
FROM�THE�POOLED�DATASET��4HE�MOST�COMMON�TREATMENTEMERGENT�ADVERSE�REACTIONS��*����OF�USERS	�WERE��
HEADACHE�MIGRAINE� �����	�� MENSTRUAL� IRREGULARITIES� �INCLUDING� VAGINAL� HEMORRHAGE� ;PRIMARILY� SPOTTING=��
METRORRHAGIA�AND�MENORRHAGIA	������	���NAUSEA�VOMITING������	��AND�BREAST�PAIN�TENDERNESS������	�

PMDD Clinical Trials
Safety data from trials for the indication of PMDD are reported separately due to differences in study design 
AND�SETTING�IN�THE�/#��!CNE�AND�&OLATE�3UPPLEMENTATION�STUDIES�AS�COMPARED�TO�THE�0-$$�CLINICAL�PROGRAM����
#OMMON�TREATMENTEMERGENT�ADVERSE�REACTIONS��*����OF�USERS	�WERE�  menstrual irregularities (including 
VAGINAL�HEMORRHAGE�;PRIMARILY�SPOTTING=�AND�METRORRHAGIA	�������	��NAUSEA�������	��HEADACHE�������	��
BREAST� TENDERNESS�������	�� FATIGUE������	�� IRRITABILITY������	��DECREASED� LIBIDO������	�� INCREASED�WEIGHT�
�����	��AND�AFFECT�LABILITY������	�

Adverse Reactions (*1%) Leading to Study Discontinuation: 
Contraception Clinical Trials
/F�������WOMEN�������DISCONTINUED�FROM�THE�CLINICAL�TRIALS�DUE�TO�AN�ADVERSE�REACTION��THE�MOST�FREQUENT�
ADVERSE�REACTIONS�LEADING�TO�DISCONTINUATION�WERE�HEADACHE�MIGRAINE������	�AND�NAUSEA�VOMITING������	�

Acne Clinical Trials
/F�����WOMEN�������DISCONTINUED�FROM�THE�CLINICAL�TRIALS�DUE�TO�AN�ADVERSE�REACTION��THE�MOST�FREQUENT�
adverse reaction leading to discontinuation was menstrual irregularities (including menometrorrhagia, 
MENORRHAGIA��METRORRHAGIA�AND�VAGINAL�HEMORRHAGE	������	��

Folate Clinical Trial
/F�����WOMEN�������WHO�USED�"EYAZ�OR�9!:�DISCONTINUED�FROM�THE�CLINICAL�TRIALS�DUE�TO�AN�ADVERSE�REACTION��
no reaction leading to discontinuation occurred in *����OF�WOMEN�

PMDD Clinical Trials
/F�����WOMEN��������DISCONTINUED�FROM�THE�CLINICAL�TRIALS�DUE�TO�AN�ADVERSE�REACTION��THE�MOST�FREQUENT�
ADVERSE�REACTIONS�LEADING�TO�DISCONTINUATION�WERE��NAUSEA�VOMITING������	��MENSTRUAL�IRREGULARITY��INCLUDING�
VAGINAL�HEMORRHAGE��MENORRHAGIA��MENSTRUAL�DISORDER��MENSTRUATION� IRREGULAR�AND�METRORRHAGIA	������	��
FATIGUE������	��BREAST�TENDERNESS������	��DEPRESSION������	��HEADACHE������	��AND�IRRITABILITY������	��

Serious Adverse Reactions (Definitely, Probably, or Possibly Related to Study Drug): 
Contraception Clinical Trials: migraine and cervical dysplasia
Acne Clinical Trials: none reported in the clinical trials
Folate Supplementation Clinical Trial: CERVIX�CARCINOMA�STAGE��
PMDD Clinical Trials: cervical dysplasia

6.2  Postmarketing Experience
4HE� FOLLOWING� ADVERSE� REACTIONS� HAVE� BEEN� IDENTIlED� DURING� POST� APPROVAL� USE� OF� 9!:�� "ECAUSE� 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�RELATIONSHIP�TO�DRUG�EXPOSURE�

