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EXECUTIVE SUMMARY

This study evaluated the contraceptive efficacy, phannacokinetics, phannacologic effects, and
safety of two formulations of AnnuelleOl> subcutaneous biodegradable norethindrone
(NET)/cholesterol pellets: a 4-pellet system containing 174 mg NET, and a 5-pellet system
containing 266.5 mg NET. The study included 39 women who were followed for up to 39
months after pellet insertion.

No pregnancies were observed in a total of 293 woman-months of use in the 4-pellet group
and 375 woman-months in the 5-pellet group. The safety profile exhibited by both
formulations was excellent. No serious adverse events were reported that were considered to
be related to the study product. As with other long-acting progestin contraceptives, the main
side effect was bleeding abnormalities, which occurred in most participants and persisted in
half for at least two years. However, only two participants discontinued for this reason. Pellet
insertion and removal were, in general, technically simple and uncomplicated procedures.

Analysis of mean serum NET levels in both groups combined showed an initial, burst in the
first week post-insertion followed by a steady decline over the next three years. Mean levels
were higher in the 5-pellet group than in the 4-pellet group. NET levels varied substantially
between women at anyone time point. Life table analyses showed that the median time to
initially attain a NET level of 0.3 ng/mI, which was presumed to be the minimum
contraceptive level, was about 18 months in the 4-pellet group and 28.5 months in the 5-pellet
group. Progesterone measurements indicated that ovulation was not consistently suppressed

• by either pellet system.

This study is the first in which complete absorption of available NET from any NET pellet
formulation in situ has been observed. Sustained undetectable serum NET levels were
documented in two women in this study, both in the 4-pellet group during the third year of
their participation in the study. However, the pellet manufacturer felt that a product that took
three years or longer to be absorbed would not be widely acceptable to women. Therefore, the
study was stopped, with plans to design a lower-dose system or one with a different geometry
that would absorb more rapidly. The AnnuelleOl> pellet system shows potential as a safe,
effective contraceptive. It has a distinct advantage over injectable contraceptive agents, since
it can be removed if problems arise or if return of fertility is desired.
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I. INTRODUCTION

Annuelleilli is an investigational contraceptive implant system consisting of bioabsorbable
norethindrone (NET) pellets. The pellets, which are about the size of a grain of rice, are
designed to be implanted under the skin of a woman's arm. Although the pellets are
fonnulated to fully biodegrade in situ, they can also be removed with minor surgery under
local anesthesia.

AnnuelleQl) has been under development for more than 15 years. The goal of the development
process has been to make a product that will provide effective contraception for a predictable
period of time (e.g., one year) and that will be completely absorbed shortly thereafter. Two
small studies, published in 1979 and 1984 (1,2) examined serum NET levels, ovulation, and
safety parameters among nine participants using two different handmade pellet systems. In
1984, results of a larger study (3) that used a 2-pellet handmade system containing a total of
69 mg NET were published. This multicenter study included 50 participants at five centers for
up to 200 days. Although the participants in this study were instructed to use alternate
contraception, three became pregnant. A second study of a 3-pellet and a 4-pellet handmade
system involving 81 women followed for up to 180 days at three centers was reported in
1985 (4). In this study, Pearl pregnancy rates were reported as two pregnancies during 282
woman-months for the 3-pellet system (103 mg NET) and zero pregnancies during 170
woman-months for the 4-pellet system (138 mg NET). None of the participants in any of the
studies had major complications, and reported adverse events were consistent with the known
effects of other progestin-only contraceptives. Pellet insertion and removal also proved to be
technically simple and uncomplicated.

Since the pellets used in these studies were handmade, large-scale, consistent production and
marketing were not feasible. A decision was then made to pursue an automated manufacturing
process to ensure a more unifonn product for future studies.

ENDOCON, Inc., (South Walpole, MA), the manufacturer of the NET pellet product,
developed two patented production processes. ENDOCON, Inc. trademarked the product
under the name Annuelleilli

• A Phase I study (5) conducted by Family Health International in
1988 assessed three different pellet systems manufactured by these processes. Based on the
Phase I results, a Phase IIA trial was initiated by PHI in 1991, and this report describes the
results. This trial was designed to evaluate the efficacy and safety of two new Annuelleilli

fonnulations: a 4-pellet system containing 174 mg NET and a 5-pellet system containing
266.5 mg NET.

• NET PELlET IIA STUDY FINAL REPORT· Februaty 6, 1996 5
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II. OBJECTIVES

The objectives of this analysis were to evaluate the one-year contraceptive efficacy and to
measure serum NET concentrations after one of two formulations of Annuelle® implants were
inserted. The effects each formulation had on ovulation, serum estradiol and progesterone
levels, bleeding patterns, and participant safety over three years also were assessed.

• NET PELlET IIA STUDY FINAL REPORT· February 6, 1996 6
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ID. INVESTIGATIONAL PLAN

A. Study Design

This was an open-label, parallel group study of two formulations of Annuelle® implants.
Thirty-nine healthy women of reproductive age were enrolled at two sites and randomly
assigned to receive one of the two formulations. The participants were followed for up to 39
months. No additional contraception was to be used during the first 12 months after pellet
insertion, unless serum NET levels dropped below a presumed minimum contraceptive
efficacy level of 0.3 ng/ml. Data were collected on:

·accidental pregnancies
·serum NET, progesterone, and estradiol levels
·bleeding patterns
·insertion and removal problems
·safety of the two formulations, including adverse events and effects on weight, blood
pressure, and serum laboratory values.

The study was conducted under IND 17452.

B. Study Product

In both Annuelle® formulations, the pellets were cylindrical and were composed of 85% NET
and 15% cholesterol. The 4-pellet system consisted of four pellets each 2.75 mm in diameter
and 8 mm long. Although the system was designed to contain a total dose of 168 mg NET,
the actual average dose on chemical analysis was 174 mg. The 5-pellet system consisted of
five pellets each 3.0 mm in diameter and 8 mm long. Designed to contain a total dose of
253 mg, on analysis the system contained an actual average total dose of 266.5 mg. Each
individual system was dispensed to the investigators prepackaged in a sterile, specially
designed trochar. The pellets were implanted in a single line under the skin of the forearm or
the upper arm.

