obtained for the shoppers as they will be under the age of 18 years. Locations for this 

program will be selected based on areas where levonorgestrel tablets, 0.75 mg use is 

high, and will be in different regions of the US to provide a national representation of 

the findings. These findings would provide concrete information on how the 

prescription age requirement for levonorgestrel tablets, 0.75 mg is being addressed at 

the pharmacy and if it is properly being followed. Lupin Pharmaceuticals will use 

these findings to identify areas where more education on the prescription age 

restriction is needed and will focus their efforts on improving the level of 

understanding among pharmacists and the pharmacy staff. Findings from the study 

will be communicated to the pharmacy, and the corporate office, if appropriate, since 

education and retraining will be the first course of remedial action. In the case of 
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repeat violators, the violator’s State Board of Pharmacy will be notified. The Point-

of-Purchase Monitoring Program will be conducted annually.  

V. Reporting  

Lupin Pharmaceuticals will provide FDA a monitoring report with the available results from the 

above monitoring activities, including the point of purchase monitoring, on an annual basis, with 

submission of the report within 60 calendar days after the interval date. Any change in reporting 

period will be requested by Lupin and agreed to by FDA.  

 

Prepared by: 

Lupin Pharmaceuticals, Inc.  
Baltimore, Maryland 21202 

United States 

August 2012 
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11. Marketing Support and Educational Program:

REVIEW:
The construct of Lupin’s MADESM program mirrors that of the CARESM program in that it covers the 
same four core elements included in CARESM – labeling/packaging, education, distribution, and 
monitoring.

The following differences are noted in a side-by-side comparison of the CARESM and MADESM

programs:
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1. The toll-free, Information Line for CARESM is available to consumers around the clock. 
Lupin’s MADESM program describes the Information Line as being operational from Monday 
to Friday, 9:00 am to 5:00 EST. 

2. The 2009 CARESM program described a consumer education campaign, which was to be 
initiated “immediately” following the approval of Plan B One-Step. This campaign was 
intended to address potential consumer confusion related to the simplified dosing regimen for 
Plan B One-Step in comparison to Plan B. Such education campaign is no longer necessary 
three years after the approval of Plan B One-Step. 

3. Lupin’s MADESM program does not include Continuing Education programs for the 
pharmacists.

4. Lupin does not state that new promotional materials will be submitted to the FDA’s Division 
of Marketing, Advertising, and Communications for comment. 

5. Unlike the CARESM program, Lupin’s proposal does not explicitly state that media 
placements targeting audiences younger than age 17 will not be used. However, the MADESM

program indicates that direct-to-consumer campaign will be designed to target those aged 17 
to 44 years. 

These differences are not critical to Lupin’s marketing and educational support program for the 
generic availability of levonorgestrel 1.5 mg tablet to be used for emergency contraception. It has 
been more than six years since the approval of Plan B (and more than three years since the approval 
of Plan B One-Step); continuing education programs for pharmacists are not necessary. In addition, 
given the success of label comprehension and actual use studies that FDA has reviewed for Plan B 
One-Step and Plan B, and given the variety of ways consumers can access information regarding 
emergency contraception, an Information Line in operation continuously is not necessary. 

CONCLUSION AND RECOMMENDATIONS 

The proposed MADESM program sufficiently parallels the existing CARESM program. No additional 
risk mitigation elements are needed for Lupin’s generic levonorgestrel 1.5 mg product. 

12. Proprietary Name and DMEPA Review:

A. WALLET BLISTER LABEL AND CARTON LABELING
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5.

WALLET BLISTER LABEL

STEP 2 
second tablet first 

13. Labeling Format:

What are levonorgestrel tablets, 0.75 mg? 

backup

FULL PRESCRIBING INFORMATION 
1 INDICATIONS AND USAGE 
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REVIEW OF PROFESSIONAL LABELING #1 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
___________________________________________________________________________________________ 
___________________________________________________________________________________________
ANDA Number 091328 
Date of Submission  04/15/2009, 09/30/2011, 12/07/2011, 01/03/2012, and 01/04/2012 
Applicant's Name Lupin Pharmaceuticals, Inc. 

US Agent for Lupin Limited 
Established Name Levonorgestrel Tablets, 0.75 mg 
Proprietary Name None 

___________________________________________________________________________________________
___________________________________________________________________________________________
Labeling Deficiencies: 

A. General Comments:  

Please revise both carton and wallet labels in order to comply with the labeling format requirements of 21 
CFR 201.66. Also please submit a format legend with carton and wallet labels. 

B. Carton Label:                                                                                                  

1. See GENERAL COMMENTS above. 

2. In the section titled “When using this product you may have” please ensure you have the same side effects 
listed as the RLD. 

3. Revise the presentation of the established name and strength, Levonorgestrel Tablets, 0.75 mg, to use a 
type and font size that is more prominent and does not look like script. 

4. The Rx statement on your principal display panel is incorrect. Patients 17 and above may receive this 
product without a prescription. Therefore, we request you revise the statement to read as follows:  

“Rx only for women younger than age 17”. 

5. Delete “USP” from the statement on the principal display panel to read: 
“Each tablet contains levonorgestrel 0.75 mg”. 

6. The manufacturer’s name “Lupin” and the associated logo are too prominent and compete with the 
proprietary name. Decrease the size of the manufacturer’s name and logo so that it is less prominent than 
the proprietary name.

C. Blister Card:                                                            

1. See GENERAL COMMENTS above. 

2. Please see note B-2 through B-6 

3. Remove the words  in the statement starting with STEP 2 to read: 
“Take the second tablet 12 hours after taking the first tablet.”

4. In accordance with 21 CFR 201.17, ensure the wallet blister label incorporates the expiration date and lot 
number. 

Please submit final printed labeling electronically. 

Reference ID: 3136521
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Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the reference 
listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of 
new documents posted on the CDER web site at the following address - 
http://service.govdelivery.com/service/subscribe.html?code=USFDA 17

To facilitate review of your next submission please provide a side-by-side comparison of your proposed labeling 
with the last approved labeling of the RLD with all differences annotated and explained. 

