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Efficacy, Cycle Control, and Safety of
Two Triphasic Oral Contraceptives:
CyclessaTM (Desogestrel/Ethinyl
Estradiol) and Ortho-Novumt 7/7/7
(Norethindrone/Ethinyl Estradiol)
A Randomized Clinical Trial
A.M. Kaunitz*

The contraceptive efficacy, cycle control, and safety of a
new low-dose, triphasic desogestrel/ethinyl estradiol oral
contraceptive (CTR 77, CyclessaTM) was compared to that
of a marketed, triphasic norethindrone/ethinyl estradiol
oral contraceptive (Ortho-Novumt 7/7/7). Two identical
multicenter, open-label, randomized, parallel group, com-
parative Phase III 6-cycle trials were designed to each
enroll 4200 healthy women. The combined comparative
data for Cyclessa versus Ortho-Novum 7/7/7 for both
studies are reported here. Cyclessa and Ortho-Novum
7/7/7 had comparable contraceptive efficacy. Despite a
lower ethinyl estradiol dose (25 mg/day vs. 35 mg/day), the
Cyclessa group had significantly improved cycle control in
comparison to the Ortho-Novum 7/7/7 group for presence
of a withdrawal bleed (p 5 0.001), lack of early withdrawal
bleed (p 5 0.01), and breakthrough bleeding/spotting (p 5

0.001). For each of the months of the study, the incidence of
breakthrough bleeding/spotting was lower in the Cyclessa
group than the Ortho-Novum 7/7/7 group (breakthrough
bleeding, p 5 0.006; breakthrough spotting, p 5 0.001). The
incidence of other adverse events was similar among treat-
ment groups, an observation that supports the safety of
both formulations. There was significantly less weight gain
(p 5 0.0002) and less increase in the body mass index (BMI)
(p 5 0.0002) in the Cyclessa group. The contraceptive
efficacy and safety of Cyclessa is comparable to Ortho-
Novum 7/7/7. Cyclessa provides significantly improved
cycle control with no weight gain. CONTRACEPTION 2000;
61:295–302 © 2000 Elsevier Science Inc. All rights reserved.
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Introduction

Combined estrogen–progestogen oral contracep-
tive (OC) pills have been utilized for 4 decades.
Recent efforts have focused on finding the

lowest dosage of each steroid that maintains efficacy
while achieving a favorable side effect profile.

The development of triphasic OCs that deliver a
different dosage schedule in each of three different
periods within the same cycle has facilitated the
reduction in OC steroid doses.1,2 The concept behind
a triphasic OC is that, by adjusting the hormone
dosage among the active tablets, the total hormone
content per cycle can be lowered while maintaining
good cycle control and contraceptive efficacy. The
introduction of the new progestogens [i.e., desogestrel
(DSG) and norgestimate] has also assisted in reducing
the steroid dosage.2 These potent newer agents pos-
sess more specific progestational activity, less andro-
genic activity, and have a longer half-life.3,4

These strategies have led to the development of a
new low-dose triphasic OC containing EE and DSG
(CyclessaTM). The EE dosage in Cyclessa (25 mg per
day) is the lowest found in any triphasic OC. This
paper describes the results of 2 Phase III trials
comparing the safety, contraceptive efficacy, and
cycle control of Cyclessa to another triphasic OC
containing EE and norethindrone (NET) (Ortho-
Novumt 7/7/7).

Materials and Methods
Study Design
Two identical multicenter, open-label, randomized,
parallel group, comparative Phase III 6-cycle trials
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were conducted from September 1994 to February
1996. These trials compared the efficacy, safety, and
cycle control of two triphasic desogestrel/ethinyl es-
tradiol (DSG/EE)-containing oral contraceptives (CTR
77, Cyclessa, and CTR 99) to a triphasic norethin-
drone/ethinyl estradiol (NET/EE)-containing oral
contraceptive (Ortho-Novum 7/7/7). Comparative
data for Cyclessa versus Ortho-Novum 7/7/7 for both
studies are reported here, comparative data for CTR
99 versus Ortho-Novumt 7/7/7 will be reported else-
where.

All subjects gave voluntary, written, informed con-
sent. Each site obtained approval prior to study initi-
ation by either a local or centralized Institutional
Review Board (IRB). These clinical trials were spon-
sored by Organon, Inc.