C. Study Sites

Two centers participated in this study:
Center 908: Eastern Virginia Medical Center, Norfolk, Virginia

David Archer, MD - Principal Investigator
Center 952: Cornell Medical Center, New York City, New York

Mukul Singh, MD - Principal Investigator

Before study initiation, an Investigator's Brochure which included information about the study
product was prepared and distributed to each investigator.

• NET PELlET IIA STUDY FINAL REPORT· February 6, 1996 7



D. Sample size

• Twenty participants were to be enrolled in each treatment group based on the following
rationale. A mean serum NET concentration less than 0.3 nglml at the end of Month 12 was
considered to indicate insufficient contraceptive efficacy to support continued product
development, while a mean of 0.5 nglml or greater was considered to indicate that further
testing was warranted. (These values were based on a consensus of the study sponsors and
product manufacturer since data to fumly establish ineffective and effective contraceptive
levels of NET were not available.) Sixteen women in each treatment group would be required
to complete 12 months of study to test the null hypothesis that the mean NET concentration is
less than or equal to 0.3 nglml versus the alternative hypothesis that the mean NET
concentration is greater than or equal to 0.5 nglml with a = .05 (one-sided) and power of 0.8,
assuming a standard deviation of 0.3 nglml (3). The anticipated dropout rate during the
study's first year was 20%; therefore, 20 women would be required at enrollment to result in
16 women at the end of 12 months.

E. Study duration

•
The study protocol (Appendix IV) specified that each participant would remain in the study
for 24 months. This period was extended by a protocol amendment (Appendix IV) which
allowed additional time for NET levels to fall below the detection limit of the assay. When it
subsequently became clear that neither formulation produced the desired pattern of NET
release, the study was terminated even though most remaining participants still had detectable
NET levels. Participant enrollment at both sites began in September 1991 and recruitment was
completed in April 1992. The study was terminated at both sites in October 1994, and the
final closeout occurred in December 1994.

F. Admission criteria

A full list of the exclusion criteria is in the study protocol and Amendments 1 and 3
(Appendix IV). In summary, each participant had to:

• be between 18 and 35 years of age
• be sexually active with regular coitus
• have a negative pregnancy test
• weigh 95 - 170 pounds, and deviate no more than 15 percent from ideal weight
• have regular menstrual periods (25-35 days per cycle)
• have a normal physical examination and laboratory screening within 35 days before

admission, including serum chemistries, hematology, and urinalysis, unless in the
opinion of the investigator laboratory abnormalities would not jeopardize either the
participant's safety or the study quality

• have a normal Pap smear
• have no evidence of infertility or previous sterilization

• NET PELLET IIA STUDY FINAL REPORT· February 6, 1996 8
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• have not used any hormonal contraceptive during the menstrual cycle prior to
admission

• be without specified conditions that were felt to be potential contraindications to the
use of the NET product.

The study protocol also specified a number of additional requirements. These included:

• admission must occur between Days 3 and 6 of menses.

Go Study procedures

A chart summarizing the study procedures is presented in Appendix I. Data were collected
using uniform case report fonns at both sites (Appendix V).

10 Preadmission visit: Potential participants were recruited at each site from the clinic's
regular clientele and by advertising. The investigator at Center 952 advertised in the
newspaper and the investigator at Center 908 advertised in Portfolio magazine. A
preadmission visit occurred one menstrual cycle before pellet insertion and 3-7 days after
menses onset. At this visit, the study was explained to the potential participant and informed
consent was obtained. A prescreening interview was conducted to de.termine if the participant
met all admission criteria. An examination was then performed, and the screening laboratory
tests were completed. Participants were asked to begin keeping daily bleeding diaries, on
which they noted either no bleeding, spotting (no sanitary protection needed), or bleeding.
During the subsequent month, serum estradiol and progesterone levels were to be drawn twice
per week.

20 Admission visit: The admission visit was scheduled to occur between Days 3 and 6 of the
next menses. At this visit, the potential participant was reevaluated to ensure that all
admission criteria were met. A urine pregnancy test was perfonned. Baseline data were
recorded. The participant was randomly assigned to one of the pellet groups, and the pellets
were inserted.

All participants were instructed to use no contraception other than AnnuelleOJ) through the first
12 months of the study, unless the serum NET level dropped to 0.3 ng/ml or below. At
Month 13, or sooner if the NET level dropped to 0.3 ng/ml or below, all participants were
advised to use alternate nonsteroidal contraception. Steroidal contraceptives were discouraged
because steroids, specifically NET and levonorgestrel, cross-react with the NET assay.
Participants were not discontinued, however, if they chose to use a steroidal contraceptive, or
if they chose not to use any backup contraception.

30 Participant follow-up: At quarterly clinic visits participants were interviewed about coital
activity, medical problems (adverse events) and concomitant medications. Pulse, blood
pressure, and weight also were measured. Follow-up data were routinely recorded only
through Month 24 and at discontinuation, however. After Month 24, data were recorded only

• NET PELLET IIA STUDY FINAL REPORT· February 6, 1996 9



•

•

if a problem occurred. Daily bleeding diaries also were assessed at these visits through the
first 24 months after pellet insertion. Pelvic and breast examinations were performed
semiannually through 24 months and at discontinuation. When the participant could not make
a clinic visit, an attempt was made to collect as much information as possible by telephone or
letter.

Serum NET levels were measured 24 hours and 1 week after pellet insertion, and monthly
thereafter. Urine pregnancy tests were perfonned monthly until discontinuation, although
results were only recorded quarterly through Month 24 and at discontinuation. Blood samples
to measure hematology, chemistry, and lipid parameters (cholesterol, triglycerides, BDL, and
LDL) were drawn every 6 months through Month 24 after pellet insertion. A urinalysis was
perfonned at admission and at Month 24 or discontinuation, whichever came first.
Progesterone and estradiol levels were to be drawn twice a week for one month following the
9-month visit and following each quarterly visit thereafter until discontinuation. Estradiols,
however, were not assayed after May 1994 because a preliminary look at the data up to that
point indicated no clinically significant effect of the pellets on estradiol levels. Pap smears
were perfonned at 12 and 24 months, and at discontinuation. All laboratory tests were
perfonned as described in Appendix ITl.