{See appended electronic signature page}

___________________________ 
Wm. Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

Reference ID: 3136521



REMS REQUIREMENTS: 
MedGuides and/or PPIs (505-1(e))    Yes   No 
Communication plan (505-1(e))      Yes   No 
Elements to assure safe use (ETASU) (505-1(f)(3))   Yes   No 
Implementation system if certain ETASU (505-1(f)(4))   Yes   No 
Timetable for assessment (505-1(d))     Yes   No 
ANDA REMS acceptable?     Yes  No  n/a 

APPROVAL SUMMARY:
Blister Card Label:  

See comments above. 
Carton Labeling:  

See comments above. 
Package Insert Labeling: 

Satisfactory in FPL with submission dated 12/07/2011 
Medication Guide Labeling: 

Satisfactory in FPL with submission dated 12/07/2011 

BASIS OF APPROVAL:
Was this approval based upon a petition? No 
What is the RLD on the 356(h) form: Plan B®

NDA Number: 021045 
NDA Drug Name: Ortho Plan B®

NDA Firm: Teva Women’s Health Inc.  
Date of Approval of NDA Insert and supplement #: S-015 approved July 10, 2009 
Was this approval based upon an OGD labeling guidance? No 

FOR THE RECORD
1. For the Record

This review was based on the labeling for Plan B® by Teva Women’s Health Inc., NDA 021045/S-015 approved 
07/10/2009.  This supplemental new drug application provides for:  

Over-the-counter (OTC) availability of Plan B
®

for women age 17 years and older. Plan B
®

reduces the 
chance of pregnancy after unprotected sex (if a contraceptive failed or if you did not use birth control).  

Prescription availability of Plan B
®

for women younger than age 17 years. Plan B
®

is emergency 
contraception for prevention of pregnancy following unprotected intercourse or a known or suspected 
contraceptive failure.  

2. Patents and Exclusivities (P&E)
There are no unexpired patents for this product. 
There are no unexpired exclusivities for this product. 

3. USP 35 (Checked 05/16/2012):
Levonorgestrel  
Packaging and storage-Preserve in well-closed light-resistant containers 

4. PF 38 (Checked 05/09/2012):
No current issues listed 

5. MedWatch (Checked 05/09/2012):
No entry after last supplement approval. 
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6. Quantitative Composition
Inactive Ingredients 

Lactose Monohydrate 
Corn Starch 
Povidone
Colloidal Silicon Dioxide 
Magnesium Stearate 

7. Manufacturing Facility

The manufacturing, processing, testing and stability facilities are located at the following 
address:
Lupin Limited at Lupin Pharmacare Limited, 
Plot No.2, Phase-II, SEZ, 
Dist- Dhar, Pithampur, 
Madhya Pradesh- 454774, 
INDIA

8. Container system
The drug product will be packaged as follows: 2 tablets per blister per carton. 
The blister consist of aluminum push-thru foil and  film. Based on the results of long term stability studies 
only one pack i.e. either  will be used for commercial batches. 

9. Storage Condition

ANDA: store at 25°C (77°F); excursions permitted to 15° to 30°C (59° to 86°F) [see USP 
Controlled Room Temperature]. 

RLD:  store at 20-25°C (68-77°F). 
Taken from carton 

10. Packaging Configuration and Description:
ANDA: Levonorgestrel Tablets, 0.75 mg are white to off white round biconvex tablets, debossed 

with “LU” on one side and“S24” on the other side. 
Levonorgestrel Tablets, 0.75 mg are available in a wallet containing 2 tablets (NDC 68180-
851-11). Each wallet is packed in a carton (NDC 68180-851-13).

RLD: Plan B (levonorgestrel) tablets, 0.75 mg, are available for a single course of treatment in 
PVC/aluminum foil blister packages of two tablets each. The tablet is white, round and 
marked INOR on one side.  

Available as: Unit-of-use NDC 51285-769-93  

Taken from PI 

Labeling Ingredients Consistent 
with : 

CMC submission YES
Package Insert YES
SPL YES
Iron Content 
acceptable 

N/A
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11. Proprietary Name and DMEPA Review:
 
None-however DMEPA reviewed the established name dated 03/28/2012 
 
A. WALLET BLISTER LABEL AND CARTON LABELING

1. Revise the presentation of the established name and strength, Levonorgestrel Tablets, 0.75 mg, to 
use a type and font size that is more prominent and does not look like script. 

2. The Rx statement on your principal display panel is incorrect. Patients 17 and above may receive 
this product without a prescription. Therefore, we request you revise the statement to read as 
follows: “Rx only for women younger than age 17”. 

3. Delete “USP” from the statement on the principal display panel to read: 
“Each tablet contains levonorgestrel 0.75 mg”. 

4. Revise the presentation of the established name and strength on the principal display panel of the 
Carton Labeling by deleting the comma after “Tablets” and adding “per tablet” after the strength. 
The revised established name and strength should read: 
Levonorgestrel Tablets 
0.75 mg per tablet 

5. The manufacturer’s name “Lupin” and the associated logo are too prominent and compete with the 
proprietary name. Decrease the size of the manufacturer’s name and logo so that it is less 
prominent than the proprietary name.

B. WALLET BLISTER LABEL

1. Remove the words  in the statement starting with STEP 2 to read: 
“Take the second tablet 12 hours after taking the first tablet.”

2. In accordance with 21 CFR 201.17, ensure the wallet blister label incorporates the expiration date 
and lot number.

Reference ID: 3136521
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12. Labeling Format:

Style: Helvetica-Condensed 
Size: 9 
Sample of Medication Guide: 

Style:  Helvetica-Condensed 
Size: 6 
Sample of package insert: 

DRUG FACTS TEXT DEFINED IN CARTON TYPE SIZE TYPE FONT
DRUG FACTS Title 5 
DRUG FACTS CONTINUED 5 
HEADINGS 5
SUBHEADS/BODY TEXT 5 
BULLETS 5  

DRUG FACTS TEXT DEFINED IN WALLET TYPE SIZE TYPE FONT
DRUG FACTS Title 4.5 
DRUG FACTS CONTINUED 4.5 
HEADINGS 4.5
SUBHEADS/BODY TEXT 4.5 
BULLETS 4.55  
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Date of Review 05/16/2012   
Date of Submission  04/15/2009, 09/30/2011, 12/07/2011, 01/03/2012, and 01/04/2012 
Primary Reviewer Malik Imam 
Team Leader Lillie Golson 
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 091328

CHEMISTRY REVIEWS



Date: 1/17/2013 

To:  ANDA 091328 
Levonorgestrel Tablets, 0.75 mg 
Lupin

From: Robert Iser, Division Director, DC IV

RE:  Clarification on Drug Substance and Drug Product specifications – addendum to 
Rev #3 

As multiple revisions of specifications can be found in Review #3, for clarification the 
current Drug Substance Specification is as follows: 

Reference ID: 3247198
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For clarification the current Drug Product Specification is as follows: 
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DRUG PRODUCT:  Levonorgestrel Tablets, 0.75 mg (Rx/OTC) 
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A. Deficiencies: 
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                      Sincerely yours, 
 
 

               Robert Iser      
                                                          Acting Director 

Division of Chemistry IV 
      Office of Generic Drugs    

              Center for Drug Evaluation and Research 
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CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 
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B. In addition to responding to the deficiencies presented above, please note and 
acknowledge the following comments in your response: 

 
Please provide all available long term stability test results for your drug product. Please 
provide an updated and revised drug product stability specification table, forms and test 
methods, as applicable. 

