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Abstract

Objective: This study was conducted to evaluate the safety and efficacy of a continuous daily regimen of levonorgestrel (LNG) 90 Ag/ethinyl
estradiol (EE) 20 Ag (continuous LNG/EE).

Methods: Healthy women aged 18–49 years with regular menstrual cycles for 3 months enrolled in this single-treatment open-label study

and took one pill of LNG 90 Ag/EE 20 Ag daily for 12 months.

Results: For the 2134 subjects enrolled, the Pearl Index method failure was 1.26, and user failure was 0.34. While on Pill Pack 13, 58.7% of

subjects reported amenorrhea and 79.0% reported absence of bleeding. Overall, the number of bleeding and spotting days per pill pack

declined progressively. Adverse events and discontinuations were comparable to those reported for cyclic oral contraceptive (OC) regimens,

except for higher rates in those related to uterine bleeding.

Conclusions: Continuous LNG/EE demonstrated a good safety profile and efficacy similar to cyclic OCs. The regimen continuously

inhibited menses, increased the incidence of amenorrhea over time and, except for a subset of women, decreased the number of bleeding and

spotting days.
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1. Introduction

Over the past four decades, there has been little change in

the oral contraceptive (OC) regimen of 21 active/7 placebo

pills per monthly cycle. This regimen was intended to

imitate a 28-day menstrual cycle with withdrawal bleeding

during the placebo period. Efforts to improve the conve-

nience and acceptability of OCs while maintaining contra-

ceptive efficacy and minimizing side effects have led to

variations in this regimen, with a focus on improving

efficacy and bleeding profile, or on reducing the number of

withdrawal bleeding episodes.

Recent reports suggest that an increasing number of

women prefer to have less frequent bleeding episodes.

Surveys indicate that women are willing to adopt an OC

regimen that reduces or eliminates withdrawal bleeding

[1–3]. Many women favor such a regimen as a means of

reducing the frequency and severity of symptoms associated
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with menstruation [4,5], while others may choose it for

convenience or lifestyle benefits [6]. However, there still

exists an unmet need for improved regimens that address

these preferences.

There have been a number of small studies that have

evaluated OCs taken for longer than the traditional 21 days.

The first dextended-cycleT regimen introduced was an

84-day regimen that resulted in withdrawal bleeding four

times a year [7].

Taking the concept of reducing menses further, a

continuous regimen of levonorgestrel/ethinyl estradiol

(LNG/EE), in which women take the OC every day without

a pill-free or placebo interval, would result in women having

no withdrawal menstruation-like episode while taking

continuous OC. This concept has been tested in a randomized

controlled study of LNG 100 Ag/EE 20 Ag that compared the

traditional 21-day OC and a continuous OC over 12 cycles

[8]. The results demonstrated that fewer total bleeding days

occurred in the continuous arm than in the cyclic arm.

There is no hormone-free interval with continuous OCs;

therefore, there are no withdrawal bleeds and no major

changes in patients’ serum hormone levels [9]. Based on this

premise, a continuous daily regimen of LNG 90 Ag/EE 20 Ag
(continuous LNG/EE) was developed.

A Phase 3 trial was conducted to evaluate contraceptive

efficacy, safety and menses inhibition with continuous

LNG/EE. The protocol included two substudies to assess

cycle-related symptoms and endometrial histology (both

reported separately). The present paper summarizes the

safety and efficacy results of the Phase 3 trial and evaluates

menses inhibition.
2. Materials and methods

2.1. Study population

Healthy women aged 18–49 years who were sexually

active and likely to become pregnant, who were willing to

rely on the continuous regimen of LNG 90 Ag/EE 20 Ag as

their only method of contraception and who had a history of

regular menstrual cycles for the preceding 3-month period

were enrolled. For the purpose of assessing contraceptive

efficacy in a population with a high probability of fertility, at

least 80% of the subjects at each site had to be V35 years

old at the time of enrollment. There were no restrictions on

weight or on the history of irregular uterine bleeding while

using OCs. Women b34 years who smoked were included,

but women N34 years who smoked N15 cigarettes/day were

excluded. Other exclusion criteria included the following:

standard contraindications for OC use; the use of non-

contraceptive estrogens, progestins, androgens or any

experimental drugs or devices within 60 days prior to the

screening visit; the use of depot medroxyprogesterone

acetate injection within 10 months prior to the study; and

the use of any hepatic enzyme-inducing drugs, including

certain anticonvulsant medications.
2.2. Study design

This was a single-treatment, multicenter, open-label study

conducted in 92 sites in North America from February 2003

to September 2004 (ClinicalTrials.gov; NCT00245921).