Subject Selection
Women between 18–50 years of age who were sexu-
ally active and at risk for pregnancy, between 80%–
130% of their ideal body weight (according to Metro-
politan Height and Weight Tables), and willing to
participate in a six-cycle study were enrolled.

Exclusion criteria included known contraindica-
tions to the use of oral contraceptives, and the use of
medications interfering with oral contraceptive phar-
macokinetics. Women who were breastfeeding; who
did not have three normal menstrual cycles following
full-term pregnancy, lactation, or abortion; or who
had used an injectable hormonal contraceptive within
the last 6 months, an IUD containing progestogen
within the last 3 months, or had an implant removed
within 2 months before the screening visit were not
included in the study. Other exclusion criteria were
hypertension, abnormalities on pelvic or breast exam-
ination, presence of significant cardiovascular, he-
patic, or renal disease, history of insulin-dependent
diabetes mellitus or uncontrolled thyroid disorder,
recent history of severe migraine headaches, men-
strual cycles lasting ,21 days or .35 days within
the past 3 months, consumption of .2 alcoholic
beverages per day, heavy smoking for those $35
years of age, history of drug abuse, use of an
investigational drug or device within the past 90
days, clinically significant abnormal finding on
screening laboratory assessments, and an abnormal
cervical Pap smear.

Treatment Regimen
Cyclessa and Ortho-Novum 7/7/7 are both 28-day OC
regimens. Each consists of 21 active tablets formu-
lated in 3 different doses (see Study Drug and Dosage
Instructions, below) and 7 placebo tablets. Cyclessa

or Ortho-Novum 7/7/7 tablets are taken once per day,
at the same time each day. At the end of a 28-day
cycle, after taking the last placebo tablet, a patient
begins a new tablet regimen the next day.

Study Procedures
Informed consent was obtained. A medical/gyneco-
logical history and physical were performed. Labora-
tory tests including complete blood count, blood
chemistry (glucose, total cholesterol, triglycerides,
BUN, creatinine, alkaline phosphatase, total biliru-
bin, AST, ALT, and LDH), a dipstick urinalysis (pH,
protein, ketones, glucose, nitrites and blood cells),
and serum b-hCG were obtained.

Pre-trial medications, vital signs, pre-existing con-
ditions, smoking, alcohol consumption, and sexual
activity were noted at the admission visit. Subjects
were dispensed study drug and daily diary cards for
the first cycle. Subjects were also given a urine
pregnancy test to use at home immediately prior to
ingestion of the first study drug tablet. Return visits
were scheduled between Days 15 and 21 of Cycles 1,
3, and 6. At the return visit, a brief history focusing on
adverse events was obtained. Vital signs, body weight,
and concomitant medications were recorded. Daily
diary cards and returned study drug were collected
and reviewed. Information about smoking, alcohol
consumption, and sexual activity were noted.

At the Cycle 6 visit or the final visit (in the case of
early termination), a fasting blood sample, a urine
sample, and a serum b-hCG were obtained. Addition-
ally, a complete physical examination (including
breast, pelvic examination, and a cervical Pap smear)
were performed.

POST-TREATMENT EVALUATION. One month after com-
pletion of the study, subjects were contacted by
telephone or mail for the following information: use
of contraception, occurrence of adverse events, cur-
rent pregnancy status, and use of any medications.

Study Drug and Dosage Instructions
Subjects received either Cyclessa or Ortho-Novum
7/7/7. CyclessaTM, a triphasic oral contraceptive for-
mulation, contains 25 mg EE, combined with: 100 mg
DSG (Days 1–7), 125 mg DSG (Days 8–14), and 150 mg
DSG (Days 15–21); placebo pills comprised Days
22–28. Ortho-Novumt 7/7/7, also a triphasic oral
contraceptive formulation, contains 35 mg EE, com-
bined with: 500 mg NET (Days 1–7); 750 mg NET
(Days 7–15); and 1,000 mg NET (Days 15–21); with
placebo pills on Days 22–28. Volunteers were in-
structed to use a Sunday start. Subjects were in-
structed to take one tablet at the same time each day
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(preferably at night), in sequential order, for 28 days
for six cycles in a row. If a subject missed one active
tablet, it was to be taken immediately upon discovery
of the omission with the next tablet taken at its
regular time.

Evaluation Methods
After screening, equal numbers of eligible subjects
were randomized to each of the three treatment
groups according to a computer-generated randomiza-
tion schedule. Each study site had its own individual
randomization schedule.