!DVERSE�REACTIONS�ARE�GROUPED�INTO�3YSTEM�/RGAN�#LASSES��AND�ORDERED�BY�FREQUENCY�

Vascular disorders: Venous and arterial thromboembolic events (including pulmonary emboli, deep vein 
thrombosis, cerebral thrombosis, retinal thrombosis, myocardial infarction and stroke), hypertension 
(including hypertensive crisis)
Hepatobiliary disorders: Gallbladder disease, liver function disturbances, liver tumors
Immune system disorders: Hypersensitivity (including anaphylactic reaction)
Metabolism and nutrition disorders: Hyperkalemia, hypertriglyceridemia, changes in glucose tolerance or 
effect on peripheral insulin resistance (including diabetes mellitus)
3KIN�AND�SUBCUTANEOUS�TISSUE�DISORDERS���#HLOASMA��ANGIOEDEMA��ERYTHEMA�NODOSUM��ERYTHEMA�MULTIFORME��
Gastrointestinal disorders: Inflammatory bowel disease 
Musculoskeletal and connective tissue disorders: Systemic lupus erythematosus

 7 DRUG INTERACTIONS
#ONSULT� THE� LABELING�OF�ALL�CONCURRENTLYUSED�DRUGS� TO�OBTAIN� FURTHER� INFORMATION�ABOUT� INTERACTIONS�WITH�
hormonal contraceptives or the potential for enzyme alterations.

7.1 Effects of Other Drugs on Combined Hormonal Contraceptives 
Substances diminishing the efficacy of COCs: Drugs or herbal products that induce certain enzymes, 
INCLUDING�#90�!���MAY�DECREASE�THE�EFFECTIVENESS�OF�#/#S�OR�INCREASE�BREAKTHROUGH�BLEEDING��3OME�DRUGS�
or herbal products that may decrease the effectiveness of hormonal contraceptives include phenytoin, 
BARBITURATES��CARBAMAZEPINE��BOSENTAN��FELBAMATE��GRISEOFULVIN��OXCARBAZEPINE��RIFAMPICIN��TOPIRAMATE�AND�
products containing St. John’s wort. Interactions between oral contraceptives and other drugs may lead 
TO� BREAKTHROUGH� BLEEDING� AND�OR� CONTRACEPTIVE� FAILURE�� #OUNSEL�WOMEN� TO� USE� AN� ALTERNATIVE�METHOD� OF�
CONTRACEPTION�OR�A�BACKUP�METHOD�WHEN�ENZYME�INDUCERS�ARE�USED�WITH�#/#S��AND�TO�CONTINUE�BACKUP�
CONTRACEPTION�FOR����DAYS�AFTER�DISCONTINUING�THE�ENZYME�INDUCER�TO�ENSURE�CONTRACEPTIVE�RELIABILITY�

Substances increasing the plasma levels of COCs: #OADMINISTRATION� OF� ATORVASTATIN� AND� CERTAIN� #/#S�
CONTAINING�%%�INCREASE�!5#�VALUES�FOR�%%�BY�APPROXIMATELY������!SCORBIC�ACID�AND�ACETAMINOPHEN�MAY�
INCREASE�PLASMA�%%�LEVELS��POSSIBLY�BY�INHIBITION�OF�CONJUGATION��#90�!��INHIBITORS�SUCH�AS�ITRACONAZOLE�OR�
ketoconazole may increase plasma hormone levels.
HIV Protease Inhibitors and non-nucleoside reverse transcriptase inhibitors: 3IGNIlCANT�CHANGES��INCREASE�
OR� DECREASE	� IN� THE� PLASMA� LEVELS� OF� ESTROGEN� AND� PROGESTIN� HAVE� BEEN� NOTED� IN� SOME� CASES� OF� CO
ADMINISTRATION�WITH�()6�PROTEASE�INHIBITORS�OR�WITH�NONNUCLEOSIDE�REVERSE�TRANSCRIPTASE�INHIBITORS��

Antibiotics: There have been reports of pregnancy while taking hormonal contraceptives and antibiotics, but 
clinical pharmacokinetic studies have not shown consistent effects of antibiotics on plasma concentrations 
of synthetic steroids. 
Effect on DRSP:�4HE�MAIN�METABOLITES�OF�$230�IN�HUMAN�PLASMA�ARE�GENERATED�WITHOUT� INVOLVEMENT�OF�
THE� CYTOCHROME� 0���� SYSTEM�� )NHIBITORS� OF� THIS� ENZYME� SYSTEM� ARE� THEREFORE� UNLIKELY� TO� INmUENCE� THE�
METABOLISM�OF�$230�

7.2 Effects of Combined Oral Contraceptives on Other Drugs 
#/#S�CONTAINING�%%�MAY�INHIBIT�THE�METABOLISM�OF�OTHER�COMPOUNDS��#/#S�HAVE�BEEN�SHOWN�TO�SIGNIlCANTLY�
decrease plasma concentrations of lamotrigine, likely due to induction of lamotrigine glucuronidation. This 
MAY�REDUCE�SEIZURE�CONTROL��THEREFORE��DOSAGE�ADJUSTMENTS�OF�LAMOTRIGINE�MAY�BE�NECESSARY��#ONSULT�THE�
LABELING�OF�THE�CONCURRENTLYUSED�DRUG�TO�OBTAIN�FURTHER� INFORMATION�ABOUT� INTERACTIONS�WITH�#/#S�OR�THE�
potential for enzyme alterations. 
In vitro AND�CLINICAL�STUDIES�DID�NOT�INDICATE�AN�INHIBITORY�POTENTIAL�OF�$230�TOWARDS�HUMAN�#90����ENZYMES�
at clinically relevant concentrations [see Clinical Pharmacology (12.3)=�

7.3 Interactions that Have the Potential to Increase Serum Potassium
There is a potential for an increase in serum potassium in women taking Beyaz with other drugs that 
MAY�INCREASE�SERUM�POTASSIUM�;see Warnings and Precautions (5.2) and Clinical Pharmacology (12.3)].

7.4 Effects of Folates on Other Drugs
Folates may modify the pharmacokinetics or pharmacodynamics of certain antifolate drugs, e.g., 
ANTIEPILEPTICS� �SUCH� AS� PHENYTOIN	�� METHOTREXATE� OR� PYRIMETHAMINE�� AND� MAY� RESULT� IN� A� DECREASED�
pharmacological effect of the antifolate drug.

7.5 Effects of Other Drugs on Folates
Several drugs have been reported to reduce folate levels by inhibition of the dihydrofolate reductase 
ENZYME��E�G���METHOTREXATE�AND�SULFASALAZINE	�OR�BY�REDUCING�FOLATE�ABSORPTION��E�G���CHOLESTYRAMINE	��OR�
via unknown mechanisms (e.g., antiepileptics such as carbamazepine, phenytoin, phenobarbital, primidone 
and valproic acid).

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
4HERE� IS� LITTLE� OR� NO� INCREASED� RISK� OF� BIRTH� DEFECTS� IN�WOMEN�WHO� INADVERTENTLY� USE�#/#S�DURING� EARLY�
PREGNANCY��%PIDEMIOLOGIC�STUDIES�AND�METAANALYSES�HAVE�NOT�FOUND�AN�INCREASED�RISK�OF�GENITAL�OR�NON
GENITAL�BIRTH�DEFECTS��INCLUDING�CARDIAC�ANOMALIES�AND� LIMBREDUCTION�DEFECTS	� FOLLOWING�EXPOSURE�TO� LOW�
DOSE�#/#S�PRIOR�TO�CONCEPTION�OR�DURING�EARLY�PREGNANCY�

4HE�ADMINISTRATION�OF�#/#S�TO�INDUCE�WITHDRAWAL�BLEEDING�SHOULD�NOT�BE�USED�AS�A�TEST�FOR�PREGNANCY��#/#S�
should not be used during pregnancy to treat threatened or habitual abortion.