The study was conducted in accordance with the Declaration

of Helsinki. An institutional review board or an independent

ethics committee approved the protocol at each site. Each

subject gave signed informed consent to participate and

provided a medical history and a history of tobacco use upon

prestudy evaluation. The presence or absence of sexual

activity was also assessed. Complete physical examination,

gynecologic examination, laboratory screening tests (urinal-

ysis, hematology and blood chemistry), Papanicolaou smear

for cervical cytology and serum h-human chorionic gonad-

otropin (h-hCG) pregnancy test were performed on both

prestudy visit and final visit.

The study drug was supplied in 28-day pill packs (13 pill

packs in total); each pill contained LNG 90 Ag/EE 20 Ag
(Wyeth Research, Collegeville, PA). Subjects took one pill

daily for a period of 12 months starting on the first day of

the first menstrual cycle (on the first pill pack only), with no

pill-free intervals. Compliance was assessed by subjects’

recording of pill taking on daily diary cards. Sample size

was based on regulatory requirements for OC trials.

2.3. Efficacy assessment

The primary efficacy endpoint was the number of

unintended pregnancies that occurred during treatment. A

serum h-hCG pregnancy test (CentaurR Immunoassay;

ADVIA, Tarrytown, NY) was performed on screening and

on the final visit, whereas urine pregnancy tests (sensitivity,

25 IU/mL; SA Scientific Medimpex, Bensalem, PA) were

performed on all other visits as an objective evaluation of

pregnancy. Subjects used home urine pregnancy test kits

(the same test kits used during clinic visits, as mentioned

above) once during each of the 28-day intervals in which

there were no scheduled visits.

2.4. Safety assessment

Safety evaluations, including physical examinations,

cervical cytology smears and laboratory tests, were per-

formed on prestudy screening, while on Pill Pack 7 and on the

final visit. Laboratory evaluation included urinalysis, hema-

tology and blood chemistry. A single laboratory performed

all laboratory analyses (Core Laboratories for Clinical

Studies of Washington Medical School, St. Louis, MO).

Treatment-emergent adverse events (AEs) were defined as

any events that either developed or worsened after subjects

started taking the study drug. Uterine bleeding and discon-

tinuation rates were evaluated as secondary endpoints.

Subjects recorded uterine bleeding and/or spotting on their

daily diary. Uterine bleeding was characterized according to

World Health Organization definitions [10], which classify

uterine bleeding as bbleedingQ if sanitary protection is used

and as bspottingQ if no sanitary protection is used. For each
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28-day pill pack, amenorrhea was defined as the absence of

bleeding and spotting, and the absence of bleeding was

defined as no days of bleeding, with or without spotting.

There were four COding Symbols for Thesaurus of

Adverse Reaction Terms (COSTART) terms used to code

uterine-bleeding-related AEs: metrorrhagia, menorrhagia,

uterine hemorrhage and vaginal hemorrhage. Metrorrhagia

was coded when the AE description included breakthrough,

continual, intermittent or irregular bleeding and only

spotting. Menorrhagia included descriptions of heavy or

prolonged bleeding. Uterine hemorrhage and vaginal

hemorrhage were terms used when the pattern of bleeding

was not described in sufficient detail to be coded as

metrorrhagia or menorrhagia. The terms were differentiated

only by whether the bleeding description included the words

duterineT or dvaginalT with dbleeding.T

2.5. Statistical analysis

Pregnancy rates were computed using the Pearl Index,

which was defined as the number of pregnancies per

100 women-years of use and was computed by dividing the

number of on-treatment pregnancies by the number of

woman cycles (or 28-day intervals) of observation, then

multiplying by 1300. The Pearl Index was treated as a

proportion, and two-sided 95% confidence intervals (CIs)

were computed overall and for both methods failure (i.e., no

pills missed within 30 days prior to conception) and user

failures. User failures were defined as pregnancies wherein

one to two consecutive pills, or one to four total pills, were

missed within 30 days prior to conception and without

following the protocol instructions for making up for missed

pills. Subjects were instructed to make up for missed pills by

taking two pills a day for 1 day after missing one pill, and for

2 days after missing two consecutive pills. For the Pearl Index

analysis, exclusion criteria for data were as follows: use of

backup contraception during the use of a 28-day pill pack,

missing z3 consecutive pills or a total of z5 pills in a pill

pack, use of prohibited concomitant medication or sexual

inactivity of subjects. Prohibited medications were those with

known drug interactions with OC: induction of hepatic

enzyme (e.g., rifampicin) or possible reduced absorption due

to interference with the intestinal flora (e.g., N14-day use of

antibiotics affecting the intestinal flora).