 
 
 
 
 

                      Sincerely yours, 
 
 

               Robert Iser      
                                                          Acting Director 

Division of Chemistry IV 
Office of Generic Drugs 

              Center for Drug Evaluation and Research 
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ANDA 091328 
Single-Dose Fasting Bioequivalence Study Review 

Page 21 of 61 

Display of adverse events by subject: 

 
Do any of the adverse events require statistical analysis consideration (e.g. emesis)? 
No 
 
If yes, does the time exceed two times the median Tmax value (immediate release 
products) or the labeled dosing interval (modified release products) according to the 
Guidance for Industry Bioavailability and Bioequivalence Studies for Orally 
Administered Drug Products? 
N/A 
 
Was the adverse event profile observed during the fasting bioequivalence study 
comparable for the test and reference product?  Please comment. 
There were only two adverse events (AE) which occurred during the study (subject 9 had 
a headache after dosing with the test product in Period 2, and subject 35 complained of 
abdominal pain after dosing with the test product during Period 2).  The remaining 8 AEs 
occurred during post-study analysis.  The majority of these AEs were suggestive of an 
underlying infection (elevated WBC) unrelated to the test/reference products; one subject 
(#10) had elevated bilirubin levels. 
 
Based on this limited data-set, the AE profile for the test product appears comparable to 
the reference product. 
 
Are there any safety concerns based on the adverse event profile? 
No 
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Figure 1.  Mean Plasma Concentrations, Single-Dose Fasting Bioequivalence Study 
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4.5 SAS Output 

4.5.1 Fasting Study Data 
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BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT 
 
ANDA: 091328 

APPLICANT: Lupin Limited 

DRUG PRODUCT: Levonorgestrel tablets, 0.75 mg 
 
The Division of Bioequivalence I has completed its review and has no further questions 
at this time. 
 
We acknowledge that you will conduct dissolution testing in 1000 mL of 0.1 N HCl with 
0.1% Sodium Lauryl Sulfate (SLS) at 37ºC ± 0.5ºC using USP Apparatus II (Paddles) at 
75 rpm.  The product should meet the following specification: 
 
NLT  (Q) of the labeled amount of Levonorgestrel in the dosage form should be 
dissolved in 60 minutes 
 
Please note that the bioequivalence comments provided in this communication are 
preliminary.  These comments are subject to revision after review of the entire 
application, upon consideration of the chemistry, manufacturing and controls, 
microbiology, labeling, or other scientific or regulatory issues.  Please be advised that 
these reviews may result in the need for additional bioequivalence information and/or 
studies, or may result in a conclusion that the proposed formulation is not approvable. 
 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Dale P. Conner, Pharm.D. 
Director, Division of Bioequivalence I 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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4.6 Outcome Page 

ANDA:  091328 
 
Completed Assignment for 91328 ID: 18598  
 
 
Reviewer: Dehaven, Wayne  Date Completed: 
Verifier: ,  Date Verified: 
Division: Division of Bioequivalence   

Description: Levonorgestrel Tablets, 0.75 mg (Lupin)    

 
 

 
 
 
Productivity:  

ID Letter
Date Productivity Category Sub Category Productivity Subtotal

18598  4/15/2009  Bioequivalence Study 
(REGULAR)  

Fasting Study  1   1   

18598  11/5/2009  Other (REGULAR)  Study Amendment 
Without Credit  

0   0   

    Total:  1   
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I.    EXECUTIVE SUMMARY 

This is a review of the dissolution testing data only.

There is no USP method for this product but there is an FDA-recommended method. The 
firm’s dissolution testing with the FDA-recommended method is acceptable at S1 level. 
The firm’s proposed specification of Not Less Than (NLT) (Q) in 60 minutes is 
same as the FDA-recommended specification [NLT (Q) in 60 minutes]. The DBE 
acknowledges that the firm will conduct dissolution testing using the FDA-recommended 
method and specification for the test product.  

A Division of Scientific Investigations (DSI) inspection is pending for the clinical site1.

No Division of Scientific Investigations (DSI) inspection is pending or necessary for the 
analytical site2.

The firm did not submit long term storage stability data. The firm will be asked to 
provide adequate long-term storage stability data for Levonorgestrel in the biological 
matrix covering at least 74 days. 

The DBE will review the bioequivalence studies at a later date. 

1 For the clinical site, Aizant Drug Research Solutions PVT. LTD, a request for new site inspection was 
made on 10/22/09.  The Project Manager was informed that this was a new site and DSI inspection should 
be requested. 
2 For the analytical site, the routine DSI inspection was requested for ANDA # 77502 on  The DSI 
inspection was completed on  and the outcome was VAI (Voluntary Action Indicated) DARRTS 
Search; ANDA # 77502; REV-RPM-05 (General Review); Final Date: 07/20/2007 (After reviewing the 
DSI report, the study was found to be acceptable; DARRTS Search: ANDA # 77502; REV-BIOEQ-01 
(General Review); Final Date: 08/30/2007). 

(b) (4)

(b) (4)

(b) (4)

(b) (4)







I.    COMMENTS: 

1. Currently, there is no USP method for Levonorgestrel Tablets but there is an 
FDA-recommended dissolution method.  The FDA-recommended dissolution 
method is available in the public dissolution database on the Office of Generic 
Drugs website, http://www.accessdata.fda.gov/scripts/cder/dissolution /index.cfm.

2. The FDA-recommended dissolution method for Levonorgestrel Tablets, 0.75 mg 
is the same as the dissolution method of the innovator (NDA 21-045 of 
Duramed’s, PlanB® (Levonorgestrel) Tablets, approved on 08/24/2006). 
According to our internal dissolution database, the dissolution specification for 
the reference product (PlanB®) is not less than (NLT) (Q) in 60 minutes 
(NOT TO BE RELEASED UNDER FOIA)3.

3. The firm’s dissolution testing on its Levonorgestrel Tablets, 0.75 mg along with 
the reference product, Plan B® (Levonorgestrel) Tablets, 0.75 mg using the FDA-
recommended dissolution method is acceptable. The firm proposed a specification 
of not less than (NLT)  (Q) in 60 minutes is the same as the FDA-
recommended specification. The specification is acceptable. The firm’s test 
product meets the specification at the S1 level.

III.    DEFICIENCY COMMENTS: 

The firm did not submit long term storage stability data. The firm will be asked to 
provide adequate long-term storage stability data for Levonorgestrel in the 
biological matrix covering at least 74 days. 

IV.    RECOMMENDATIONS: 

1. The in vitro dissolution testing conducted by Lupin Limited, on its test product, 
Levonorgestrel Tablets, 0.75 mg (Lot # LA18001), comparing it to Duramed’s 
Plan B® (Levonorgestrel) Tablets, 0.75 mg (Lot # 306702) is acceptable.   

