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Physicians Consider Frequent Call Burdensome

BY ALICIA AULT

FROM A SURVEY BY THE AMERICAN
MEDICAL GROUP ASSOCIATION

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-

PRACTICE TRENDS

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¢rprod
id=2022.

from the pooled dataset. The most common treatment-emergent adverse reactions (= 2% of users) were:
headache/migraine (5.9%), menstrual irregularities (including vaginal hemorrhage [primarily spotting],
metrorrhagia and menorrhagia) (4.1%), nausea/vomiting (3.5%), and breast pain/tenderness (3.2%).
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 OC, Acne and Folate Supplementation studies as compared to the PMDD clinical program.
Common treatment-emergent adverse reactions (= 2% of users) were: menstrual irregularities (including
vaginal hemorrhage [primarily spotting] and metrorrhagia) (24.9%), nausea (15.8%), headache (13.0%),
breast tenderness (10.5%), fatigue (4.2%), irritability (2.8%), decreased libido (2.8%), increased weight
(2.5%), and affect lability (2.1%).

Adverse Reactions (=1%) Leading to Study Discontinuation:

Contraception Clinical Trials

0f 1,056 women, 6.6% discontinued from the clinical trials due to an adverse reaction; the most frequent
adverse reactions leading to discontinuation were headache/migraine (1.6%) and nausea/vomiting (1.0%).
Acne Clinical Trials

0f 536 women, 5.4% 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) (2.2%) .

Folate Clinical Trial

0f 285 women, 4.6% who used Beyaz or YAZ discontinued from the clinical trials due to an adverse reaction;
no reaction leading to discontinuation occurred in = 1% of women.

PMDD Clinical Trials

0f 285 women, 11.6% discontinued from the clinical trials due to an adverse reaction; the most frequent
adverse reactions leading to discontinuation were: nausea/vomiting (4.6%), menstrual irregularity (including
vaginal hemorrhage, menorrhagia, menstrual disorder, menstruation irregular and metrorrhagia) (4.2%),
fatigue (1.8%), breast tenderness (1.4%), depression (1.4%), headache (1.1%), and irritability (1.1%).

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 0

PMDD Clinical Trials: cervical dysplasia

6.2 Postmarketing Experience

The following adverse reactions have been identified during post approval use of YAZ. 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 relationship to drug exposure.

Adverse reactions are grouped into System Organ Classes, 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)

Skin and subcutaneous tissue disorders: Chloasma, angioedema, erythema nodosum, erythema multiforme
Gastrointestinal disorders: Inflammatory bowel disease

Musculoskeletal and connective tissue disorders: Systemic lupus erythematosus

7  DRUG INTERACTIONS
Consult the labeling of all concurrently-used 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 CYP3A4, may decrease the effectiveness of COCs or increase breakthrough bleeding. Some 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. Counsel women to use an alternative method of
contraception or a back-up method when enzyme inducers are used with COCs, and to continue back-up
contraception for 28 days after discontinuing the enzyme inducer to ensure contraceptive reliability.

Substances increasing the plasma levels of COCs: Co-administration of atorvastatin and certain COCs
containing EE increase AUC values for EE by approximately 20%. Ascorbic acid and acetaminophen may
increase plasma EE levels, possibly by inhibition of conjugation. CYP3A4 inhibitors such as itraconazole or
ketoconazole may increase plasma hormone levels.

HIV Protease Inhibitors and non-nucleoside reverse transcriptase inhibitors: Significant changes (increase
or decrease) in the plasma levels of estrogen and progestin have been noted in some cases of co-
administration with HIV protease inhibitors or with non-nucleoside 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: The main metabolites of DRSP in human plasma are generated without involvement of
the cytochrome P450 system. Inhibitors of this enzyme system are therefore unlikely to influence the
metabolism of DRSP.

7.2 Effects of Combined Oral Contraceptives on Other Drugs

COCs containing EE may inhibit the metabolism of other compounds. COCs have been shown to significantly
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. Consult the
labeling of the concurrently-used drug to obtain further information about interactions with COCs or the
potential for enzyme alterations.

Invitroand clinical studies did not indicate an inhibitory potential of DRSP towards human CYP450 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

There is little or no increased risk of birth defects in women who inadvertently use COCs during early
pregnancy. Epidemiologic studies and meta-analyses have not found an increased risk of genital or non-
genital birth defects (including cardiac anomalies and limb-reduction defects) following exposure to low
dose COCs prior to conception or during early pregnancy.

The administration of COCs to induce withdrawal bleeding should not be used as a test for pregnancy. COCs
should not be used during pregnancy to treat threatened or habitual abortion.

Women who do not breastfeed may start COCs no earlier than four weeks postpartum.