Bleeding profile characteristics (mean number of days and

incidence of amenorrhea, bleeding and absence of bleeding,

and/or spotting in 28-day intervals) were summarized using

descriptive statistics. Changes from baseline for vital signs

and laboratory variables were analyzed with paired t tests.
3. Results

3.1. Subject demographics and disposition

A total of 2402 subjects were enrolled in the study;

2134 took at least one dose of the study drug and

921 completed the study. Fig. 1 provides a schematic of
the disposition of subjects who participated in the study. Of

the 2134 subjects who took the study drug, 52.1% elected to

discontinue based on their own decision or based on the

investigator’s decision. Other discontinuations were due to

sponsor withdrawal after regulatory guidelines for subject

enrollment had been met. A summary of the demographic

and baseline characteristics of the study population is

presented in Table 1. Approximately 80% of the population

was V35 years old and was representative of the population

of OC users in North America.

Treatment compliance measurements indicated that at

least one pill was missed in 19% of the 18,710 pill packs

reported. The vast majority of missed pills were in pill packs

for which either one pill was missed (12% of pill packs) or

two pills were missed (5% of pill packs). Pill packs with five

or more missed pills occurred in 0.5% of the pill packs.

3.2. Efficacy

Pearl Index analyses were based on data from

2134 women who took at least one dose of the study drug.

Of the pill packs available for Pearl Index analysis, 17%

were excluded from the Pearl Index for reasons that either

reduced or increased the risk of pregnancy. The percentage

of pill packs excluded from Pearl Index analyses for reasons

that reduced the risk of pregnancy were: use of backup

contraception (or unknown), 9%; sexual inactivity (or

unknown), 6%; pregnancy before the start of pill pack,

b1%. The percentage of pill packs excluded for reasons that

increased the risk of pregnancy were: missing z3 consec-

utive pills, b1%; missing a total of z5 pills on any one pill

pack, b1%; use of prohibited medication, 2%. A pill pack

may have been excluded for more than one reason; only the

pill pack to which the reason for exclusion applied was

excluded. Nineteen women became pregnant during the use

of this continuous OC, yielding an on-treatment Pearl Index

of 1.60 (95% CI=0.96–2.49). Fifteen of these pregnancies

were attributed to method failure (Pearl Index=1.26; 95%

CI=0.71–2.08), and four were attributed to user failure

(Pearl Index=0.34; 95% CI=0.09–0.86). All 19 subjects

who became pregnant while on treatment were aged 35 years

or younger.

Continuous LNG/EE OC inhibited menses by inducing

amenorrhea and inhibiting bleeding, as evidenced by a

steady increase in the percentage of subjects who reported

amenorrhea and absence of bleeding. The percentages of

subjects who reported amenorrhea and absence of bleeding

in Pill Pack 1 were low (2.3% and 6.1%, respectively)

because subjects began taking the study drug on the first day

of menses. During Pill Pack 13, 58.7% of subjects reported

amenorrhea, and 79.0% reported absence of bleeding. Fig. 2

displays the incidence of amenorrhea and absence of

bleeding (with or without spotting) per pill pack period

for pill packs with 28 days of data.

The incidence of bleeding (with or without spotting)

decreased from Pill Pack 1 (93.9%) to Pill Pack 13 (21.0%;

Table 2). An increase in the incidence of spotting only (with



Fig. 1. Subject flow chart.
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absence of bleeding) was reported during the initial pill

packs, but the frequency steadily decreased from Pill Pack

6 (26.7%) to Pill Pack 13 (20.2%).