7OMEN�WHO�DO�NOT�BREASTFEED�MAY�START�#/#S�NO�EARLIER�THAN�FOUR�WEEKS�POSTPARTUM�

8.3 Nursing Mothers
7HEN�POSSIBLE��ADVISE�THE�NURSING�MOTHER�TO�USE�OTHER�FORMS�OF�CONTRACEPTION�UNTIL�SHE�HAS�WEANED�HER�
CHILD��%STROGENCONTAINING�/#S�CAN�REDUCE�MILK�PRODUCTION�IN�BREASTFEEDING�MOTHERS��4HIS�IS�LESS�LIKELY�
TO�OCCUR�ONCE�BREASTFEEDING�IS�WELLESTABLISHED��HOWEVER��IT�CAN�OCCUR�AT�ANY�TIME�IN�SOME�WOMEN��3MALL�
amounts of oral contraceptive steroids and/or metabolites are present in breast milk.
!FTER�ORAL�ADMINISTRATION�OF���MG�$230������MG�%%�TABLETS��9ASMIN	��ABOUT�������OF�THE�$230�DOSE�WAS�
EXCRETED�INTO�THE�BREAST�MILK�OF�POSTPARTUM�WOMEN�WITHIN����HOURS��4HIS�RESULTS�IN�A�MAXIMAL�DAILY�DOSE�OF�
ABOUT�������MG�$230�IN�AN�INFANT��
Studies to date indicate there is no adverse effect of folate on nursing infants.

8.4 Pediatric Use
3AFETY�AND�EFlCACY�OF�"EYAZ�HAS�BEEN�ESTABLISHED�IN�WOMEN�OF�REPRODUCTIVE�AGE��3AFETY�AND�EFlCACY�ARE�
EXPECTED�TO�BE�THE�SAME�FOR�POSTPUBERTAL�ADOLESCENTS�UNDER�THE�AGE�OF����AND�FOR�USERS����YEARS�AND�OLDER��
5SE�OF�THIS�PRODUCT�BEFORE�MENARCHE�IS�NOT�INDICATED�

8.5 Geriatric Use
Beyaz has not been studied in postmenopausal women and is not indicated in this population. 

8.6 Patients with Renal Impairment 
Beyaz is contraindicated in patients with renal impairment [see Contraindications (4) and Warnings and 
Precautions (5.2)]. 
&OLLOWING�ADMINISTRATION�OF�$230���MG�DAILY�FOR����DAYS��SERUM�$230�LEVELS�IN�SUBJECTS�WITH�MILD�RENAL�
IMPAIRMENT��CREATININE�CLEARANCE�#,CR�������M,�MIN	�WERE�COMPARABLE�TO�THOSE�IN�SUBJECTS�WITH�NORMAL�
RENAL�FUNCTION��#,CR������M,�MIN	��4HE�SERUM�$230�LEVELS�WERE�ON�AVERAGE������HIGHER�IN�SUBJECTS�WITH�
MODERATE�RENAL�IMPAIRMENT��#,CR���������M,�MIN	�COMPARED�TO�THOSE�WITH�NORMAL�RENAL�FUNCTION��$230�
TREATMENT� DID� NOT� SHOW� ANY� CLINICALLY� SIGNIlCANT� EFFECT� ON� SERUM� POTASSIUM� CONCENTRATION�� !LTHOUGH�
HYPERKALEMIA�WAS�NOT�OBSERVED�IN�THE�STUDY��IN�lVE�OF�THE�SEVEN�SUBJECTS�WHO�CONTINUED�USE�OF�POTASSIUM�
SPARING�DRUGS�DURING�THE�STUDY��MEAN�SERUM�POTASSIUM�LEVELS�INCREASED�BY�UP�TO������M%Q�,��4HEREFORE��
POTENTIAL�EXISTS�FOR�HYPERKALEMIA�TO�OCCUR�IN�SUBJECTS�WITH�RENAL�IMPAIRMENT�WHOSE�SERUM�POTASSIUM�IS�
in the upper reference range, and who are concomitantly using potassium sparing drugs [see Clinical 
Pharmacology (12.3)]. 

8.7 Patients with Hepatic Impairment 
Beyaz is contraindicated in patients with hepatic disease [see Contraindications (4) and Warnings and 
Precautions (5.4)]��4HE�MEAN�EXPOSURE�TO�$230�IN�WOMEN�WITH�MODERATE�LIVER�IMPAIRMENT�IS�APPROXIMATELY�
THREE�TIMES�HIGHER�THAN�THE�EXPOSURE�IN�WOMEN�WITH�NORMAL�LIVER�FUNCTION��"EYAZ�HAS�NOT�BEEN�STUDIED�IN�
women with severe hepatic impairment.