2. The Division of Bioequivalence (DBE) accepts the firm’s proposed specification 
of NLT  (Q) in 60 minutes, which is the same as the FDA-recommended 
specification.  

3. The DBE acknowledges that the firm will conduct dissolution testing using the 
FDA-recommended dissolution method and specification for its test product. 

4. The firm should submit sufficient long-term storage stability data. 

The firm should be informed of the above deficiency comment and recommendations. 

3 FDA internal dissolution database, last accessed: 10/22/2009.  
  Darrts Search, ANDA # 78665, REV-BIOEQ-01 (General Review) Rec’d date: 12/10/2007.  Final 
Date: 12/10/2007. Communication Author:  Xiaojian Jiang. Last accessed: 10/26/2009. 

(b) (4)

(b) (4)

(b) (4)



BIOEQUIVALENCE DEFICIENCY

ANDA: 91-328

APPLICANT: Lupin Limited 

DRUG PRODUCT: Levonorgestrel Tablets, 0.75 mg 

The Division of Bioequivalence has completed its review of 
only the dissolution testing portion of your submission(s) 
acknowledged on the cover sheet. The review of the 
bioequivalence studies will be conducted later.

1. Your dissolution testing using the FDA-recommended method 
is acceptable. We acknowledge that you will conduct 
dissolution testing using the following dissolution 
method and specification for your test product, 
Levonorgestrel, 0.75 mg: 

Medium:  0.1 N HCl with 0.1% Sodium Lauryl 
Sulfate (SLS) 

Volume: 1000 mL 
Temperature:  37°C ± 0.5 C
USP Apparatus:  II (Paddle) 
Speed:  75 rpm 

The test product should meet the following specification: 

NLT  (Q) of the labeled amount of Levonorgestrel in 
the dosage form should be dissolved in 60 minutes

However, the following deficiency has been identified: 

2. Please provide long term storage stability data for 
Levonorgestrel in frozen biological matrix to cover the 
maximum storage period of the study samples equal to the 
time from the first sample collection to the data the last 
sample was analyzed, which is at least 74 days for your BE 
studies.

Sincerely yours, 

{See appended electronic signature page} 

Dale P. Conner, Pharm.D. 
Director, Division of Bioequivalence I 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

(b) (4)



V.    OUTCOME 

ANDA:  91-328 

Completed Assignment for 91328 ID: 9513 

Reviewer: Mandula, Haritha  Date Completed:
Verifier: Braddy, April Date Verified:
Division: Division of Bioequivalence 
Description:

Productivity:
ID Letter Date Productivity Category Sub Category Productivity Subtotal

9513  4/15/2009  Dissolution Data  Dissolution Review 1   1   
    Bean Total: 1
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Office of Medication Error Prevention and Risk Management 

Label and Labeling Review 
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1 INTRODUCTION
This review summarizes the Division of Medication Error Prevention and Analysis’ 
(DMEPA) evaluation of the proposed labels and labeling for Levonorgestrel Tablets,
0.75 mg, for vulnerabilities that could lead to medication errors. 

1.1 BACKGROUND OR REGULATORY HISTORY

The reference listed drug for this product is Plan B, NDA 021045. 

1.2 PRODUCT INFORMATION

• Established Name:  Levonorgestrel Tablets 

• Indication of Use:  Emergency Contraception 

• Route of Administration:  Oral 

• Dosage Form:  Tablet 

• Strength:  0.75 mg 

• Dose and Frequency of Administration:  The first tablet is taken orally as soon as 
possible within 72 hours after unprotected intercourse.  The second tablet should 
be taken 12 hours after the first dose. 

• How Supplied:  Wallet blister containing 2 tablets.  Each wallet blister is packed 
in a carton.  The wallet blister pack and the carton are not considered to be child-
resistant. 

• Storage:  25°C (77°F); excursions permitted to 15° to 30°C (59° to 86°F)

2 METHODS AND MATERIALS REVIEWED 
Using Failure Mode and Effects Analysis1, the principals of human factors, and post 
marketing medication error data, the Division of Medication Error Prevention and 
Analysis (DMEPA) evaluated the following:

• Wallet Blister Label submitted December 7, 2011  (see Appendix A)  

• Carton Labeling submitted December 7, 2011 (see Appendix B) 

• Insert Labeling submitted December 7, 2011   

Additionally, since the reference listed drug, Plan B, is currently marketed, DMEPA 
searched the FDA Adverse Event Reporting System (AERS) database to identify 
medication errors involving Plan B.  The AERS search conducted on December 27, 2011 
used the following search terms: trade name “Plan B” and “Plan B One-Step” and 
verbatim term “Plan%”.  The reaction terms used include MedDRA High Level Group 
Terms (HLGT) “Medication Errors” and “Product Quality Issues”.   

                                                     
1 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004.  

Reference ID: 3107344
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The reports were manually reviewed to determine if a medication error occurred.  
Duplicate reports were combined into cases.  The cases that described a medication error 
were categorized by type of error.  We reviewed the cases within each category to 
identify factors that contributed to the medication errors.  If a root cause was associated 
with the label or labeling of the product, the case was considered pertinent to this review.
Reports excluded from the case series include dose omission errors that were not due to 
the label or labeling, intentional overdose errors, accidental pediatric exposure errors that 
were not due to the label or labeling, and drug exposure via breast milk errors that were 
not due to the label or labeling (See Appendix C). 

3 MEDICATION ERRORS EVALUATED 
We considered the findings from AERS and applied principals of human factors in our 
analysis of the labels and labeling.  Overall, the proposed labels and labeling are similar 
to the currently marketed products.  The following sections describe the errors identified 
to date with Plan B and issues we identified with the proposed labels and labeling. 

3.1 AERS SEARCH

Following exclusions we evaluated a total of 8 cases relevant to this review (See 
Appendix D).   One case (ISR 5531756-2) involved a patient who was instructed by the 
pharmacist to take both tablets together (inappropriate schedule of drug administration).  
However, the patient noticed that the package insert states “to take the two tablets 12 
hours apart.”  The labeling for Plan B currently states to “take the second tablet 12 hours
after you take the first tablet.”  This case appears to be due to a knowledge deficit of the 
pharmacist because the patient actually was able to identify the correct dose and 
frequency on the label.   

The second case (ISR 5764425-4) involved a patient who took Plan B when she was 
already pregnant.  The current labeling for Plan B states the correct Use (reduces chance 
of pregnancy after unprotected sex) as well as when not to use Plan B (i.e. already on 
regular birth control pills and if you are already pregnant).  This case did not contain 
enough information to determine if the patient didn’t see the warning or understand the 
product would not work if already pregnant.   

Additionally, there have been 6 cases in AERS (ISR 7313171-4, ISR 7352429-X, ISR 
7353510-1, ISR 7456341-7, ISR 7486204-2, and ISR 7750580-3) of patients using 
expired Plan B One Step.  Out of those 6 cases, 1 case stated that the patient was aware 
she took expired Plan B One Step and another case stated she did not realize the Plan B 
One Step was expired until after she had taken it.  The remaining four cases did not state 
if the patient was aware or not aware they were taking expired medications. 