For all subjects in the study, the median and mean

number of bleeding days per 28-day pill pack (Fig. 3A), and

the median and mean number of spotting days per 28-day

pill pack (Fig. 3B) both decreased steadily.
Table 1

Demographic and other baseline characteristics of the study population

Characteristics Continuous LNG 90 Ag/EE
20 Ag (meanFSD)

Age (years) (n =2134) 28.8F6.8

Height (cm) (n =2129) 164.4F6.7

Weight (kg) (n =2131) 70.4F16.8

Body mass index (kg/m2) (n =2126) 26.0F6.1

Years of education (n =2129) 14.6F2.3

Race n (%)

White 1646 (77.1)

Black 217 (10.2)

Hispanic 188 (8.8)

Other 50 (2.3)

Asian 33 (1.6)

Smokes cigarettes 440 (20.6)
Among women who had bleeding and/or spotting

(Table 2), the median number of bleeding days per 28-day

pill pack for those with bleeding ranged from 4 to 5 days;

the median number of days of spotting per 28-day pill pack

ranged from 3 to 6 days; and the median number of days

of bleeding and/or spotting per 28-day pill pack (i.e., not
Fig. 2. Percentage of women with amenorrhea or absence of bleeding (with

or without spotting) with each pill pack. All subjects were in the continuous

LNG 90 Ag/EE 20 Ag treatment group.



Table 2

Percentage of subjects with bleeding or spotting only, and median and mean number of days of bleeding or spotting per pill pack

Pill packa n Subjects with bleeding Subjects with spotting only

Incidence (%)b Bleeding (days) Spotting (days) Bleeding and/or spotting (days) Incidence (%) Spotting (days)

Median Mean Median Mean Medianc Mean Median Mean

1 2048 93.9 5.0 6.0 3.0 4.2 8.0 10.1 3.7 3.0 4.8

3 1671 47.5 5.0 7.8 6.0 7.3 14.0 15.2 25.9 5.0 8.4

6 1403 33.8 5.0 6.9 5.0 6.8 12.0 13.7 26.7 5.0 6.9

9 1144 24.0 4.0 6.2 4.0 6.0 10.0 12.2 23.5 5.0 7.3

13 860 21.0 4.0 5.6 3.0 5.2 8.0 10.8 20.2 4.5 7.1

a Pill packs with 28 days of data; medians and mean days per 28 days of pill pack.
b Bleeding with or without spotting.
c The median is not the sum of the medians of the number of days of bleeding and the number of days of spotting.

Fig. 3. (A) Mean and median number of bleeding days per pill pack in

subjects with 28-day data. All subjects were in the continuous LNG 90 Ag/
EE 20 Ag treatment group. (B) Mean and median number of spotting days

per pill pack in subjects with 28-day data. All subjects were in the

continuous LNG 90 Ag/EE 20 Ag treatment group.
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the sum of bleeding and spotting medians) ranged from

8 to 14 days.

For those women who did not experience breakthrough

bleeding but experienced spotting, the median number of

days of spotting per 28-day pill pack ranged from 3 to

5 days. These medians were consistent across all pill packs

for the decreasing number of women who experienced

bleeding, spotting or both.

3.3. Safety

The safety of continuous LNG/EE was assessed on the

basis of data from all 2134 subjects who took at least one

dose of the study drug. Discontinuations due to AEs

occurred in 17% (Fig. 1) and included discontinuations

due to uterine bleeding (8.7% of all subjects). Subjects who

requested withdrawal from the study comprised 15.7% of

the population and included those who cited reasons related

to uterine bleeding events (9.8% of all subjects) but did not

have clinically important uterine bleeding in the opinion of

the investigator and were not reported by the investigator as

duterine bleeding as an AE causing withdrawal.T Taken

together, 396 (18.5%) subjects discontinued for reasons

related to uterine bleeding.

Eighty-seven percent of the subject population reported

one or more treatment-emergent AEs, with headache and

dysmenorrhea being the most frequently reported. Treat-

ment-emergent AEs that occurred in 5% or more of the

subjects are summarized in Table 3. The incidence of nausea

was 11.5% during Pill Packs 1–6 in subjects who had at

least started Pill Pack 1, and was 4.3% during Pill Packs 7–

13 in subjects who had at least started Pill Pack 7. Similarly,

6.1% of subjects experienced breast pain during Pill Packs

1–6, while 1.7% experienced it during Pill Packs 7–13.

The six serious AEs in the study that were deemed by the

investigator to be at least possibly related to LNG/EE

included: cholecystitis (two), deep vein thrombosis/pulmo-

nary embolism (one), ectopic pregnancy (one), prolonged

uterine bleeding (one) and enlarged uterine fibroids (one).