4. Discontinuation: The reason that each participant discontinued from the study was coded
as one of the following:

• death
• pregnancy
• desire for pregnancy
• menstrual problems
• other medical problems
• other personal problems
• end of study (either the serum NET level was below the limit of detection in the

NET assay on two consecutive measurements, or the sponsor stopped the study)
• protocol violation
• unable to contact participant (missed two consecutive quarterly follow-up visits, and

attempts to contact her were unsuccessful)

At discontinuation, pellet removal was offered to all participants. Those who declined or for
whom complete pellet removal was not technically possible were fully informed of the
potential consequences of leaving the pellets in place. When the study was terminated,
investigators were instructed to try to contact former participants who still had pellets in place
and again offer pellet removal at that time. After pellet removal, NET levels were to be
measured to document that the removal had been complete.

Some participants who discontinued from the study for one of the above reasons continued to
be followed by the investigators after the date of discontinuation. Data collected after
discontinuation were included in the analysis where indicated in the Results section.

• NET PEllET IIA STUDY FINAL REPORT· February 6. 1996 10



H. Laboratory analyses

• A description of the laboratory analyses and methods may be found in Appendix III.

•
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IV. ANALYSIS METHODS

A detailed analysis plan may be found in Appendix II. A summary follows.

A. Analysis population

Data from all study participants, including those admitted in violation of admission criteria or
other study procedures, were included in all analyses. Data were analyzed separately for each
treatment group, and no statistical comparisons were made between groups. Data obtained on
or after pellet removal were excluded from analyses except where indicated below.

B. Baseline analyses

The number and percent of participants with admission violations were calculated, and the
reasons for these violations were summarized. Categorical data and certain categorized
quantitative data were summarized as numbers and percents in frequency tables. For all
quantitative data, the mean and standard deviation, median, minimum, and maximum were
calculated. Data on demographic characteristics, reproductive history, recent contraceptive use
and menstrual history, medical history, results of physical examinations, Pap smears, and
laboratory tests were summarized.

C. Follow-up and discontinuation analyses

Follow-up rates were calculated for each quarterly follow-up visit. Reported average coital
frequency in the intervals between visits was summarized. The month in which each
participant began using backup contraception was listed. The timing and reasons for
discontinuation from the study were tabulated.

D. Contraceptive efficacy analyses

No pregnancies were reported during the study in either treatment group. To provide context
for these results, the number of woman-months in which no alternate contraception was used
was calculated for each group.

E. Serum NET analyses

The mean, standard deviation, median, minimum, and maximum NET levels were calculated
for each scheduled NET measurement timepoint. Mean NET levels and box plots were plotted
by time for each group as a whole and stratified by baseline weight below or above the
median baseline weight for each group. The number and percent of participants who ever had
a serum NET concentration below 0.3 ng/ml were calculated from the I-month through the
I2-month followup visits. Life tables were prepared indicating the time to reach the fIrst NET
value of 0.3 ng/ml in each group. Hypothesis tests were performed for each group to test the
null hypothesis that the mean NET concentration at the end of Month 12 was :::;;0.3 ng/ml.

• NET PELLET IIA STUDY FINAL REPORT - February 6, 1996 12



F. Serum progesterone and estradiol analyses

• To assess ovulation, the number and percent of participants whose maximum progesterone
level was >3 ng/ml and > 5 ng/ml among those with at least 4 measurements for each
timepoint were calculated at admission, about nine months after admission and about every
three months thereafter. Summary statistics were calculated to describe esttadiollevels at the
same timepoints through 18 months postinsertion.

G. Bleeding analyses

Bleeding diary cards kept by participants from admission through Month 24 postinsertion
were analyzed for each 90-day reference period to calculate the proportion of participants who
had the following defined bleeding patterns termed "clinically significant": amenorrhea,
prolonged bleeding, frequent bleeding, infrequent bleeding, irregular bleeding, or any of these
patterns.

H. Analyses of clinical observations and other laboratory measurements

•
Changes in weight, blood pressure, and lipids over time were calculated and plotted. Changes
in blood glucose over time were also calculated. The percent change between the values of
each of these tests at preadmission and at each semiannual visit were tested separately for
each group to determine whether the changes were statistically significant. The number and
percent of participants with any out-of-range laboratory value and with elevated blood
pressure or pulse were calculated.

I. Insertion and removal analyses

Problems related to insertion and removal were reported. For removals, the median duration
of the procedure and the number and median length of the incisions were calculated.

J. Adverse events analyses

Information about all adverse events (AEs) reported by participants during the study was
recorded by the investigators. Each AE was evaluated for seriousness, severity, relationship to
the study product, and expectedness. An event was coded as serious if it required
hospitalization, or if it was fatal, life threatening, permanently disabling, cancer, or a study
product overdose. Severity and relatedness to the study product were coded according to the
investigator's judgment. An event was coded as unexpected if it was related to the product
but was not mentioned in the Investigators Brochure. The number and percent of participants
who ever had any adverse event (AE) in each treatment group, who ever had any AE in a
body system, and who ever had each specific condition were calculated. Separate tables were
also provided for those AEs that were reported by the investigator as probably related to the
study product, possibly related to the study product, and serious and/or unexpected.

• NET PELlET IIA STUDY FINAL REPORT· February 6, 1996 13



V.RESULTS

• A. Analysis population

Thirty-nine women were admitted to the study, 19 into the 4-pellet group and 20 into the 5
pellet group. The distribution of participants at the two study centers is presented in Table 1.
Although the study design called for 20 participants at each center, only 19 participants were
admitted at Center 952 because of slow enrollment. All participants had the randomly
assigned pellet system implanted.

B. Admission violations and deviations

Five participants in the 4-pellet group (26.3%) and 8 in the 5-pellet group (40%) were
admitted to the study with conditions that violated explicit study inclusion or exclusion
criteria or other protocol requirements (Tables 2.1 and 2.2). The most common violation in
both groups combined was no documentation of normal hematology, chemistry, or urinalysis
test results within 35 days before admission (5 participants). Four participants were up to two
years older than the specified age range of 18-35 years. Ten participants did not have
documented negative serum NET levels within one week before admission, but such levels
were not clearly required by the protocol. None of the admission violations are likely to have
significantly affected the outcome of the study.