Contraceptive efficacy was determined by an as-
sessment of pregnancy during the drug administra-
tion period. Pregnancies were classified into three
categories. Pre-treatment, in-treatment, or post-treat-
ment pregnancies were those in which conception
occurred prior to, during, or after the drug adminis-
tration period, respectively. Only in-treatment preg-
nancies were included in the assessment of contra-
ceptive efficacy. The determination of a conception
date was based on, in order of preference; ultrasound,
an estimate based on pelvic and/or abdominal exam-
ination or pregnancy outcome, daily diary informa-
tion, or investigator’s estimation. Subjects who be-
came pregnant were followed until childbirth or early
pregnancy termination.

The daily diary cards were used to assess the extent
of exposure to the drug, dosing compliance, and
bleeding patterns. A bleeding day was defined as any
day with bloody vaginal discharge that required more
than one sanitary napkin or tampon per day. A
spotting day was defined as any day with bloody
vaginal discharge that did not require more than one
sanitary napkin or tampon per day. The definitions
used to evaluate bleeding events are presented in
Table 1.

Adverse events (AEs) were rated according to max-
imum intensity and relationship to study drug. Early

discontinuation was defined as failure to complete
the 6 consecutive treatment cycles. Reasons for early
discontinuation included: serious AEs, drug-related
AEs, non-drug related reason (i.e., intercurrent illness,
increased alcohol/cigarette consumption), abnormal
uterine bleeding, pregnancy, non-compliance (miss-
ing (3 active tablets in consecutive order or (four
active tablets in any order in one 28-day cycle),
personal reason (desire for pregnancy), protocol viola-
tions, lost to follow-up, or study site close-out.

Statistical and Analytical Methods
EFFICACY. Pregnancy rates were determined using

life table analysis and calculation of the Pearl Index.
The Pearl Index was calculated on the Intent-to-Treat
Evaluation Group, which included 2643 subjects in
the Cyclessa group and 2675 subjects in the Ortho-
Novum 7/7/7 group, with total cycles of exposure of
14,456 (Cyclessa) and 14,674 (Ortho-Novum 7/7/7).
Pairwise between-treatment comparisons of Cyclessa
versus Ortho-Novum 7/7/7 with respect to Pearl
Indices were performed using a one-tailed binomial
test. The upper one-sided 95% confidence limit for
the Pearl Index for each treatment group was also
calculated. Pairwise between-treatment comparisons
of Cyclessa versus Ortho-Novum 7/7/7 with respect
to life table analysis were performed using one-tailed,
log-ranked and generalized Wilcoxon tests.

BLEEDING PATTERNS. Cycle control analysis was the
primary focus. The incidence of bleeding events,
including breakthrough bleeding/spotting, early with-
drawal bleeding, and the absence of withdrawal bleed-
ing were analyzed. Frequencies/percentages and sum-
mary statistics were used to describe bleeding
patterns. A reference period analysis, with a reference
period defined as 90 days, was performed and was
considered supportive. Only one reference period per

Table 1. Definitions of bleeding events

Event Definition

Withdrawal bleeding Bleeding/spotting episode that began during, or continued into the placebo
tablet period.

Early withdrawal bleeding The portion of the withdrawal bleeding that occurred before the intake of
placebo tablet.

Breakthrough bleeding Any bleeding episode that occurred during the active tablet period that was
neither early nor continued withdrawal bleeding.

Breakthrough spotting Any spotting episode that occurred during the active tablet period that was
neither part of an early nor continued withdrawal bleeding.

Breakthrough/bleeding spotting Any bleeding/spotting episode that occurred during the active tablet period
that was neither part of an early nor continued withdrawal bleeding (also
known as intermenstrual bleeding).

Absence of withdrawal bleeding No bleeding/spotting episode during the placebo tablet period.
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subject (study days 1 to 90) was available for analysis,
due to the study duration.

SUBJECT DATA SETS. The following data sets were
defined and are relevant to efficacy and bleeding
patterns. All-Subjects-Treated Group: all subjects
who received at least one dose of study drug. Intent-
to-Treat Evaluation Group: all subjects who took
study drug and all available cycles during which study
drug was taken. All subjects with information on
extent of exposure to study drug were included in this
group. Method Failure Evaluation Group: all subjects
who took study drug through all 6 cycles with perfect
compliance, and who had sexual intercourse without
the use of back-up methods of contraception. Cycle
Control Analysis Group: all subjects who received
study drug and provided valid cycles with respect to
daily diary information, tablet intake, cycle length,
and bleeding information.