3.2 WALLET BLISTER LABEL AND CARTON LABELING

• The font and use of italics for the established name decreases prominence of the 
information and almost looks like script which can be difficult to read. 

• The statement  on the principal display panel is 
incorrect.  Levonorgestrel Tablets 0.75 mg is prescription only for women 

Reference ID: 3107344
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younger than age 17.  For those that are 17, the product is still available over the 
counter.

• The abbreviation “USP” in the statement “Each tablet contains levonorgestrel 
USP 0.75 mg” on the principal display panel of the Blister Label is not necessary. 

• The principal display panel of the Carton Labeling does not indicate “per tablet” 
after the strength which may be misleading. 

• The manufacturer’s name is too prominent on the Carton Labeling. 

3.3 WALLET BLISTER LABEL

• The directions for use on the principal display panel, next to STEP 2, is confusing 
and potentially misleading with the addition of  in the statement “Take 
the second tablet 12 hours  after taking the first tablet.” 

• The expiration date and lot number is not on the Wallet Blister Label. 

4 CONCLUSIONS AND RECOMMENDATIONS  
DMEPA concludes that the proposed label and label ing introduces vulnerability that can 
lead to medication errors.  The type and font size used to communicate important 
information such as the established name and strength is difficult to read and the 
directions for use are incorrectly displayed.  We recommend the revisions, outlined in A 
and B below, be implemented prior to approval.    

If you have further questions or need clarifications, please contact Shawnetta Jackson, 
project manager, at 301-796-4952. 

A. WALLET BLISTER LABEL AND CARTON LABELING

1. Revise the presentation of the established name and strength, Levonorgestrel 
Tablets, 0.75 mg, to use a type and font size that is more prominent and does 
not look like script.

2. The Rx statement on your principal display panel is incorrect.  Patients 17 and 
above may receive this product without a prescription.  Therefore, we request 
you revise the statement to read as follows:  “Rx only for women younger 
than age 17”.

3. Delete “USP” from the statement on the principal display panel to read:  
“Each tablet contains levonorgestrel 0.75 mg”. 

4. Revise the presentation of the established name and strength on the principal 
display panel of the Carton Labeling by deleting the comma after “Tablets” 
and adding “per tablet” after the strength.  The revised established name and 
strength should read:        
    Levonorgestrel Tablets    
    0.75 mg per tablet 

Reference ID: 3107344
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5. The manufacturer’s name “Lupin” and the associated logo are too prominent 
and compete with the proprietary name.  Decrease the size of the 
manufacturer’s name and logo so that it is less prominent than the proprietary 
name. 

B. WALLET BLISTER LABEL

1. Remove the words  in the statement starting with STEP 2 to read:
“Take the second tablet 12 hours after taking the first tablet.” 

2. In accordance with 21 CFR 201.17, ensure the wallet blister label incorporates 
the expiration date and lot number.   

Reference ID: 3107344
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 091328

ADMINISTRATIVE and CORRESPONDENCE
DOCUMENTS



 

 

ROUTING SHEET 
 APPROVAL     TENTATIVE APPROVAL     SUPPLEMENTAL APPROVAL (NEW STRENGTH)    CGMP 

 
Division: IV Team: 44 PM: Andrew Kim 
 
ANDA #:91328 
Firm Name:Lupin Limited 
ANDA Name:Levonorgestrel Tablets, 0.75 mg 
RLD Name:Ortho Plan B® 
 
Electronic AP Routing Summary Located: 
V:\Chemistry Division IV\Team 44\Electronic AP Summaries 
 

AP/TA Letter Located: 
V:\Chemistry Division IV\Team 44\Final Version For DARRTS 

 
Project Manager Evaluation:        Date: 12/17/12   Initials: AK 

 Previously reviewed and tentatively approved --- Date       
 Previously reviewed and CGMP Complete Response issued -- Date        

 
Original Rec d date 4/17/09 Date of Application 04/15/2009 Date Acceptable for Filing 4/17/09 
Patent Certification (type) PII Date Patent/Excl. expires       Citizens' Petition/Legal Case?    Yes  No  

(If YES, attach email from PM to CP coord) 
First Generic                 Yes  No  
DMF#:        (provide MF Jackets) 

Priority Approval   (Top 100, PEPFAR, etc.)?     Yes  No    Comment:       
Prepared Draft Press Release sent to Cecelia Parise Yes  No    Date:       

 Suitability Petition/Pediatric Waiver  Pediatric Waiver Request:   Accepted  Rejected  Pending  
 
EER Status:  Pending    Acceptable    OAI EES Date Acceptable: 12/14/12  Warning Letter Issued; Date:       
Has there been an amendment providing for a Major change in formulation since filling? Yes   No        Comment:       
Date of Acceptable Quality (Chemistry) 4/11/12        Addendum Needed: Yes   No        Comment: Tert Review Memo in DARRTs 
Date of Acceptable Bio 12/14/12       Bio reviews in DARRTS:  Yes    No  (Volume location:      ) 
Date of Acceptable Labeling 10/31/12  Attached labeling to Letter: Yes  No     Comment:       
Date of Acceptable Sterility Assurance (Micro)       
 
Methods Val. Samples Pending: Yes  No ;   Commitment Rcvd. from Firm:  Yes  No  
 
Post Marketing Agreement (PMA): Yes   No   (If yes, email PM Coordinator)   Comment:       
 
Modified-release dosage form: Yes   No      (If yes, enter dissolution information in Letter) 
 
Routing:

 Office of Management, Fee Verification, Date emailed:       ; Date Response in DARRTS: Met 
 

 Labeling Endorsement, Date emailed: 1/14/13  REMS Required: Yes  No   REMS Acceptable: Yes  No  
 

 Regulatory Support 
 

 Paragraph 4 Review (Dave Read, Susan Levine), Date emailed:       
 

 Division 
 

 1st Generic Review 
 

 Bob West / Peter Rickman 
 Gregory Geba 

 
Filed AP Routing Summary in DARRTs Notified Firm and Faxed Copy of Approval Letter 

 
 Sent Email to "CDER-OGDAPPROVALS  

distribution list 

Electronic ANDA:  
Yes   No  
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From:  Golson, Lillie D   
Sent: Tuesday, January 15, 2013 12:03 PM 
To: Kim, Andrew (CDER); Golson, Lillie D 
Subject: FW: 91328 AP Endorsement needed 
 
Hi Andrew, 
 
Please endorse the AP routing form on behalf of Malik and me. 
 