C. Baseline characteristics

• Tables 3-5 show the baseline demographic characteristics and reproductive history of the
study participants. In both groups, the ages of the participants were distributed across the full
age range specified by the protocol (18-35 years). More than 70% in each group were white,
and fewer than one-third were smokers. The majority (about 70% in each group) had
demonstrated fertility (i.e., previous pregnancy). More than 20% in each group had live-born
children and at least 15% had been pregnant during the year before admission. The most
commonly used methods of birth control in the month before admission in both groups
combined were condoms. I

Tables 6 and 7 show the characteristics of the participants' menstrual cycles before admission.
Few participants had moderate or severe dysmenorrhea, intermenstrual pain, or intermenstrual
bleeding in the cycle before admission. On average over the previous three cycles, most
participants bled 3-6 days with moderate flow. Cycle lengths were 25-35 days (as specified by
study inclusion criteria) in all but one participant.

Ten participants in the 4-pellet group (53%) and 14 (70%) in the 5-pellet group reported a
history of medical or surgical conditions at admission (Tables 8.1-8.3). Among these were a
variety of gynecological infections and sexually transmitted diseases, which had affected four
participants in each group. One participant had a history of ovarian cysts. Four participants
were taking medications at admission, none of which would be expected to affect the study
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results. All participants had nonnal vital signs, weight, and Pap smears at admission. One
participant had a vaginal discharge, the etiology of which was not detennined.

D. Follow-up Duration

Table 9 shows the number and percent of participants in each group with pellets in situ who
had at least one follow-up contact within each scheduled three-month visit window through
Month 24. Through 15 months, the follow-up rate for participants whose pellets had not been
removed was high (>80%) in each group. After that time, the follow-up rate began to drop in
the 4-pellet group, although it remained >80% in the 5-pellet group. Follow-up rates after 24
months are not presented because follow-up visits were not reported after that time unless a
problem was noted.

E. Discontinuation

Table 10.1 shows the timing of discontinuations in each group for each reason, and Table
10.2 presents more detailed infonnation about each discontinuation. Most discontinuations
occurred more than two years after enrollment, particularly in the 5-pellet group. The most
common reason for discontinuation in both groups combined was because the study ended
(38% - 15/39). "Other personal reasons," which includes a desire for. pregnancy, was the
second most common set of reasons for discontinuation (33% - 13/39). No discontinuations
for death, pregnancy, or protocol violations occurred in either group.

Three discontinuations occurred for medical reasons other than menstrual problems.

PON 908/3 (4-pellet group), who was admitted to the study in 9/91, developed
complications of systemic lupus erythematosus at 19 months (4/93) and
discontinued from the study at 22 months (6/93).

. PON 908/1 (5-pellet group) discontinued at five months due to headaches.

PON 952/16 (5-pellet group) was discontinued at 27 months at the request of the
study sponsor and pellet manufacturer because of breast hyperplasia.

Of these three medical problems, only the headaches were thought to have a possible or
probable relationship to the study product. Brief case histories of each of these participants
are presented in Section O. Brief case histories. One additional participant discontinued
because of breast pain, which was coded as a personal reason since it was not considered a
medical indication for pellet removal although it was considered possibly related to the
pellets. Although bleeding abnonnalities were very common among participants in this study
(Section K. Bleeding Analyses), only two participants (PONs 908/6 and 90Sn) discontinued
due to menstrual problems. Six participants (15%) were lost to follow-up.
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F. Coital frequency

Throughout the first year of the study, most participants reported intercourse at least twice a
week on average (Table 11.1). Very few reported intercourse less than once a week, which
suggests that coital frequency was high enough to put participants at risk of pregnancy while
the efficacy of the product was evaluated.

G. Alternate contraceptive use

Participants were instructed to begin using alternate methods of contraception at Month 13 or
when their serum NET levels dropped below 0.3 ng/ml, whichever was earlier. No participant
began use before month 13, although several had levels below 0.3 ng/ml earlier than that time
(Section I serum NET levels). Because of the manner in which data were collected, the exact
date of initiation of alternative contraception could not be calculated for every participant; in
some cases, only a range of dates was known (see Appendix II.F). Tables 11.2 and 11.3 show
the study month (or range of months) at which backup contraceptives were initiated. Of the
33 participants in both groups combined who continued in the study past 12 months, at least
21 (64%) did not begin using another contraceptive method at 13 months. Of these, 4 began
another method at 14 months; one discontinued at 17 months without ever using another
method; and the other 16 continued in the study for at least two years with no other method.
The remaining 12 continuing participants (36%) were all using an alternate method by 17
months. The reasons that so many women did not follow protocol instructions to use alternate
contraception were not collected.

Steroidal contraceptives were chosen by eight participants (28% of those who used additional
contraception).

H. Contraceptive efficacy

No participant became pregnant during the study. During the first 12 months, which was for
the period during which efficacy was to be assessed, there were 189 woman-months in the 4
pellet group and 233 woman-months in the 5-pellet group in which no alternate contraceptive
was used. After 12 months, there were at least an additional 104 such woman-months in the
4-pellet group and 142 such woman-months in the 5-pellet group. Thus, the entire study
included a total of at least 293 (4-pellet group) and 375 (5-pellet group) woman-months in
which Annuelle® was the only contraceptive used. Although detailed coital data were not
collected in each month individually, reported coital frequencies suggest that during most of
the first 12 months, intercourse occurred often enough for participants to be at reasonably
high risk of pregnancy (Table 11.1).
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I. Serum NET levels

The mean, median, minimum and maximum NET levels at 24 hours, one week, and monthly
after pellet insertion in each treatment group are presented in Tables 12.1 and 12.2. Graphs of
the mean net levels in each group are presented in Figure 1. Graphs of each participant's NET
levels over time are presented in Figures 2a-2d. Figure 3a and 3b show box plots of NET
levels at each measurement timepoint. Box plots should be interpreted as follows: the center
line is the median level, the upper and lower ends of the box represent the 75th and 25th
percentiles, respectively, and the ends of the lines represent the extreme values. Figures 4a
and 4b show mean NET levels over time in each group stratified by admission weight (above
or below the median).

Of note from these analyses are the following findings:

1. In general, an initial burst in the NET level (valued higher than 2 ng/ml) occurred at
24 hours in both groups.

2. Levels decreased thereafter over the course of the next several weeks. By one month,
the mean level was about 1 ng/ml in both groups. The mean level then declined slowly
and steadily as long as the pellets remained in place.