SAFETY. Data from the All-Subjects-Treated Group
were included in the safety analyses. The assessment
of safety was based on the description and analysis of
AEs, laboratory parameters, physical examination,
vital signs, and pregnancy outcomes. Pairwise com-
parisons for the frequency distributions of the notable
shifts in laboratory parameters between Cyclessa and
Ortho-Novum 7/7/7 users were performed using the
chi-square test.

Results
Study Population
A total of 5654 subjects (131 centers) were enrolled in
both controlled trials. Early discontinuation rates
(18.4%) were identical between the Cyclessa and
Ortho-Novum 7/7/7 groups. In a small percentage of
subjects (4.4% vs. 3.9%), drug-related adverse experi-
ence was the reason for early discontinuation. Abnor-
mal uterine bleeding (menorrhagia, breakthrough
bleeding/spotting, vaginal bleeding, menstrual disor-
der or amenorrhea) was the cause for early discontin-
uation in an even smaller portion of subjects (0.8% vs.
0.8%).

The number of cycles of exposure was comparable
between the Cyclessa and Ortho-Novum 7/7/7 Cycle
Control Analysis Groups: 13,761 vs. 13,966. Total
exposure was 14,456 (Cyclessa) vs. 14,674 cycles
(Ortho-Novum 7/7/7) for patients in the Intent-to-
Treat Evaluation Group, and 10,291 vs. 10,414 for the
Method Failure Evaluation Group.

In both studies, the treatment groups were compa-
rable with regard to demographic variables. The study
population was 91% Caucasian, the mean age 28.5
years, and the mean body mass index (BMI) was 23.8.

More than 50% of the subjects were nulliparous, 82%
were non-smokers, and 91.5% non-drinkers.

Contraceptive Efficacy
Of the 2353 subjects in the Cyclessa group who took
study medication through all six cycles with proper
compliance and used no back-up methods of contra-
ception, four pregnancies were noted. Of the 2392
subjects in the Ortho-Novum 7/7/7 group with proper
compliance, eight pregnancies were observed. The
Pearl Index for the Method Failure Evaluation Group
was 0.51 for the Cyclessa group and 1.00 for the
Ortho-Novum 7/7/7 group, a difference that was not
statistically significant.

There were 21 confirmed in-treatment pregnancies.
Twelve pregnancies were reported for subjects in the
Cyclessa group and nine were reported for subjects in
the Ortho-Novum 7/7/7 group. Twelve of the 21
subjects who conceived during the treatment period
missed one or more doses of Cyclessa or Ortho-
Novum 7/7/7. In the Cyclessa group, 8 of 12 subjects
who became pregnant missed tablets. Four of these
eight subjects missed doses in the same cycle as
conception, one subject in the cycle before concep-
tion, and three subjects at undetermined times rela-
tive to conception. In the Ortho-Novum 7/7/7 group,
four of nine subjects who conceived missed tablets,
all in the same cycle in which they conceived, and
dosing compliance was unknown for one subject.

The six-cycle life-table cumulative pregnancy rate
for Cyclessa is estimated as 0.0051. For Ortho-
Novum 7/7/7, this rate is estimated to be 0.0039.
Pairwise comparisons (Cyclessa versus Ortho-Novum
7/7/7) using one-tailed log-rank and generalized Wil-
coxon tests showed no significant differences in fail-
ure rates between treatment groups for either study.

Bleeding Patterns
Ninety-two percent of the subjects in the Cyclessa
group and 93.2% of the subjects in the Ortho-Novum
7/7/7 group had at least one cycle that met the criteria
for inclusion in the cycle control analysis. Table 2
presents the incidence of withdrawal bleeding (WB),
absence of withdrawal bleeding (AWB), early with-
drawal bleeding (EWB), breakthrough bleeding/spot-
ting (BTBS), breakthrough bleeding (BTB), and break-
through spotting (BTS) for the cycle control analysis
groups in each study.