Thanks 
 
4. Paragraph IV Evaluation  PIV’s Only

David Read            Date       
OGD Regulatory Counsel           Initials      

Pre-MMA Language included     
Post-MMA Language Included     
Comments:      

 
5. Quality Division Director /Deputy Director Evaluation      Date 1/17/2013 

Chemistry Div. IV (Iser) InitialsRLI 
Comments:CMC OK 

 
6. First Generic Evaluation  First Generics Only

Frank Holcombe           Date      
  Assoc. Dir. For Chemistry          Initials          
  Comments: (First generic drug review) 
       
 
OGD Office Management Evaluation
 
7. Peter Rickman           Date 1/23/13 
  Director, DLPS           Initials wpr 

Para.IV Patent Cert: Yes  No  
Pending Legal Action: Yes  No  
Petition: Yes  No        
Comments: BOS=Plan B NDA 21045. Applicant provided a PI patent certification. There are no remaining unexpired 

patents or exclusivities which protect the RLD. Chemistry acceptable 4/11/2012 and 1/17/2013. Bio acceptable 12/14/2012 
(fasting study). Labeling acceptable 10/31/2012, TL sign-off 1/15/2013. This ANDA is eligible for Full Approval.  
 
AND/OR 
 
8. Robert L. West           Date       

Deputy Director, OGD          Initials       
      Para.IV Patent Cert: Yes  No  

Pending Legal Action: Yes  No  
Petition: Yes  No  

      Press Release Acceptable  
Date PETS checked for first generic drug       

 
 Comments:      
 
9. OGD Director Evaluation 

Gregory Geba            
Deputy Director, OPS           

Comments:      
First Generic Approval        
PD or Clinical for BE       
Special Scientific or Reg.Issue  
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 Press Release Acceptable  
  
 Comments:      
 
10. Project Manager 

Date       
Initials       
 
Check Communication and Routing Summary into DARRTS 
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REVIEW OF PROFESSIONAL LABELING 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
___________________________________________________________________________________________ 
___________________________________________________________________________________________
ANDA Number 091328 
Date of Submission  04/15/2009, 09/30/2011, 12/07/2011, 01/03/2012, and 01/04/2012 
Applicant's Name Lupin Pharmaceuticals, Inc. 

US Agent for Lupin Limited 
Established Name Levonorgestrel Tablets, 0.75 mg 
Proprietary Name None 

___________________________________________________________________________________________
___________________________________________________________________________________________
Labeling Deficiencies: 

A. General Comments:  

Please revise both carton and wallet labels in order to comply with the labeling format requirements of 21 
CFR 201.66. Also please submit a format legend with carton and wallet labels. 

B. Carton Label:                                                                                                  

1. See GENERAL COMMENTS above. 

2. In the section titled “When using this product you may have” please ensure you have the same side effects 
listed as the RLD. 

3. Revise the presentation of the established name and strength, Levonorgestrel Tablets, 0.75 mg, to use a 
type and font size that is more prominent and does not look like script. 

4. The Rx statement on your principal display panel is incorrect. Patients 17 and above may receive this 
product without a prescription. Therefore, we request you revise the statement to read as follows:  

“Rx only for women younger than age 17”. 

5. Delete “USP” from the statement on the principal display panel to read: 
“Each tablet contains levonorgestrel 0.75 mg”. 

6. The manufacturer’s name “Lupin” and the associated logo are too prominent and compete with the 
proprietary name. Decrease the size of the manufacturer’s name and logo so that it is less prominent than 
the proprietary name.

C. Blister Card:                                                            

1. See GENERAL COMMENTS above. 

2. Please see note B-2 through B-6 

3. Remove the words  in the statement starting with STEP 2 to read: 
“Take the second tablet 12 hours after taking the first tablet.”

4. In accordance with 21 CFR 201.17, ensure the wallet blister label incorporates the expiration date and lot 
number. 

Please submit final printed labeling electronically. 

Reference ID: 3136529

(b) (4)



Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the reference 
listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of 
new documents posted on the CDER web site at the following address - 
http://service.govdelivery.com/service/subscribe.html?code=USFDA 17

To facilitate review of your next submission please provide a side-by-side comparison of your proposed labeling 
with the last approved labeling of the RLD with all differences annotated and explained. 

{See appended electronic signature page}

___________________________ 
Wm. Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

Reference ID: 3136529
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TELEPHONE CONFERENCE FAX

ANDA #:91-328 (Revised 3/28/12)

Date: 28-MAR-2012 
Total of 2 pages 

OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (240-276-9327) 

APPLICANT:  Lupin Limited 
                           
ATTN: Leslie Sands 

FROM: Roslyn Powers, Ph.D. 

TEL: 410-576-2000 

FAX: 410-576-2221 

FDA CONTACT PHONE: (240) 276-8417 

Dear Madam: 

This facsimile is in reference to your abbreviated new drug application submitted pursuant to Section 
505(j) of the Federal Food, Drug, and Cosmetic Act for Levonorgestrel Tablets, 0.75 mg. Please 
confirm receipt of this FAX through e-mail: Roslyn.Powers@fda.hhs.gov. 
                                                 
The deficiencies presented below represent MINOR deficiencies identified during the ongoing review and the current 
review cycle will remain open. You should respond to these deficiencies with a “Telephone Amendment” within ten 
working days. If you have questions regarding these deficiencies please contact the Project Manager, Andrew Kim at 
(240) 276-8438.  Please submit documentation by fax to the attention of the Project Manager at (240) 276-8440. 
Please also submit official hard copies of any faxed documentation to the Document Room. 

SPECIAL INSTRUCTIONS:

Effective 001-Aug-2010, the new mailing address for Abbreviated New Drug Application (ANDA) 
Regulatory Documents will be: 
 

Office of Generic Drugs 
Document Control Room 

7620 Standish Place 
Rockville, Maryland 20857 

 
After the effective date, 001-Aug-2010, ANDAs will only be accepted at the new mailing address listed 
above. DDO NOT submit your ANDA Regulatory documents to this address prior to 01-Aug-2010.  For 
further information, please refer to the following websites prior to submitting your ANDA Regulatory 
documents: Office of Generic Drugs (OGD): http://www.fda.gov/cder/ogd or Federal Register: 
http://www.gpoaccess.gov/fr/ 

Please submit your response in electronic format. This will improve document availability to review 
staff.

Reference ID: 3108308



THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY 
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER 
APPLICABLE LAW.
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any 
disclosure, dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, 
please immediately notify us by telephone and return it to us by mail at the above address. 

III. List of Deficiencies and Comments to Be Communicated:

ANDA: 91-328     APPLICANT:  Lupin Limited. 