10 OVERDOSAGE
4HERE�HAVE�BEEN�NO�REPORTS�OF�SERIOUS�ILL�EFFECTS�FROM�OVERDOSE��INCLUDING�INGESTION�BY�CHILDREN��/VERDOSAGE�
may cause withdrawal bleeding in females and nausea.
$230� HOWEVER�� IS� A� SPIRONOLACTONE� ANALOGUE� WHICH� HAS� ANTIMINERALOCORTICOID� PROPERTIES�� 3ERUM�
concentration of potassium and sodium, and evidence of metabolic acidosis, should be monitored in cases 
of overdose.
,EVOMEFOLATE�CALCIUM�DOSES�OF����MG�DAY����FOLD�HIGHER�THAN�THE�LEVOMEFOLATE�CALCIUM�DOSE�OF�"EYAZ	�
WERE�WELL�TOLERATED�AFTER�LONGTERM�TREATMENT�UP�TO����WEEKS�

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
)N�A����MONTH�ORAL�CARCINOGENICITY�STUDY�IN�MICE�DOSED�WITH����MG�KG�DAY�$230�ALONE�OR��������������������
AND����������MG�KG�DAY�OF�$230�AND�%%������TO���TIMES�THE�EXPOSURE��!5#�OF�$230	�OF�WOMEN�TAKING�A�
contraceptive dose, there was an increase in carcinomas of the harderian gland in the group that received the 
HIGH�DOSE�OF�$230�ALONE��)N�A�SIMILAR�STUDY�IN�RATS�GIVEN����MG�KG�DAY�$230�ALONE�OR�����������������������AND�
���������MG�KG�DAY�$230�AND�%%������TO����TIMES�THE�EXPOSURE�OF�WOMEN�TAKING�A�CONTRACEPTIVE�DOSE��THERE�
was an increased incidence of benign and malignant adrenal gland pheochromocytomas in the group receiving 
THE�HIGH�DOSE�OF�$230��-UTAGENESIS�STUDIES�FOR�$230�WERE�CONDUCTED�in vivo and in vitro and no evidence of 
mutagenic activity was observed.
,ONGTERM�ANIMAL�STUDIES�HAVE�NOT�BEEN�CONDUCTED�TO�EVALUATE�THE�CARCINOGENIC�POTENTIAL�OF�LEVOMEFOLATE��
Mutagenesis studies for levomefolate were conducted in vitro and in vivo and no evidence of mutagenic 
activity was observed.

17 PATIENT COUNSELING INFORMATION
[See FDA-approved Patient Labeling.]
s� �#OUNSEL�PATIENTS�THAT�CIGARETTE�SMOKING�INCREASES�THE�RISK�OF�SERIOUS�CARDIOVASCULAR�EVENTS�FROM�#/#�USE��
AND�THAT�WOMEN�WHO�ARE�OVER����YEARS�OLD�AND�SMOKE�SHOULD�NOT�USE�#/#S�

s� �#OUNSEL�PATIENTS�THAT�"EYAZ�DOES�NOT�PROTECT�AGAINST�()6INFECTION��!)$3	�AND�OTHER�SEXUALLY�TRANSMITTED�
diseases.

s� �#OUNSEL�PATIENTS�ON�7ARNINGS�AND�0RECAUTIONS�ASSOCIATED�WITH�#/#S�

s� �#OUNSEL� PATIENTS� THAT� "EYAZ� CONTAINS� $230�� $ROSPIRENONE�MAY� INCREASE� POTASSIUM�� 0ATIENTS� SHOULD�
be advised to inform their healthcare provider if they have kidney, liver or adrenal disease because the 
use of Beyaz in the presence of these conditions could cause serious heart and health problems. They 
SHOULD�ALSO�INFORM�THEIR�HEALTHCARE�PROVIDER�IF�THEY�ARE�CURRENTLY�ON�DAILY��LONGTERM�TREATMENT��.3!)$S��
POTASSIUMSPARING� DIURETICS�� POTASSIUM� SUPPLEMENTATION�� !#%� INHIBITORS�� ANGIOTENSIN))� RECEPTOR�
antagonists, heparin or aldosterone antagonists) for a chronic condition. 