One death occurred in a subject with a Stage III ovarian

immature teratoma, which was diagnosed after 6 months of

participation in the study and was considered unrelated to

the study drug.
Among laboratory measures typically affected by OCs,

there was an increase of 3–4% above baseline in fasting

glucose. Fasting lipid evaluations showed increases from

baseline in mean fasting total cholesterol, low-density

lipoprotein cholesterol and triglyceride levels. There was a

0.7-g/L decrease in mean hemoglobin (pb .001) from

baseline to Pill Pack 7; by posttreatment evaluation, the

mean hemoglobin was not significantly different from



Table 3

Treatment-emergent AEs reported by z5% of the study population

(n =2134)

Body system AE (COSTART) Continuous LNG/EE [n (%)]

Any 1857 (87.0)

Body as a whole

Abdominal pain 204 (9.6)

Accidental injury 131 (6.1)

Back pain 213 (10.0)

Flu syndrome 172 (8.1)

Headache 640 (30.0)

Infection 196 (9.2)

Pain 192 (9.0)

Digestive

Diarrhea 128 (6.0)

Nausea 276 (12.9)

Respiratory

Pharyngitis 224 (10.5)

Rhinitis 142 (6.7)

Sinusitis 140 (6.6)

Upper respiratory infection 351 (16.4)

Skin and appendages

Acne 135 (6.3)

Urogenital

Breast pain 146 (6.8)

Dysmenorrhea 419 (19.6)

Metrorrhagia 132 (6.2)

Vaginal hemorrhage 152 (7.1)

Vaginal moniliasis 149 (7.0)

Vaginitis 124 (5.8)
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baseline. Significant (pb .001) increases in mean hematocrit

were observed during Pill Pack 7 (+0.3%) and on

posttreatment evaluation (+0.9%).

On most clinic visits (Pill Packs 3, 7 and 10) and on

posttreatment evaluation, statistically significant increases

from baseline were observed in mean systolic blood

pressure (range: 0.94–1.48 mmHg) and in diastolic blood

pressure (range: 0.84–1.85 mmHg). Mean body weight

increased by 0.76 kg from baseline to posttreatment

evaluation (pb .001). The most severe classification on

cervical cytology testing was high-grade squamous intra-

epithelial lesion, which had an incidence of 0.25% on Pill

Pack 7 and of 0.18% on posttreatment visit.
4. Discussion

This is the first large study of a continuous low-dose

combined oral contraceptive (COC) regimen with daily

dosing for 365 days/year.

The regimen was shown to be an effective contraceptive

and was also effective in inhibiting menstrual cycle

bleeding. The Pearl Index, based on pooled data from Phase

3 studies, was 1.33, which compares well with those of low-

dose 21-day cyclic OC [e.g., 2.36; package insert for Tri-

Cyclen Lo (Ortho-McNeil Pharmaceutical, Raritan, NJ)]

and extended-use OCs [e.g., 1.98; package insert for

Seasonale (Barr Laboratories, Pomona, NY)] that have been

recently tested and approved in the United States. The

percentage of pill packs that were excluded from the
calculation of the Pearl Index for reasons that may have

increased the risk of pregnancy was low (3%).

Continuous LNG/EE inhibited regular withdrawal bleed-

ing, as evidenced by the increasing percentage of subjects

who reported amenorrhea and absence of bleeding, and by a

decrease in the number of bleeding or spotting days per

28-day pill pack. These measures, reflecting the inhibition

of uterine bleeding, continued to improve over the course of

the 13 pill packs used in the study. The steady increase in

amenorrhea and the absence of bleeding associated with this

continuous LNG/EE OC are not seen with extended-cycle

OC regimens because they have cyclic or scheduled

withdrawal bleeds. Continuous LNG/EE was effective in

eliminating regular withdrawal bleeding and in reducing the

number of bleeding days requiring sanitary protection from

Pill Pack 1 through the rest of the study.

During the study, the women who experienced uterine

bleeding while on a pill pack had minimal changes in the

median number of days of bleeding and spotting per pill pack.

This was especially apparent after the first few pill packs in

those women who initially had bleeding and/or spotting.

While the incidence of uterine bleeding decreasedwith longer

use, there remained 21% of subjects with uterine bleeding in

Pill Pack 13, with a median of 4 days of bleeding and 3 days

of spotting per 28-day pill pack. However, for those women

who experienced bleeding on Pill Pack 13, they reported their

level of satisfaction with continuous LNG/EE OC on Pill

Pack 13 as: satisfied, 77%; neutral, 7%; dissatisfied, 16%

(data not shown). This suggests that there is a subset of

women who may not achieve amenorrhea with prolonged use

of continuous OC. The lack of amenorrheic outcome may

lead to the discontinuation of OCs in these women. The

percentage of subjects discontinuing the use of continuous

LNG/EE OC for bleeding-related reasons was higher than

that found with the use of cyclic OCs [11].