Overall, BTBS occurred less frequently in the
Cyclessa group (11.0% of total cycles) as compared to
the Ortho-Novum 7/7/7 group (15.5% of total cycles)
across all cycles (p 5 0.01). In addition, BTBS occurred
less often in the Cyclessa participants during each of
the six treatment cycles. Early withdrawal bleeding
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occurred in 5.7% of the total cycles in the Cyclessa
group and 6.4% of the total cycles in the Ortho-
Novum 7/7/7 group (p 5 0.01). Absence of withdrawal
bleeding occurred in 2.9% of the total cycles in the
Cyclessa group and 5.1% of the total cycles in the
Ortho-Novum 7/7/7 group (p 5 0.001). Breakthrough
spotting occurred more frequently than BTB in both
groups; however, the Cyclessa group had significantly
fewer episodes of BTB and BTS than the Ortho-
Novum 7/7/7 group (p 5 0.001) (Table 3).

With respect to reference period analysis, the mean
number of bleeding and/or spotting days for the
90-day reference period was 17.8 for the Cyclessa
group and 17.0 for the Ortho-Novum 7/7/7 group. The
mean number of bleeding-spotting episodes, defined
as one or more consecutive days during which either
bleeding or spotting was entered on the diary card,
was 3.8 for the Cyclessa group and 3.9 for the Ortho-
Novum 7/7/7 group.

Safety
ADVERSE EVENTS. There were two deaths in the stud-

ies: one woman taking Ortho-Novum 7/7/7 died of
asphyxiation, and the other died by drowning on her
157th day of in-treatment with Cyclessa. The overall
incidence of in-treatment adverse experiences was

comparable in the two treatment groups (CyclessaTM,
68.9%; Ortho-Novum 7/7/7, 66.3%). The number of
subjects reporting either a serious (1.4%, Cyclessa;
1.7%, Ortho-Novum7/7/7) or severe (11.9%,
Cyclessa; 10.8%, Ortho-Novum 7/7/7) adverse event,
or discontinuation due to an adverse event (5.7%,
Cyclessa; 5.4%, Ortho-Novum 7/7/7) was similar for
the 2 groups. In the Cyclessa treatment group, the
adverse events that most frequently led to the with-
drawal of study medication were emotional lability
and intermenstrual bleeding. In the Ortho-Novum
7/7/7 group, the adverse events that most frequently
led to the withdrawal of study medication were
nausea, emotional lability and intermenstrual bleed-
ing.

The incidence of adverse events assessed by local
investigators as drug-related was similar between the
Cyclessa and Ortho-Novum 7/7/7 groups: 33.8% vs.
32.4%, respectively. The most common drug-related
female reproductive adverse events in the Cyclessa
and Ortho-Novum 7/7/7 groups, respectively, were
intermenstrual bleeding (6.0% vs. 7.7%), breast pain
(4.4% vs. 5.0%), dysmenorrhea (3.1% vs. 2.9%), and
genital moniliasis (1.7% vs. 2.0%). Other frequently
reported drug-related adverse events included nausea
(5.9% vs. 5.6%), headache (5.7% vs. 5.8%), emotional

Table 2. Incidence of bleeding patterns in all cycles for cycle control analysis group

Cyclesssa™
(N 5 13,761)

Ortho-Novumt 7/7/7
(N 5 13,966) p-value

Withdrawal bleeding; n (%) 13,364 (97.1%) 13,248 (94.9%) 0.001
Absence of withdrawal bleeding; n (%) 397 (2.9%) 718 (5.1%) 0.001
Early withdrawal bleeding; n (%) 785 (5.7%) 900 (6.4%) 0.01
Breakthrough bleeding/spotting; n (%) 1519 (11.0%) 2158 (15.5%) 0.001
Breakthrough bleeding; n (%) 482 (3.5%) 577 (4.1%) 0.006
Breakthrough spotting; n (%) 1082 (7.9%) 1645 (11.8%) 0.001

N 5 Total number of valid cycles.
n 5 Number of subjects with the event in any cycle.

Table 3. Incidence (%) of breakthrough bleeding and breakthrough spotting by treatment group and cycle for cycle control
analysis group

BTB BTS

Cyclessa™ O-N p-value Cyclessa™ O-N p-value

Cycle 1 4.0 5.6 0.009 10.0 17.9 0.001
Cycle 2 3.4 4.3 0.098 8.4 12.4 0.001
Cycle 3 3.6 4.0 0.422 8.0 11.7 0.001
Cycle 4 3.0 3.4 0.450 6.6 8.9 0.004
Cycle 5 3.6 3.1 0.339 6.0 8.5 0.001
Cycle 6 3.5 4.3 0.174 8.0 10.4 0.008
Total 3.5 4.1 0.006 7.9 11.8 0.001

BTB 5 Breakthrough bleeding.
BTS 5 Breakthrough spotting.
O-N 5 Ortho-Novumt 7/7/7.