3. In neither group did all participants have undetectable levels « 0.112 ng/ml) at Month
38 postinsertion. Only two participants (PONs 952/1, 952/6), both in the 4-pellet group
at 37 months, had two consecutive undetectable levels before pellet removal, which
was the predefined criterion for study completion. Four other participants (PONs
908/3, 908/6, 908/11, 908/19) had one undetectable level, although one of these may
have been misreported (908/6, see below in this section).

4. Mean NET levels were consistently higher in the 5-pellet group than in the 4-pellet
group, although no statistical comparisons were made between the two groups.

5. The NET levels in each individual participant did not decline in a smooth curve;
frequently the value in one month was higher than the value the previous month.

6. Wide variation existed between individuals in NET levels at each timepoint.

7. Heavier women appeared to have lower mean NET levels than lighter women,
although no statistical comparisons were made.

8. Several participants had atypical release patterns of NET:

PON 908n (5-pellet group): A very high NET level was reported at 5 months
after pellet insertion. (This single value entirely accounts for the apparent burst
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at 5 months in the mean graph for the 5-pellet group). The specimen was
assayed twice, and both times the value was > 3.587 ng/ml.

PON 952/13 (4-pellet group): A similar spike in NET level occurred at 1
month.

PON 908/10 (4-pellet group): After the initial burst at 24 hours, the NET level
dropped to an unusually low value (0.263 ng/ml) at 1 week, and then rose
slowly over the next 5 months, before beginning its slow decline.

PON 952/6 (4-pellet group): The NET level became undetectable at 23
months. It remained undetectable or extremely low for four consecutive
months. Then it rose again to clearly detectable levels for the next nine months.
Finally, the participant had two consecutive undetectable levels. Since
technically the criteria for discontinuation were not met, she was retained in the
study and ultimately discontinued because of study termination. No
explanation was found for this "rebound" in NET levels; in particular, the
participant denied using other steroids during the rebound period.

Although mean NET levels were consistently higher than 0.3 ng/ml through the ftrst 12
months postinsertion (Table 12.1-12.2), ftve participants had serum NET levels below 0.3
ng/ml during the ftrst 12 months in the study (Tables 13.1-13.2). None of these participants
began using backup contraception at the time of the low NET level. However, in three of
these participants (952/18, 908/12, 952/14), the low NET level was obtained during Months
11 or 12, and may not have been reported to the investigator until Month 12, and in one
participant (908/6), the specimen is believed to have been drawn after pellet removal. (There
was some concern that the value of 0.112 ng/ml recorded on Day 91 for PON 908/6 may
have been erroneous. She had her pellets removed on Day 92, at which time a level of
0.848 ng/ml was recorded. It is possible that the specimens from Days 91 and 92 were
accidentally switched in the laboratory, since both were assayed the same day, but this could
not be confmned.) However, in one participant (952/6), the low level was ftrst obtained in
Month 6, occurred repeatedly through the entire first year of the study and persisted until her
discontinuation at 36 months. This participant's failure to use alternate contraception during
the first year was clearly a protocol violation. Notably, although she continued to rely only on
Annuelle® for birth control through at least Month 24 and her reported coital frequency was at
least once a week during the ftrst year, she did not conceive.

Life-table analyses of the time to first reach a NET level less than 0.3 ng/ml in each
treatment group are presented in Table 13.3. Although little data exist regarding the
correlation between serum NET levels and contraceptive efficacy, it was presumed that 0.3
ng/ml was the minimum level consistent with effective contraception. The median time to
reach this level was 18 months in the 4-pellet group and 28 months in the 5-pellet group. It
should be noted that because of the instability of the NET level decline in individual
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participants. in some women the NET level may have risen again after the first level below
0.3 ng/ml.

Hypothesis testing (one-sample t-tests) indicated that the mean NET levels in the 4-pellet and
5-pellet groups were significantly greater than 0.3 ng/ml at 12 months (p<0.05 for both
groups). However, because the NET levels were not normally distributed in the 5-pellet group
(Shapiro Wilk tests showed p<O.05), the t-test of the mean level was not felt to be the most
appropriate for these data. Therefore, a non-parametric approach was also used. For each
group, the upper 95% exact binomial confidence limit was calculated for the proportion of
participants with levels <0.3 ng/ml at 12 months. If the median NET value at month 12 were
<0.3 ng/ml. then 50% or more of the participants would have been expected to have NET
values <0.3 ng/ml. Thus, if the upper 95% confidence limit of the percent were less than
50%. then the null hypothesis that the median value is <0.3 ng/ml would be rejected (p<0.05).
The results of these tests were as follows:

Treatment %of participants with NET levels upper 95%
Group ,5.0.3 ng/ml at 12 months (n/total) confidence limit

4·pellet group 18.2% (2111) 47.0%

5·pellet group 6.7% (1/15) 27.9%

These results indicate that the median NET value at Month 12 was significantly greater than
0.3 ng/ml in both treatment groups.

J. Serum progesterone and estradiol levels

a. Progesterone levels

Serum progesterone levels were measured at several points during the study to evaluate how
the pellets affected ovulation. There is not general agreement as to what level of progesterone
indicates that ovulation has occurred. Therefore, two sets of analyses were performed using
two different criteria:

·maximum value greater than 3 ng/ml
·maximum value greater than 5 ng/ml

Table 14.1 shows the number and percent of participants in each treatment group with
maximum progesterone levels exceeding these two levels in the month before admission
(baseline) and at each scheduled quarterly follow-up time during the study. Table 14.2 lists
each occurrence of a level >3 ng/ml. Participants were included in these tables only if they
had 4 or more measurements corresponding to a scheduled measurement time period. This
rule ensured that each woman in the analysis had sufficient specimens to reliably diagnose
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lack of ovulation if all values were <3 (or <5) ng/ml. However, some women who ovulated
but who had fewer than 4 measurements at that timepoint may have been excluded from
analyses.