DRUG PRODUCT:  Levonorgestrel Tablets, 0.75 mg 

The deficiencies presented below represent TELEPHONE DEFICIENCY: 

Please revise the drug product release and stability related substances tests in the specifications to 
state the following with the proposed acceptance limit: 

Reference ID: 3108308
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QUALITY DEFICIENCY - MINOR

ANDA  091328 

OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North VII 
7620 Standish Place 
Rockville, Maryland 20855 

APPLICANT:  Lupin Limited 

ATTN:  Leslie  Sands 

FROM:  Andrew Kim 

TEL: (410) 576-2000 

FAX: (410) 576-2221 

FDA CONTACT PHONE: (240) 276-8438 

Dear Madam: 

This facsimile is in reference to your abbreviated new drug application dated April 15, 2009, submitted pursuant to Section 
505(j) of the Federal Food, Drug, and Cosmetic Act for Levonorgestrel Tablets, 0.75 mg.  

Reference is also made to your amendment dated January 17, 2012. 

The Division of Chemistry has completed its review of the submission(s) referenced above and has identified deficiencies 
which are presented on the attached   pages.   This facsimile is to be regarded as an official FDA communication and 
unless requested, a hard copy will not be mailed.  

Your amendment should respond to all of the deficiencies listed. Facsimiles or partial replies will not be considered for 
review, nor will the review clock be reactivated until all deficiencies have been addressed. The response to this facsimile will 
be considered to represent a MINOR AMENDMENT and will be reviewed according to current OGD policies and procedures.  
Your cover letter should clearly indicate that the response is a QUALITY MINOR AMENDMENT / RESPONSE TO 
INFORMATION REQUEST and should appear prominently in your cover letter.  

We also request that you include a copy of this communication with your response.  Please direct any questions concerning this 
communication to the project manager identified above. 

SPECIAL INSTRUCTIONS:
 
Effective 01-Aug-2010, the new mailing address for Abbreviated New Drug Application (ANDA) 
Regulatory Documents will be: 

Office of Generic Drugs, CDER, FDA 
Document Control Room, Metro Park North VII 

7620 Standish Place 
Rockville, Maryland 20855 

 
All ANDA documents will only be accepted at the new mailing address listed above. For further 
information, please refer to the following websites prior to submitting your ANDA Regulatory 
documents: Office of Generic Drugs (OGD): http://www.fda.gov/cder/ogd or Federal Register: 
http://www.gpoaccess.gov/fr/ 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY 
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER 
APPLICABLE LAW.
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, please immediately 
notify us by telephone and return it to us by mail at the above address.

Reference ID: 3089677



CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 

ANDA: 91328  APPLICANT:  Lupin Limited 

DRUG PRODUCT:  Levonorgestrel Tablets, 0.75 mg (Rx/OTC) 

The deficiencies presented below represent MINOR deficiencies.   

A. Deficiencies: 

                       Sincerely yours, 

               Robert Iser      
                                                           Acting Director 

Division of Chemistry IV 
       Office of Generic Drugs    

              Center for Drug Evaluation and Research 

Reference ID: 3089677
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DEPARTMENT OF HEALTH & HUMAN SERVICES
Public Health Service
Food and Drug Administration 
Silver Spring, MD  20993

ANDA 091328 

PROPRIETARY NAME REQUEST
 UNACCEPTABLE 

Lupin Limited 
c/o:
Lupin Pharmaceuticals Inc., 
Harborplace Tower 
111 South Calvert Street, 21st Floor 
Baltimore, Maryland 21202 

Attention:   Leslie Sands 
        Director, Regulatory Affairs 

Dear Ms. Sands: 

Please refer to your Abbreviated New Drug Application (ANDA) dated April 15, 2009, received April 
17, 2009, submitted under 505(j) of the Federal Food, Drug, and Cosmetic Act for Levonorgestrel 
Tablets, 0.75 mg.

We also refer to: 

• Your September 30, 2011 correspondence, received October 3, 2011, requesting review of your 
proposed proprietary name, ; 

• Your December 7, 2011 correspondence, received December 7, 2011, in which you submitted 
container and carton labeling that does not include a proposed proprietary name; 

• Our letter of December 23, 2011, responding to your December 7, 2011 submission, which we 
interpreted as a request to withdraw the proposed proprietary name, ; 

• Your correspondence, submitted on January 3, 2012, and January 4, 2012, and received on 
January 3, 2012 and January 4, 2012 respectively, in which you clarify that: 

o it was not your intent to withdraw the proposed proprietary name (or alternate) from 
review;

o instead, you intended to provide labeling that does not incorporate a proprietary name, 
for use if the ANDA is approved before review of the proposed proprietary name was 
complete. 

We have completed our review of the proposed proprietary names,  and  
 and have concluded that these names are unacceptable for the following reasons. 

The proposed proprietary names  and  are overly fanciful and 
minimize the potential risks associated with the drug product.  Levongestrel is a common substance 

Reference ID: 3078304
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DEPARTMENT OF HEALTH & HUMAN SERVICES
Public Health Service
Food and Drug Administration 
Silver Spring, MD  20993

ANDA 91328 
PROPRIETARY NAME REVIEW REQUEST 

WITHDRAWN

Lupin Limited 
c/o:
Lupin Pharmaceuticals Inc., 
Harborplace Tower 
111 South Calvert Street, 21st Floor 
Baltimore, Maryland 21202 

Attention:  Leslie Sands 
       Director, Regulatory Affairs 

Dear Ms. Sands: 

Please refer to your Abbreviated New Drug Application (ANDA) dated April 15, 2009, received 
April 17, 2009, submitted under section 505(j) of the Federal Food, Drug, and Cosmetic Act for 
Levonorgestrel Tablets, 0.75 mg.   

We acknowledge receipt of your December 7, 2011, correspondence, on December 7, 2011, 
notifying us that you are withdrawing your request for a review of the proposed proprietary name 

.  This proposed proprietary name request is considered withdrawn as of  
December 7, 2011.   

We note that you have proposed an alternate proprietary name in your submission dated 
September 30, 2011.  In order to initiate the review of the alternate proprietary name,  

 submit a new complete request for proprietary name review within 14 days of this letter.  
The review of this alternate name will not be initiated until the new submission is received.

Reference ID: 3063934

(b) (4)

(b) (4)

(b) (4)



ANDA 91328 
Page 2 

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Shawnetta Jackson, Safety Regulatory Project Manager 
in the Office of Surveillance and Epidemiology, at (301) 796-4952.  For any other information 
regarding this application contact Andrew Kim, Product Quality Regulatory Project Manager in 
the Office of Generic Drugs (OGD), at (240) 276-8438.

Sincerely,

{See appended electronic signature page} 

Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research

Reference ID: 3063934
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QUALITY DEFICIENCY - MINOR

ANDA  091328 

OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North VII 
7620 Standish Place 
Rockville, Maryland 20855 

APPLICANT:  Lupin Limited 

ATTN:  Leslie  Sands 

FROM:  Andrew Kim 

TEL: (410) 576-2000 

FAX: (410) 576-2221 

FDA CONTACT PHONE: (240) 276-8438 

Dear Madam: 

This facsimile is in reference to your abbreviated new drug application dated April 15, 2009, submitted pursuant to Section 
505(j) of the Federal Food, Drug, and Cosmetic Act for Levonorgestrel Tablets, 0.75 mg.  