299Contraception Clinical Study of CyclessaTM and Ortho-NovumT 7/7/7
2000;61:295–302



lability (3.4% vs. 2.9%), and acne (2.2% vs. 2.1%).
None of these rates were significantly different for the
two groups.

A total of three serious adverse events (SAEs) were
considered by the local investigators to be possibly
drug-related. These occurred in the Cyclessa group
and included cholecystitis in one patient and a vas-
cular disorder in two patients. An aneurysm extend-
ing from the posterior aspect of the carotid artery was
successfully treated surgically in one patient. A deep
vein thrombosis occurred in an additional participant.
The incidences of SAEs were not significantly differ-
ent between the two treatment groups.

LABORATORY ASSESSMENTS. In both trials, the occur-
rence of the most common (i.e., AST, ALT, total
bilirubin) potentially clinically significant laboratory
changes was infrequent and similar for Cyclessa and
Ortho-Novum 7/7/7 users. The incidence of subjects
with clinically significant high cholesterol and tri-
glyceride levels was also low and similar for each
treatment group (0% to 0.3%). For glucose, 0.4% of
Cyclessa subjects compared to 0.1% of Ortho-Novum
7/7/7 subjects developed abnormal elevations. One
subject in the Ortho-Novum 7/7/7 group discontin-
ued due to an adverse event associated with mild
thrombocythemia. None of these rates were signifi-
cantly different for the two groups.

BODY WEIGHT AND BMI. The baseline mean body
weight and BMI was comparable for both groups. The
mean change in body weight from baseline to the last
measurement was 20.2 kg for the Cyclessa and 0.1 kg
for Ortho-Novum 7/7/7 (p 5 0.0002). Likewise, the
change in BMI from baseline to the last measurement
was 20.1 kg/m2 for the Cyclessa and 0 kg/m2 for
Ortho-Novum 7/7/7 (p 5 0.0002).

BLOOD PRESSURE. The incidence of clinically signif-
icant changes in diastolic (2.5% for the Cyclessa
group and 2.6% for the Ortho-Novum 7/7/7 group)
and systolic (0.9% for the Cyclessa group and 0.6%
for the Ortho-Novum 7/7/7 group) blood pressure was
similar in the two groups. Likewise, no clinically
significant differences were noted in the mean change
in systolic or diastolic blood pressure between groups.

Discussion
This study supports the concept that lower levels of
ethinyl estradiol and progestogen provide safe and
effective contraception. In these two multicenter tri-
als involving a total of 29,130 cycles of exposure, the
contraceptive efficacy of Cyclessa was equivalent to
that of Ortho-Novum 7/7/7. Cyclessa, with an ethi-
nyl estradiol dose of only 25 mg/day, provided excel-
lent contraceptive efficacy.

Trials with a monophasic DSG/EE (150 mg/30 mg)
formulation report BTB and BTS rates that range from
0.1% to 6.0% and 2.8% to 11.0%, respectively.5 The
BTB and BTS spotting rates for Cyclessa observed in
the trials reported here fall within these ranges.
Generally, the incidences of BTB and BTS are reported
to increase with lower estrogen doses.6,7 However,
with a lower EE dose (25 mg/day), Cyclessa provided
significantly improved cycle control compared with
Ortho-Novum 7/7/7 (p 5 0.001). Although the estro-
gen component of the combined oral contraceptives is
generally considered to be the basis of cycle control,
the progestogen component of an OC may also play a
role.8 The greater progestational activity of DSG
compared with NET may contribute to the lower
incidence of BTB and BTS associated with use of
Cyclessa.

Estrogen-related side effects include bloating,
breast tenderness, and nausea. In a recent study,
Rosenberg and associates8 reported that these symp-
toms were 50% more common in women using 35 mg
EE as compared to 20 mg EE preparations. These side
effects are powerful predictors of whether women,
particularly those just starting to use oral contracep-
tives, will continue to use them. Use of a lower-dose
triphasic such as Cyclessa should provide improved
cycle control with fewer estrogenic side effects than
the 35 mg EE preparations.