In the 4-pellet group, all participants were ovulatory at baseline by the 3 ng/ml criterion and
all but one by the 5 ng/ml criterion. By 9 months, the percentage of participants with
ovulatory cycles declined substantially to 22% (2/9), but then by 21 months, all remaining
participants (2/2) were ovulatory again. In the 5-pellet group, only 79% (15/19) of participants
were ovulatory at baseline, and most participants who returned for progesterone measurements
were anovulatory at each measurement time thereafter. Although no statistical comparisons
were performed between groups, it appears that the 5-pellet system had a more substantial
suppressive effect on ovulation in magnitude and duration than the 4-pellet system. It is
interesting to note that two of the participants (PONs 952/9 and 952/19) who were not
ovulatory at baseline were ovulatory at the 12-month measurement. Also, participants who
were ovulatory at one measurement were not continuously ovulatory at each measurement
thereafter, suggesting that the inhibitory effect of the pellets was not constant even within a
particular woman.

b. Estradiol levels

As with progesterone levels, only participants with at least 4 measurements corresponding to
a particular month were included in analyses. Although no statistical comparisons were made,
all follow-up summary values of estradiol were lower in the 5-pellet group than in the 4-pellet
group at each postinsertion measurement even though baseline mean levels were higher in the
former group (Table 15). In the 4-pellet group, estradiol levels (mean, median, minimum, and
maximum) generally rose after admission and remained higher than baseline through Month
18 postinsertion. By contrast, in the 5-pellet group, these values were generally lower than
baseline through Month 18 postinsertion. These findings suggest greater suppression of
follicular development in the 5-pellet group than in the 4-pellet group.

For this analysis, an estradiol level below 40 pg/ml was considered abnormally low. Table
16.1 shows the number and percent of participants with minimum and maximum estradiol
levels below this level at each measurement point. No participant in either group had all
estradiol levels below 40 pg/ml during any single month sampling period. In the 4-pellet
group, at most 50% of women who returned for measurements at each month had at least one
level below 40 pg/ml, whereas in the 5-pellet group, most of the participants had at least one
low level at each month after insertion. Table 16.2 lists each minimum level <40 pg/ml
measured in each time interval during the study. Several participants in the 5-pellet group had
low estradiol levels during multiple sampling months.

K. Bleeding analyses

The results of the bleeding analyses are presented in Table 17 and Figures 5a and 5b. More
than 80% of the participants in each pellet group had clinically significant bleeding patterns
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during the first three months postinsertion. This percentage dropped over time, so that by
about 2 years (the 8th 90-day reference period), roughly half the participants in each group
had clinically significant patterns. Although no statistical comparison was done, no substantial
difference appears between the two groups in the proportion of participants with any clinically
important pattern. The predominant abnormal patterns were frequent, irregular, and prolonged
bleeding; infrequent bleeding and amenorrhea did occur, but less often. These last 2 patterns
were more common in the 5-pellet group than in the 4-pellet group in each reference period.
None of the participants became even moderately anemic (hemoglobin <11 g/dl) during the
study (Section L. Analysis of other laboratory measurements and clinical observations).

L. Analyses of other laboratory measurements and clinical observations

Table 18 and Figures 6a and 6b show the changes in lipid levels over the first 24 months
after pellet insertion. In both groups combined, total cholesterol, LDL, and triglyceride levels
dropped substantially in the frrst 6 months, and then remained fairly stable; while HDL levels
remained fairly constant. Thus, the ratio of HDL to total cholesterol increased over the frrst
year, so that by 24 months, the ratio was 23% higher than at baseline in the 4-pellet group
and 17% higher in the 5-pellet group. Most of the changes described above were statistically
significant (p<0.05).

Glucose levels did not change significantly or substantially over time through 24 months
(Table 19).

Tables 20.1-20.7 present the out-of-range laboratory values. Except for lipid levels, the only
pattern of abnormal values of any laboratory test performed during the study was mildly
elevated serum chloride in more than 10% of participants in the 5-pellet group at each
measurement time. Five of the nine participants who had elevations during follow-up also had
elevated values at baseline. Therefore, it is unlikely that the chloride abnormalities are due to
the pellets. As noted, no participant had frank anemia (Hgb <11 g/dl) during the study.

Changes in systolic and diastolic blood pressure over time are presented in Table 21 and
Figures 7a and 7b, and changes in weight over time are presented in Table 22 and Figures 8a
and 8b. No statistically or clinically significant change in either parameter occurred through
Month 24 postinsertion. Only one participant (PON 908/2) had abnormally high blood
pressure at any time during the study (systolic more than 155 or diastolic greater than 95).
This participant had five such elevated readings, and was diagnosed with hypertension (AE
listings). Her admission blood pressure was normal (110/80). Only one participant was
recorded as ever having a pulse higher than 100 during the study (PON 908/18 at Month 24).

Four participants (PONs 908n, 908/10, 908/16 and 908/18) had abnonnal Pap smears during
the study. No participant had an abnonnal breast exam, although PON 952/16 was
discontinued from the study because of an abnonnality discovered during a screening
mammogram (Section O. Brief case histories)
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PELLET REMOVAL DIFRCULTIES AND RELATED PROBLEMS Number of Participants

Capsule not well developed 1
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Buttonhole Injuries 2

Vasovagal reaction 1

Pain/Discomfort/Nausea 4

According to the mvestlgator s report, the supertlclal locatlon ot the pellets contrIbuted to one
of the buttonhole injuries noted in the table. No therapy was required to treat any of these
conditions.

•

All but two participants (PONs 908/10 and 908/11), both in the 4-pellet group, had the same
number of pellets removed as were inserted. Participants 908/10 and 908/11 were 38 and 35
months from insertion, respectively, at the time of removal, and the pellets were barely
palpable or nonpalpable. PON 908/10 had three pellets removed, and PON 908/11 had one
pellet removed. Both participants had undetectable serum NET levels on the day of removal
and at least once thereafter, suggesting that the NET had been absorbed from the pellets
before the procedure and that any remaining pellets were not releasing substantial amounts of
NET.

The pellets were reported as fully encapsulated at the time of removal in all but one
participant, PON 908/8, whose removal occurred 8 months postinsertion. In one participant,
PON 908n, two pellets were noted to be fractured in situ; her pellets were inserted 35 months
prior. In seven participants, 10 pellets were fractured during the removal procedure. These
seven participants included all four whose removal was performed within the fIrst year after
insertion. In these cases the broken pellets may have been a result of the physician's
inexperience performing the removal procedure. The other three removals were performed at
26, 28, and 39 months postinsertion.