8.3 Nursing Mothers

When possible, advise the nursing mother to use other forms of contraception until she has weaned her
child. Estrogen-containing OCs can reduce milk production in breastfeeding mothers. This is less likely
to occur once breastfeeding is well-established; however, it can occur at any time in some women. Small
amounts of oral contraceptive steroids and/or metabolites are present in breast milk.

After oral administration of 3 mg DRSP/0.03 mg EE tablets (Yasmin), about 0.02% of the DRSP dose was
excreted into the breast milk of postpartum women within 24 hours. This results in a maximal daily dose of
about 0.003 mg DRSP in an infant.

Studies to date indicate there is no adverse effect of folate on nursing infants.

8.4 Pediatric Use

Safety and efficacy of Beyaz has been established in women of reproductive age. Safety and efficacy are
expected to be the same for postpubertal adolescents under the age of 18 and for users 18 years and older.
Use 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)].

Following administration of DRSP 3 mg daily for 14 days, serum DRSP levels in subjects with mild renal
impairment (creatinine clearance CLcr, 50-80 mL/min) were comparable to those in subjects with normal
renal function (CLcr, >80 mL/min). The serum DRSP levels were on average 37 % higher in subjects with
moderate renal impairment (CLcr, 30 - 50 mL/min) compared to those with normal renal function. DRSP
treatment did not show any clinically significant effect on serum potassium concentration. Although
hyperkalemia was not observed in the study, in five of the seven subjects who continued use of potassium
sparing drugs during the study, mean serum potassium levels increased by up to 0.33 mEq/L. Therefore,
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)]. The mean exposure to DRSP in women with moderate liver impairment is approximately
three times higher than the exposure in women with normal liver function. Beyaz has not been studied in
women with severe hepatic impairment.

10 OVERDOSAGE

There have been no reports of serious ill effects from overdose, including ingestion by children. Overdosage
may cause withdrawal bleeding in females and nausea.

DRSP however, is a spironolactone analogue which has antimineralocorticoid properties. Serum
concentration of potassium and sodium, and evidence of metabolic acidosis, should be monitored in cases
of overdose.

Levomefolate calcium doses of 17 mg/day (37-fold higher than the levomefolate calcium dose of Beyaz)
were well tolerated after long-term treatment up to 12 weeks.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

In a 24 month oral carcinogenicity study in mice dosed with 10 mg/kg/day DRSP alone or 1 + 0.01, 3 + 0.03
and 10 + 0.1 mg/kg/day of DRSP and EE, 0.1 to 2 times the exposure (AUC of DRSP) 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 DRSP alone. In a similar study in rats given 10 mg/kg/day DRSP alone or 0.3 + 0.003, 3 + 0.03 and
10 + 0.1 mg/kg/day DRSP and EE, 0.8 to 10 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 DRSP. Mutagenesis studies for DRSP were conducted in vivo and in vitro and no evidence of
mutagenic activity was observed.

Long-term 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.]

Counsel patients that cigarette smoking increases the risk of serious cardiovascular events from COC use,
and that women who are over 35 years old and smoke should not use COCs.

Counsel patients that Beyaz does not protect against HIV-infection (AIDS) and other sexually transmitted
diseases.

Counsel patients on Warnings and Precautions associated with COCs.

Counsel patients that Beyaz contains DRSP. Drospirenone may increase potassium. Patients 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, long-term treatment (NSAIDs,
potassium-sparing diuretics, potassium supplementation, ACE inhibitors, angiotensin-Il receptor
antagonists, heparin or aldosterone antagonists) for a chronic condition.

Beyaz is not indicated during pregnancy. If pregnancy is planned or occurs during treatment with Beyaz,
further intake must be stopped. However, women should be advised on the continued need of sufficient
folate intake.

Counsel patients to take one tablet daily by mouth at the same time every day. Instruct patients what to
do in the event pills are missed. See “What to Do if You Miss Pills” section in FDA-Approved Patient
Labeling.

Counsel patients to use a back-up or alternative method of contraception when enzyme inducers are used
with COCs.

Counsel patients who are breastfeeding or who desire to breastfeed that COCs may reduce breast milk
production. This is less likely to occur if breastfeeding is well established.

Counsel any patient who starts COCs postpartum and who have not yet had a period, to use an additional
method of contraception until she has taken a pink tablet for 7 consecutive days.

Counsel patients that amenorrhea may occur. Rule out pregnancy in the event of amenorrhea in two or
more consecutive cycles.

Counsel patients to report whether they are taking folate supplements. Beyaz contains the equivalent of
0.4 mg (400 mcg) of folic acid.

Counsel patients to maintain folate supplementation if they discontinue Beyaz due to pregnancy.
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