Discontinuation due to uterine-bleeding-related condi-

tions was the reason for the overall discontinuation rate of

57%, which was higher than that expected with cyclic OCs.

The overall discontinuation rate was higher than those of

other studies partly because 8.4% of discontinuations were

due to sponsor withdrawal from the study even before all

subjects could complete the study. The discontinuations for

uterine-bleeding-related events with this continuous OC

points out the need for studies to investigate the most

effective methods to manage irregular bleeding and to reduce

discontinuations due to uterine bleeding with this product.

Although the overall incidence of uterine bleeding, which

includes spotting, was higher during the first six pill packs

than observed with cyclic OC regimens, it was not a safety

concern, as evidenced by the absence of a clinically important

change in the hemoglobin and hematocrit levels. AEs attrib-

uted to uterine bleeding in this study were not unexpected for

this type of regimen. AEs related to uterine bleeding occur

more often with extended-cycle regimens than with cyclic

regimens, even when subjects with a history of break-

through bleeding/spotting are excluded in some studies [7].
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Although this regimen allows women to achieve amenor-

rhea, the exogenous supply of EE in the regimen would serve

to offset any endogenous estrogen deficiency associated with

ovarian suppression and the amenorrheic state. For the assess-

ment of the return of menses, the time from the cessation of

treatment to the return of menses was examined in a follow-

on study to this trial and will be reported separately.

The safety profile of continuous LNG/EE was compara-

ble to that of a 21-day cyclic regimen. The changes from

baseline in mean laboratory values that are typically seen

with a low-dose LNG/EE cyclic OC were also observed

with this continuous OC in a comparative study with a

21-day regimen of LNG 100 Ag/EE 20 Ag cyclic OC [12].

The overall incidence of AEs associated with this contin-

uous OC, except for a higher rate of events related to uterine

bleeding, was consistent with that commonly seen with a

low-dose LNG/EE 21-day cyclic OC that includes a 7-day

pill-free interval [11].

The LNG/EE doses chosen for the current trial were

based on results from earlier ovarian suppression studies

using low-dose continuous LNG/EE. It was expected that

extending pill taking to a continuous regimen would further

suppress ovarian function [13]. Recent data from a Phase

2 trial evaluating ovarian activity over an 84-day interval of

continuous administration of LNG 90 Ag/EE 20 Ag support

this expectation [9]. The lower daily and cumulative doses

of hormones with this formulation of continuous LNG/EE,

when compared with those in most cyclic or extended-use

combination OCs, may serve to mitigate concerns regarding

the continuous administration of hormones. The study

regimen contains the lowest daily LNG/EE dose in a

COC. This formulation results in a lower daily dose and a

lower cumulative dose per year of both LNG (32.76 mg)

and EE (7.28 mg) compared with many available 21-day

cyclic or extended-cycle OCs. The cumulative doses per

year for an OC containing LNG 150 Ag/EE 30 Ag are

40.95 mg of LNG and 8.19 mg of EE, respectively, for a

21-day cyclic OC, and 50.40 mg of LNG and 10.08 mg,

respectively, for an 84-day extended-cycle OC.

The limitations of this study are its open-label design and

the lack of a comparator, which preclude a direct compar-

ison with other OCs. However, a direct comparative trial of

the safety and tolerability of the continuous OC regimen

versus a cyclic regimen will be reported in the future.

A Cochrane review of randomized trials that evaluated

continuous and cyclic OC regimens concluded that the use

of continuous OCs is a reasonable approach to contraception

[14]. The results of this study are consistent with that

conclusion and show that continuous LNG/EE OC has an

efficacy and safety profile similar to those of standard cyclic

OCs but that the unscheduled uterine bleeding rate and the

associated discontinuation rate are higher than those found

with 21-day cyclic OCs. This continuous-use OC demon-

strated an ability to inhibit menses by incrementally

inducing amenorrhea and inhibiting bleeding with increased

duration of use. Thus, the continuous LNG/EE OC offers
women a contraceptive option with several noncontracep-

tive benefits, one of which is a reduction in the number of

uterine bleeding days per year.
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