Investigators were instructed to obtain serum for NET measurements after removal until the
level was undetectable to document that the removal had been complete. Among the 21
participants with removals, NET levels were fIrst noted to be undetectable at the following
times:

y

23

pa p

TIME WHEN NET LEVEL DOCUMENTED AS UNDETECTABLE Number of Participants

On or before day of pellet removal 4

Within two weeks after pellet removal* 7

More than two weeks after pellet removal 4

Never documented as undetectable 6
• InCluaes two In/CI ams wnose Ilel levelS were unaetectable wtthIn one aa .
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Of the 6 participants whose levels were never documented as undetectable, 5 did not have
levels measured after removal, and in the other the level at the last measurement on the day
of removal (0.117 ng/ml) was near the minimum detection limit of the assay (0.112 ng/ml).

This table should not be interpreted to imply that NET levels frequently remain elevated for
days to weeks after removal, because in some participants, the earliest post-removal level was
not obtained until some time after the procedure. Except for one participant (PON 908/18)
who was taking oral contraceptives containing norgestrel at the time of removal, the longest
time that NET was actually documented to remain detectable in serum after removal was 4
days. (PON 908/18 had detectable NET levels for more than two months postremoval, but
since norgestrel cross reacts with NET in the NET assay, these measurements are considered
unreliable.)

One participant (908/1) had a notable rise in serum NET one day after removal. This
participant's level was 0.649 ng/ml on the day of removal, 2.903 ng/ml the next day, and then
was undetectable at the next measurement two weeks later.

N. Adverse events analyses

Eleven participants (four in the 4-pellet group, seven in the 5-pellet group) had AEs that were
felt by the investigator to be probably related to the study product (Tables 24.1-24.3). Most
occurred in the frrst three months of the study, and none was reported as serious. The most
common related events were various menstrual disturbances, which were reported in 11
participants. Sexual dysfunction (decreased libido), acne, and an ovarian cyst each were
reported in one participant. The sexual dysfunction (PON 908/6) was reported as severe.

Twenty participants (10 in each group) had AEs felt to be possibly related to the study
product (Tables 25.1-25.3). These occurred sporadically throughout the study period, and none
was reported as serious. Again, menstrual disturbances were the most common; acne,
alopecia, ovarian cyst, edema, night sweats, hypertension, headache, abdominal or adnexal
pain, brief depressive reaction, other neurotic disorders (irritability and tension), other
disorders of the uterus (uterine cramps), and mastalgia also occurred. Two of the possibly
related adverse events were reported as severe: headaches (PON 908/1) and adnexal pain
(PON 908/10) [Section O. Brief case histories].

Two participants had AEs defined as serious (Tables 26.1-26.3). PON 908/3 developed
neurologic and infectious complications of systemic lupus erythematosus, which resulted in
her discontinuation from the study, and PON 908/18 developed severe cervical dysplasia.
Neither problem was felt to be probably or possibly related to the pellets. These two
participants are discussed in Section O. Brief case histories.

Seven participants had AEs classified as unexpected (Tables 26.1-26.3). These included
abdominal pain, adnexal pain, dysmenorrhea, menorrhagia, ovarian cyst, edema, night sweats,
tooth abscess, mastalgia, carcinoma in situ of the cervix (severe dysplasia), and abnormal Pap
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smear. Abdominal pain and menorrhagia were incorrectly classified as unexpected, since these
conditions were listed in the Investigators' Brochure as possible side effects of the pellets.
Three conditions (tooth abscess, severe dysplasia, and abnormal pap) should also not have
been coded as unexpected because these conditions were not related to the study product.

Overall, 15 participants in the 4-pellet group and 17 in the 5-pellet group had an AE at some
time during the study (Table 27.1-27.3). Conditions that occurred in five or more participants
included dysmenorrhea and other menstrual disorders, acne, and flu. (Comparing these results
to the results of the bleeding analysis clearly shows that only a minority of the menstrual
disturbances were actually reported as AEs.) Four participants had ovarian cysts. Two of
these (PONs 952/8 and 908/10) are discussed in Section O. Brief case histories; in the other
two participants (PONs 908/13 and 908/18), the cysts were felt to be follicular cysts, which
both resolved within two months with pellets in situ. PON 908/13 was treated with Toradol
for cyst-related pain; PON 908/18 required no treatment.

At the time of this analysis, 17 AEs, none serious or unexpected, were listed as unresolved.
The investigators at both sites were asked to follow up all of these problems after study
closeout (Table 28). All except 3 of the participants who remained lost to follow-up at this
attempt had had their pellets removed (908/5, 952/8, 952/10).

O. Brief case histories

Summaries of clinically relevant cases or events follow.

4-pellet group

PON 908/3 was enrolled in the study in 9/91. She had an episode of flu in 12/92. In
4/93, she was hospitalized for one month with a flare of systemic lupus erythematosus,
complicated by cerebritis, small vessel vasculitis, peripheral neuropathy, vestibular
neuronitis, mycoplasma pneumonia, oral thrush, and anemia. At that time she admitted
to a long history of lupus, which was unknown to the investigators at study admission.
In 6/93, two months after discharge from the hospital, she was discontinued from the
study due to the lupus, but refused pellet removal.

PON 908/10 was admitted to the study in 12/91. In 9/92, she reported severe right
adnexal pain considered probably unrelated to the study product. An ultrasound in
11/92 showed two cystic masses in the left pelvis. The initial presumptive diagnosis
was dermoid ovarian cyst. Atypia and HPV on Pap smear also was noted at this time.
Surgery for the cysts was contemplated, but serial ultrasounds showed that the cystic
masses were decreasing in size. Her pain was treated with Anaprox. In 2/93, the
participant underwent colposcopically directed cervical biopsies because of her
abnormal Pap smear. The biopsies showed flat condyloma and endocervical lesions.
The participant had NORPLA~ implants inserted in 2/93, and subsequently moved
to Florida. She was thereafter lost to follow-up and was discontinued from the study in
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10/93. She returned to the clinic in 1/95 for pellet removal. Three of the original 4
pellets were removed. Removal and pellet dissection were slightly complicated due to
scar tissue and nausea. At the time of removal, the cysts and cervical lesions were
reported to have resolved, apparently without treatment, on 5/31/93.

