
HIGHLIGHTS OF PRESCRIBING INFORMATION These highlights 
do not include all the information needed to use ESTRADIOL 
VALERATE TABLETS, AND ESTRADIOL VALERATE AND 
DIENOGEST TABLETS safely and effectively. See full prescribing 
information for ESTRADIOL VALERATE TABLETS, AND 
ESTRADIOL VALERATE AND DIENOGEST TABLETS.

ESTRADIOL VALERATE tablets, and ESTRADIOL VALERATE and 
DIENOGEST tablets, for oral use 

Initial U.S. Approval: 2010

WARNING: CIGARETTE SMOKING AND SERIOUS 
CARDIOVASCULAR EVENTS

See full prescribing information for complete boxed warning.
Women over 35 years old who smoke should not use estradiol 
valerate tablets, and estradiol valerate and dienogest tablets.
(4) 
Cigarette smoking increases the risk of serious cardiovascular 
events from combination oral contraceptive (COC) use. (4) 

---------------------------INDICATIONS AND USAGE--------------------------

----------------------DOSAGE AND ADMINISTRATION-----------------------

---------------------DOSAGE FORMS AND STRENGTHS----------------------

-------------------------------CONTRAINDICATIONS------------------------------

-----------------------WARNINGS AND PRECAUTIONS-----------------------

-----------------------------ADVERSE REACTIONS------------------------

To report SUSPECTED ADVERSE REACTIONS, contact Actavis 
at 1-800-272-5525 or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch

------------------------------DRUG INTERACTIONS-------------------------------

-----------------------USE IN SPECIFIC POPULATIONS------------------------

See for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling. 
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FULL PRESCRIBING INFORMATION

WARNING: CIGARETTE SMOKING AND SERIOUS CARDIOVASCULAR EVENTS Cigarette 
smoking increases the risk of serious cardiovascular events from combination oral contraceptives (COC) 
use. This risk increases with age, particularly in women over 35 years of age, and with the number of 
cigarettes smoked. For this reason, COCs should not be used by women who are over 35 years of age and 
smoke. [See Contraindications (4).]

1 INDICATIONS AND USAGE 
1.1 Oral Contraception  

2 DOSAGE AND ADMINISTRATION 
2.1 How to Take Estradiol Valerate Tablets, and Estradiol Valerate and Dienogest Tablets  

2.2 How to Start Estradiol Valerate Tablets, and Estradiol Valerate and Dienogest Tablets  



o
o
o

o
o
o
o

2.3 Advice in Case of Gastrointestinal Disturbances 

3 DOSAGE FORMS AND STRENGTHS 
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4 CONTRAINDICATIONS 

o [see Boxed Warning and Warnings and Precautions (5.1)]
o [see Warnings and Precautions 

(5.1)]
o [see Warnings and Precautions (5.1)]
o [see Warnings and Precautions (5.1)]
o

[see Warnings and Precautions (5.1)]
o [see Warnings and Precautions (5.1)]
o [see Warnings and Precautions (5.4)]
o [see Warnings and Precautions (5.6)]
o

[see Warnings and Precautions (5.7)]
[see Warnings and Precautions (5.8)]

[see Warnings and 
Precautions (5.2)]

[see Warnings and Precautions (5.3), Use in Specific 
Populations (8.7) and Clinical Pharmacology (12.3)]

[see Warnings and Precautions (5.9) 
and Use in Specific Populations (8.1)]

5 WARNINGS AND PRECAUTIONS 
5.1 Thromboembolic Disorders and Other Vascular Problems  



[See Adverse Reactions (6).]

5.2 Carcinoma of the Breasts and Reproductive Organs  

[See Adverse Reactions (6.1).]

5.3 Liver Disease 

5.4 High Blood Pressure  



5.5 Gallbladder Disease  

5.6 Carbohydrate and Lipid Metabolic Effects  

5.7 Headache  

5.8 Bleeding Irregularities 

5.9 COC Use Before or During Early Pregnancy  

[see Use in Specific Populations (8.1)]

5.10 Depression  

5.11 Interference with Laboratory Tests 



[see 
Clinical Pharmacology (12.3)]

5.12 Monitoring  

5.13 Drug Interactions  

[See Drug 
Interactions (7.1) and Clinical Pharmacology (12.3).]

5.14 Other Conditions 

6 ADVERSE REACTIONS 

[see Boxed Warning and Warnings and Precautions (5.1)]
[see Warnings and Precautions (5.1)]

[see Warnings and Precautions (5.3)]

6.1 Clinical Trials Experience 

Contraception Studies  

[See Clinical Studies (14.1)]

Adverse Reactions Leading to Study Discontinuation:



Common Adverse Reactions (greater than or equal to 2%):

Serious Adverse Reactions:

6.2 Postmarketing Experience  

7 DRUG INTERACTIONS 

7.1 Effects of Other Drugs on Combined Oral Contraceptives
Substances diminishing the efficacy of COCs: 



[See Clinical Pharmacology (12.3).] 

Substances Increasing the Systemic Exposure of COCs (enzyme inhibitors): 

[see Clinical Pharmacology 
12.3]

Human Immunodeficiency Virus (HIV)/Hepatitis C Virus (HCV) Protease Inhibitors and Non-Nucleoside 
Reverse Transcriptase Inhibitors:

Antibiotics:

7.2 Effects of Combined Oral Contraceptives on Other Drugs 

[See Clinical Pharmacology (12.3).]