s� �"EYAZ�IS�NOT�INDICATED�DURING�PREGNANCY��)F�PREGNANCY�IS�PLANNED�OR�OCCURS�DURING�TREATMENT�WITH�"EYAZ��
FURTHER�INTAKE�MUST�BE�STOPPED��(OWEVER��WOMEN�SHOULD�BE�ADVISED�ON�THE�CONTINUED�NEED�OF�SUFlCIENT�
folate intake.

s� �#OUNSEL�PATIENTS�TO�TAKE�ONE�TABLET�DAILY�BY�MOUTH�AT�THE�SAME�TIME�EVERY�DAY��)NSTRUCT�PATIENTS�WHAT�TO�
do in the event pills are missed. See “What to Do if You Miss Pills” section in FDA-Approved Patient 
Labeling.

s� �#OUNSEL�PATIENTS�TO�USE�A�BACKUP�OR�ALTERNATIVE�METHOD�OF�CONTRACEPTION�WHEN�ENZYME�INDUCERS�ARE�USED�
WITH�#/#S�

s� �#OUNSEL�PATIENTS�WHO�ARE�BREASTFEEDING�OR�WHO�DESIRE�TO�BREASTFEED�THAT�#/#S�MAY�REDUCE�BREAST�MILK�
production. This is less likely to occur if breastfeeding is well established.

s� �#OUNSEL�ANY�PATIENT�WHO�STARTS�#/#S�POSTPARTUM�AND�WHO�HAVE�NOT�YET�HAD�A�PERIOD��TO�USE�AN�ADDITIONAL�
METHOD�OF�CONTRACEPTION�UNTIL�SHE�HAS�TAKEN�A�PINK�TABLET�FOR���CONSECUTIVE�DAYS�

s� �#OUNSEL�PATIENTS�THAT�AMENORRHEA�MAY�OCCUR��2ULE�OUT�PREGNANCY�IN�THE�EVENT�OF�AMENORRHEA�IN�TWO�OR�
more consecutive cycles.

s� �#OUNSEL�PATIENTS�TO�REPORT�WHETHER�THEY�ARE�TAKING�FOLATE�SUPPLEMENTS��"EYAZ�CONTAINS�THE�EQUIVALENT�OF�
����MG������MCG	�OF�FOLIC�ACID���

s� �#OUNSEL�PATIENTS�TO�MAINTAIN�FOLATE�SUPPLEMENTATION�IF�THEY�DISCONTINUE�"EYAZ�DUE�TO�PREGNANCY����
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Physicians Consider Frequent Call Burdensome 
B Y  A L I C I A  AU LT

FROM A SURVEY BY THE AMERICAN

MEDICAL GROUP ASSOCIATION

P
hysicians are more concerned about
the burden of taking call than about
how much they get paid for provid-

ing coverage at hospital emergency
departments, according to a survey by
the American Medical Group Association
and a consulting firm.

About 50 medical groups participated,
primarily from independently owned,
large, multispecialty groups. Dr. Donald
W. Fisher, president and CEO of the
AMGA, said that most of the data on
physicians’ opinions on call coverage
have been anecdotal. The AMGA survey,
conducted with ECG Management
Consultants, quantifies better what’s
actually happening, he said.

According to the survey, when physi-

cians were asked to choose between
reduced call burden or payment, 58% of
those surveyed said it was more impor-
tant to reduce call burden. More than
half the respondents said their call
burden was high.

The survey also asked physicians for
some potential solutions to reducing call
burden. Respondents said that the advent
of hospitalists – which they regarded as
favorable – was a potentially important

way to reduce call burden. The majori-
ty of respondents said that use of
nocturnists would be helpful. And 70%
said that offering preferred scheduling on
the day after call would be a good way
to address call burden. ■

To access the free report online, go to
https://ecommerce.amga.org/iMISPublic/
Core/Orders/product.aspx?catid=12&prod
id=2022.