The incidence of adverse events was similar among
treatment groups with the exception of breakthrough
bleeding/spotting, which was higher in the Ortho-
Novum 7/7/7 group. Standard laboratory evaluations
including glucose levels were similar for the two
formulations. The low discontinuation rate for drug-
related adverse events indicates that Cyclessa and
Ortho-Novum 7/7/7 were well tolerated.

No statistically significant differences were found
in the mean change in diastolic or systolic blood
pressure between the Cyclessa and Ortho-Novum
7/7/7 groups. Similarly, monophasic DSG/EE and
low-dose NET/EE OCs have demonstrated little ef-
fect on blood pressure.9 With respect to body weight
and BMI, there was significantly less gain in weight
and BMI among the Cyclessa users.

In conclusion, Cyclessa provides contraceptive ef-
ficacy comparable to that of Ortho-Novum 7/7/7.
Despite a lower ethinyl estradiol dose, use of Cyclessa
is associated with improved cycle control, an advan-
tage that may lead to improved contraceptive contin-
uation.10

CTR 77 Study Group
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Top Research, Inc., Atlanta, GA; Furman A, Pasa-
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Center, Inc., Atlanta, GA; Goldfarb A, University
Services; Philadelpha, PA; Green D, Huntsville
Planned Parenthood, Huntsville, AL; Gromada J, Hill
Top Research, Inc., Future Healthcare Research Cen-
ter, Cincinnati, OH; Handy R, St. Mary’s Medical
Building, South, Richmond, VA; Hedrick R, Winston-
Salem, NC; Heine MW, University of Arizona, HSC,
Tucson, AZ; Hodes H, Heart of America Research
Institute, Mission, KS; Hoffman C, Pinewood OB/
GYN, High Point, NC; Hudson C, Henderson Walton
Clinic, Alabaster, AL; Hughes D, Salt Lake City, UT;
Humphrey M, Sunnyvale Medical Clinic; Sunnyvale,
CA; Inman J, The Monroe Clinic, Monroe, WI; Jacob-
son R, Medford, OR; Jones G, Austin, TX; Karram M,
Cincinnati, OH; Kaunitz A, University of Florida
Health Science Center, Jacksonville, FL; Kerber I, Hill

Top Research, Inc., Future HealthCare Research Cen-
ter, Dallas, TX; Kirschman E, Aurora, CO; Koch H,
Mobile, AL; Koltun W, San Diego, CA; Kroll R,
Seattle, WA; Kurtz B, Nashville, TN; Ledger W,
Cornell University Medical College, New York, NY;
Leib L, Metroplex Clinical Research Ctr, Dallas, TX;
Lenihan, Jr. J, Tacoma, WA; Lilien R, Lakewood, NJ;
Littlejohn III, T, Piedmont Research Associates, Win-
ston-Salem, NC; Loffer F, Phoenix, AZ; MacSalka M,
Boulder, CO; Maltzer M, Sacramento, CA; Mangione
A, Hill Top Research, Inc., Future HealthCare Clini-
cal Trials, Jenkintown, PA; Mattox J, Good Samaritan
Regional Med. Center, Phoenix, AZ; Maxwell J, Gy-
necology, LTD, Colorado Springs, CO; McNeeley SG,
Detroit, MI, McQuarrie H, Salt Lake City, UT, Me-
dina H, Atherton, CA; Mercer L, Northwestern Univ.
Medical School, Prentice Women’s Hospital, Chi-
cago, IL; Messer H, Tallahassee, FL, Miller G, Metai-
rie LA; Miller M, Univ. of Arkansas for Med. Sci-
ences, Little Rock, AR; Miller W, Walker Clinical
Evaluations, LP, Indianapolis, IN; Mortola J, Beth
Israel Hospital DA-881; Boston, MA; Muse K, Univer-
sity of Kentucky, Lexington, KY; Napier, Jr. J, Largo,
FL; Neuhoff D, Inter-Mountain Planned Parenthood,
Billings, MT; Nevel E, Heartland Research Center,
Inc., JMS Building, South Bend, IN; Notelovitz M,
Women’s Med. & Diagnostic Ctr., Gainesville, FL;
Parker Jr. R, Winston-Salem, NC; Parr M, Sacra-
mento, CA; Paul R, R/D Clinical Research, Inc., Lake
Jackson, TX; Phillips S, Genesis Research Group,
Altamonte Springs, FL; Poindexter III, A, Houston,
TX; Reiff P, Phoenix, AZ; Reisman H, Roswell, GA;
Reza L, Medical Associates Clinic, P.C., Dubuque, IA;
Rice J, Renton, WA; Richards J, Dallas, TX; Riddoch
M, Diagnostic Clinic of San Antonio Clinical Re-
search Center, San Antonio, TX; Robinson M, St.
Petersburg, FL; Rosen J, Rosen and Silberman, M.D.’s,
P.A., Coral Gables, FL; Rosen R, Winston-Salem, NC;
Rothman J, Dunedin, FL; Ruoff G, Westside Family
Medical Center, PC, Kalamazoo, MI; Satterfield B,
North Carolina Clinical Research, Raleigh, NC;
Schwenker C, Halifax OB-GYN, Daytona Beach, FL;
Sepulveda D, Maine Medical Center, Portland, ME;
Serfer H, Hollywood, FL; Sharmahd S, Everett, WA;
Shields T, Landsdale Medical Group, Landsdale, PA;
Sklar B, Alameda, C A; Soloway G, Whittier, CA;
Soltes B, Women’s Health Research Center, Chicago,
IL; Speroff L, Portland, Oregon; Summers W, Sorra
Research Center Medical Forum, Birmingham, AL;
Sundwall D, Salt Lake City, UT; Temple H, Carolina
OB/GYN Center, Wilmington, NC; Terry S, Tucson,
AZ; Thomas M, Holmes Hospital, Cincinnati, OH;
Trupin S, Women’s Health Practice; Champaign, IL;
Tyndal C, Sorra Research Center Medical Forum,
Birmingham, AL; Van Amerongen D, The Johns Hop-