The Division of Chemistry has completed its review of the submission(s) referenced above and has identified deficiencies 
which are presented on the attached   pages.   This facsimile is to be regarded as an official FDA communication and 
unless requested, a hard copy will not be mailed.  

Your amendment should respond to all of the deficiencies listed. Facsimiles or partial replies will not be considered for 
review, nor will the review clock be reactivated until all deficiencies have been addressed. The response to this facsimile will 
be considered to represent a MINOR AMENDMENT and will be reviewed according to current OGD policies and procedures.  
Your cover letter should clearly indicate that the response is a QUALITY MINOR AMENDMENT / RESPONSE TO 
INFORMATION REQUEST and should appear prominently in your cover letter.  

We also request that you include a copy of this communication with your response.  Please direct any questions concerning this 
communication to the project manager identified above. 

SPECIAL INSTRUCTIONS:
 
Effective 01-Aug-2010, the new mailing address for Abbreviated New Drug Application (ANDA) 
Regulatory Documents will be: 

Office of Generic Drugs, CDER, FDA 
Document Control Room, Metro Park North VII 

7620 Standish Place 
Rockville, Maryland 20855 

 
All ANDA documents will only be accepted at the new mailing address listed above. For further 
information, please refer to the following websites prior to submitting your ANDA Regulatory 
documents: Office of Generic Drugs (OGD): http://www.fda.gov/cder/ogd or Federal Register: 
http://www.gpoaccess.gov/fr/ 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY 
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER 
APPLICABLE LAW.
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, please immediately 
notify us by telephone and return it to us by mail at the above address.

Reference ID: 3025940



CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 

ANDA: 91328  APPLICANT:  Lupin Limited 

DRUG PRODUCT:  Levonorgestrel Tablets, 0.75 mg (Rx/OTC) 

The deficiencies presented below represent MINOR deficiencies.   

A. Deficiencies: 

Reference ID: 3025940

(b) (4)

Following this page, 2 pages withheld in full (b)(4)



B. In addition to responding to the deficiencies presented above, please note and acknowledge the 
following comments in your response: 

Please provide all available long term stability test results for your drug product. Please provide 
an updated and revised drug product stability specification table, forms and test methods, as 
applicable.

                       Sincerely yours, 

              Robert Iser      
                                                           Acting Director 

Division of Chemistry IV 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

Reference ID: 3025940
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BIOEQUIVALENCE AMENDMENT

ANDA  091328 

OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (240-276-9327) 

APPLICANT:  Lupin Pharmaceuticals Inc. 

ATTN:  Leslie Sands 

FROM:  Teresa Vu 

TEL: (410) 576-2000 

FAX: (410) 576-2221 

FDA CONTACT PHONE: (240) 276-8782 

Dear Madam: 

This facsimile is in reference to the bioequivalence data submitted on April 15, 2009, pursuant to Section 505(j) of the 
Federal Food, Drug, and Cosmetic Act for Levonorgestrel Tablets, 0.75 mg.  

The Division of Bioequivalence has completed its review of the submission(s) referenced above and has identified 
deficiencies which are presented on the attached 1  page.  This facsimile is to be regarded as an official FDA 
communication and unless requested, a hard-copy will not be mailed.

You should submit a response to these deficiencies in accord with 21 CFR 314.96.   Your amendment should respond to 
all the deficiencies listed. Facsimiles or partial replies will not be considered for review.  Your cover letter should 
clearly indicate: 

Bioequivalence  Response to Information Request
Bioequivalence  Long Term Stability    

If applicable, please clearly identify any new studies (i.e., fasting, fed, multiple dose, dissolution data, waiver or 
dissolution waiver) that might be included for each strength.  We also request that you include a copy of this 
communication with your response. 
Please submit a copy of your amendment in an archival (blue) jacket and unless submitted electronically through 
the gateway, a review (orange) jacket. Please direct any questions concerning this communication to the project 
manager identified above.

Please remember that when changes are requested to your proposed dissolution methods and/or specifications by 
the Division of Bioequivalence, an amendment to the Division of Chemistry should also be submitted to revise the 
release and stability specification. We also recommend that supportive dissolution data or scientific justification 
be provided in the CMC submission to demonstrate that the revised dissolution specification will be met over the 
shelf life of the drug product.

SPECIAL INSTRUCTIONS:

Please submit your response in electronic format.  This will improve document availability to review staff.

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY 
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER 
APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, please immediately notify us 
by telephone and return it to us by mail at the above address



 

ANDA: 091328 

APPLICANT: Lupin Limited 

DRUG PRODUCT: Levonorgestrel Tablets, 0.75 mg 

 
The Division of Bioequivalence has completed its review of only the 
dissolution testing portion of your submission(s) acknowledged on the 
cover sheet. The review of the bioequivalence studies will be 
conducted later.  
 
1. Your dissolution testing using the FDA-recommended method is 

acceptable. We acknowledge that you will conduct dissolution 
testing using the following dissolution method and specification 
for your test product, Levonorgestrel, 0.75 mg: 

 
Medium:  0.1 N HCl with 0.1% Sodium Lauryl Sulfate 

(SLS) 
Volume: 1000 mL 
Temperature:  37°C ± 0.5°C 
USP Apparatus:  II (Paddle) 
Speed:  75 rpm 
 
The test product should meet the following specification: 

 
NLT (Q) of the labeled amount of Levonorgestrel in the dosage 
form should be dissolved in 60 minutes  

 
However, the following deficiency has been identified: 
 
2. Please provide long term storage stability data for Levonorgestrel 

in frozen biological matrix to cover the maximum storage period of 
the study samples equal to the time from the first sample collection 
to the date the last sample was analyzed, which is at least 74 days 
for your BE studies.  

 
 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Dale P. Conner, Pharm.D. 
Director, Division of Bioequivalence I 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

(b) (4)
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

             
             Food and Drug Administration 
             Rockville, MD  20857

ANDA 91-328 

Lupin Pharmaceuticals Inc. 
Attention: Leslie Sands 
U.S. Agent for Lupin Limited 
Harborplace Tower 
111 South Calvert Street, 21st floor 
Baltimore, MD 21202 

Dear Madam: 

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: Levonorgestrel Tablets, 0.75 mg 

DATE OF APPLICATION: April 15, 2009 

DATE (RECEIVED) ACCEPTABLE FOR FILING: April 17, 2009

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 questions concerning this application, contact: 

Leigh Ann Bradford
Project Manager 
240-276-8453

Sincerely yours, 

{See appended electronic signature page} 

Wm Peter Rickman 
Director
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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