7.3 Interference with Laboratory Tests 

[see Warnings and Precautions (5.11) and Drug 
Interactions (7.2)]

8 USE IN SPECIFIC POPULATIONS 
8.1 Pregnancy  



8.3 Nursing Mothers 

8.4 Pediatric Use 

8.5 Geriatric Use 

8.6 Patients with Renal Impairment 

8.7 Patients with Hepatic Impairment 

[See Contraindications (4) and Warnings and 
Precautions (5.3).]

8.8 Body Mass Index  

10 OVERDOSAGE 

11 DESCRIPTION 



Estradiol Valerate 

Dienogest

12 CLINICAL PHARMACOLOGY 
12.1 Mechanism of Action  

12.2 Pharmacodynamics  

[See Nonclinical Toxicology (13.2).]

Cardiac Electrophysiology  



12.3 Pharmacokinetics  
Absorption 

Table 1: Arithmetic Mean (SD) Serum Pharmacokinetic Parameters at Steady-state (on Day 24) following 
Repeated Oral Doses of 2 mg EV/3 mg DNG on Days 8 to 24 of the 28 day Regimen in Fertile Women under 
Fasted Condition (N=15)

Food Effect  

Distribution

Metabolism



Excretion

Use in Specific Populations  
Pediatric Use:

Geriatric Use:

Renal Impairment:

Hepatic Impairment:

[See Contraindications (4) and 
Warnings and Precautions (5.3).]

Body Mass Index:

Drug Interactions  

Substances diminishing the efficacy of COCs: 



Substances Increasing the Systemic Exposure of COCs (enzyme inhibitors): 

HIV/HCV Protease Inhibitors and non-nucleoside reverse transcriptase inhibitors:

Antibiotics:

In vitro

13 NONCLINICAL TOXICOLOGY 
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility  



in vitro

in vivo
in vitro in vivo

13.2 Animal Toxicology and/or Pharmacology  
in vitro

14 CLINICAL STUDIES 
14.1 Oral Contraceptive Clinical Trials 

Table 2: Summary of the Pearl Indexes and the Cumulative Contraceptive Failure Rates

16 HOW SUPPLIED/STORAGE AND HANDLING 
16.1 How Supplied 
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16.2 Storage  

17 PATIENT COUNSELING INFORMATION 



FDA-Approved Patient Labeling 

Guide for Using Estradiol Valerate Tablets, and Estradiol Valerate and Dienogest Tablets  

WARNING TO WOMEN WHO SMOKE 

What Are Estradiol Valerate Tablets, and Estradiol Valerate and Dienogest Tablets?  

How Do Estradiol Valerate Tablets, and Estradiol Valerate and Dienogest Tablets Work?  

How Well Do Estradiol Valerate Tablets, and Estradiol Valerate and Dienogest Tablets Work For 
Contraception?  



How Do I Take Estradiol Valerate Tablets, and Estradiol Valerate and Dienogest Tablets?  

Before you start taking estradiol valerate tablets, and estradiol valerate and dienogest tablets  



START TAKING
PILLS IN THIS 
DIRECTION FROM    
LEFT TO RIGHT       Tablet positions 1 and 2: Orange tablets

        
       Tablet positions 3 to 7: Pink tablets 

Tablet positions 8 to 24: Yellow tablets9 

Tablet positions 25 and 26: Brown tablets
       

         

o
o

o
o
o
o
o

When to Start Estradiol Valerate Tablets, and Estradiol Valerate and Dienogest Tablets

If you start taking estradiol valerate tablets, and estradiol valerate and dienogest tablets and you did not 
use a hormonal birth control method before: 

If you start taking estradiol valerate tablets, and estradiol valerate and dienogest tablets and you are 
switching from a combination hormonal method such as: 

o
o
o



If you start taking estradiol valerate tablets, and estradiol valerate and dienogest tablets and you are 
switching from a progestin-only method such as a: 

o
o
o
o

What Should I Do if I Miss any Pills 
you may already be pregnant.

If you are less than 12 hours late taking your pill 

If you miss ONE PILL for more than 12 hours  
Days 1-17 

Days 18-24 

Days 25-28 



If you miss TWO PILLS in a row 

Days 1-17 (if you miss the pills for Days 17 and 18, follow the instructions for Days 17-25 instead)  

Days 17-25 (if you miss the pills for Days 25 and 26, follow the instructions for Days 25-28 instead)  

Days 25-28 

You may already be pregnant or COULD BECOME PREGNANT if you had sex on the days after the 
pills were missed. The more pills missed and the closer they are to the end of the cycle, the higher the risk
of a pregnancy. You should call your healthcare provider if you are unsure whether you are already 
pregnant. 

If you are still not sure of what to do about the pills you have missed: 

Who Should Not Take Estradiol Valerate Tablets, and Estradiol Valerate and Dienogest Tablets?  



What Else Should I Know about Taking Estradiol Valerate Tablets, and Estradiol Valerate and 
Dienogest Tablets?  

Tell your healthcare provider about all medicines and herbal products that you take
. 

What are the Most Serious Risks of Taking Birth Control Pills? 



Call your healthcare provider right away if you have:  

What are the Common Side Effects of Birth Control Pills? 

Do Birth Control Pills Cause Cancer? 



What Should I Know about My Period when Taking Estradiol Valerate Tablets, and Estradiol Valerate 
and Dienogest Tablets?

What if I Miss My Scheduled Period when Taking Estradiol Valerate Tablets, and Estradiol Valerate 
and Dienogest Tablets?

What If I Want to Become Pregnant?  

General Advice about Estradiol Valerate Tablets, and Estradiol Valerate and Dienogest Tablets