301Contraception Clinical Study of CyclessaTM and Ortho-NovumT 7/7/7
2000;61:295–302



kins Med. Serv. Corp. Wyman Park Medical Associates,
Baltimore, MD; Waldbaum A, Downtown Medical Cen-
ter, Denver, CO; Weissberg S, Miami, FL; Weitzner J,
Chicago, IL; Yen CC, Hill Top Research, In., Future
HealthCare Research Center, Columbus, OH.

References
1. Hale RW. Phasic approach to oral contraceptives. Am J

Obstet Gynecol 1987;157:1052–8.
2. Fotherby K, Caldwell ADS. New progestogens in oral

contraception. Contraception 1994;49:1–32.
3. Jones EE. Androgenic effects of oral contraceptives:

implications for patient compliance. Am J Med 1995;
98(suppl 1A):116S–9S.

4. Crook D. Multicenter study of endocrine function and
plasma lipids and lipoproteins in women using oral
contraceptives containing desogestrel progestin. Con-
traception 1997;55:219–24.

5. Fotherby K. Twelve years of clinical experience with an
oral contraceptive containing 30 mg ethinyloestradiol
and 150 mg desogestrel. Contraception 1995;51:3–12.

6. Åkerlund M, Rode A, Westergaard J. Comparative pro-
files of reliability, cycle control and side effects of two
oral contraceptive formulations containing 150 micro-
grams desogestrel and either 30 micrograms or 20
micrograms ethinyl oestradiol. Br J Obstet Gynaecol
199;100:832–8.

7. Sulak P, Lippman J, Siu C, Massaro J, Godwin A.
Clinical comparison of triphasic norgestimate/35 mi-
crograms ethinyl estradiol and monophasic norethin-
drone acetate/20 micrograms ethinyl estradiol. Cycle
control, lipid effects, and user satisfaction. Contracep-
tion 1999;59:161–6.

8. Rosenberg MJ, Meyers A, Roy V. Efficacy, cycle control,
and side effects of low- and lower-dose oral contracep-
tives: a randomized trial of 20 and 35 mg estrogen
preparations. Contraception 1999;60:321–9.

9. Godsland IF, Crook D, Devenport M, Wynn V. Rela-
tionship between blood pressure, oral contraceptive use
and metabolic risk markers for cardiovascular disease.
Contraception 1995;52:143–9.

10. Hillard PJ. The patient’s reaction to side effects of
oral contraceptives. Am J Obstet Gynecol 1989;161:
1412–5.

302 Kaunitz Contraception
2000;61:295–302