5-pellet group

PON 908/1 was admitted to the study in 9/91. She reported the onset of severe
headaches six days postinsertion, and then developed severe chest pain in 10/91. The
chest pain was considered unrelated to the pellets. An EeG was performed and was
normal. The chest pain resolved several weeks later without treatment. The pellets
were removed in 1/92 because of the headaches, which then resolved 5 days
postremoval.

PON 908/5 was admitted to the study in 9/91. Four months later, in 1/92, she
developed depression, which was treated with fluoxetine hydrochloride (Prozac) and
resolved by 3/92. The depression recurred in 10/92, associated with irritability. No
medication was administered for this episode of depression. The symptoms were mild
and resolved in 4/93. She was discontinued from the study (lost to follow-up) in
11/93; her pellets were not removed.

PON 908/7 was admitted to the study in 9/91. Reported AEs included breast
tenderness, and in 4/92, mild swelling of the hands and feet that was considered
possibly related to the study product. The edema resolved in 8/92 without treatment,
but returned in 9/92. Her pellets were removed at her request in 8/94 because of
menstrual problems (amenorrhea). Because she did not return for follow-up after
removal, she was not discontinued until 11/94. A pap smear at that time showed mild
dysplasia. A colposcopy with biopsies done in 1/95 was normal.

PON 908/16 was admitted to the study in 3/92. Various AEs were reported including
facial trauma due to spousal assault, a perineal infection, and a urinary tract infection.
A Pap smear in 10/93 indicated mild dysplasia. An endocervical biopsy and a Pap
smear were done in 4/94. The biopsy was normal, but the Pap smear showed CIN I. A
repeat Pap smear in 11/94 was normal. The participant discontinued in 11/94 at the
end of the study and her pellets were removed.

PON 908/18 was admitted to the study in 2/92. She had several nonserious AEs over
the subsequent 15 months (including menstrual cramps, menorrhagia, mild chest pain,
ovarian cyst, flu, tooth abscess, bronchitis, and headache.) In 6/93, a Pap smear
showed CIN I. Colposcopically directed biopsies in 7/93 showed severe dysplasia.
Laser ablation was performed in 9/93. In 2/94, the participant discontinued from the
study for "other personal reasons" (she did not wish to continue in the study past the
original 24 months) and her pellets were removed. Her Pap smear at that time was
normal.
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PON 952/8 was admitted to the study in 11/91. During the first year posrlnsertion, she
reported multiple episodes of abnormal vaginal bleeding. In 10/92, she developed an
ovarian cyst, which ruptured and resolved within one month without treatment. Two
years later, in 10/94, she developed another ovarian cyst, which again resolved without
treatment. Neither ovarian cyst was considered serious or severe. The second cyst was
considered by the investigator to be probably related to the study product. The pellets
were not removed when she discontinued in 10/94.

PON 952/16 was admitted to the study in 4/92. In 8/93, a screening mammogram was
performed, which was abnormal. Breast biopsy was performed at an outside hospital,
and was reported as showing fibrocystic disease with florid ductal hyperplasia,
sclerosing adenosis, and rupture of cysts with marked chronic inflammatory reaction.
The case was reviewed by the oncology board at the study investigator's hospital,
which rediagnosed the condition as papillary apocrine hyperplasia. They concluded
that this may have been an undiagnosed preexisting condition, which was unrelated to
the study product. Although the study sponsor and the product manufacturer agreed
that the condition was unrelated, they recommended that the pellets be removed.
Removal was performed and she was discontinued in 6/94.
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VI. DISCUSSION

AnnuelleOll is the latest in a series of subcutaneous, biodegradable norethindrone pellet
formulations that have been developed and tested since the late 1970s for their contraceptive
efficacy and general safety. This study evaluated the contraceptive efficacy, pharmacokinetics,
physiologic effects, and safety of this product: a 4-pellet system containing 174 mg NET,
and a 5-pellet system containing 266.5 mg NET. The study included 39 women who were
followed for up to 39 months after pellet insertion.

The contraceptive efficacy of both formulations appeared promising, with no pregnancies
observed in a total of 293 woman-months of use in the 4-pellet group and 375 woman-months
in the 5-pellet group. The protective effect was observed for two years in the 16 study
participants who remained in the study at Month 24 and did not begin using backup
contraception before that time. The contraceptive efficacy of both formulations appears to be
an improvement over that observed in a study (4) of two earlier lower-dose pellet
formulations, one a 3-pellet system containing 103 mg NET and the other a 4-pellet system
containing 138 mg NET. In that study, women using the 3-pellet system had two pregnancies
in 282 woman-months, and women using the 4-pellet system had no pregnancies in 170
woman-months.

The safety profile exhibited by both formulations was excellent No serious adverse events
were reported that were felt to be related to the study product. As with other long-acting
progestin contraceptives, the main side effect was bleeding abnormalities, which occurred in
most participants and persisted in half for at least two years. However, AE analyses indicated
that few participants actually complained of abnormal bleeding, and only two participants
discontinued for this reason. This indicates that abnormal bleeding was not especially
troublesome to the women in this study. Most other problems were minor as well. Acne, a
known androgenic effect of progestins, occurred in several participants. Ovarian cysts were
detected in four participants; none required any treatment, and whether this figure represents
an elevated incidence compared to the general population is unknown.

Analysis of mean serum NET levels in both groups combined showed an initial burst in the
first day postinsertion followed by a steady, sustained decline over the next three years. This
pattern is similar to that observed in studies of some earlier pellet formulations (1,2,5), but
not in others. Two studies (3,4) of lower-dose systems showed sustained constant serum NET
levels over 6-9 months postinsertion with no initial burst. The reason for the differences
between these studies is not clear.

Not unexpectedly, mean NET levels in the 5-pellet group were consistently higher than in the
4-pellet group. However, levels varied substantially between women at anyone timepoint, and
the slope of decline in each individual's level over time was not smooth. Unexpected spikes
in NET level were noted in two participants, and a rebound phenomenon (a rise in serum
NET after several months of nearly undetectable levels) was observed in one other. Heavier
women had lower levels than thinner women. These findings may be a result of variations in
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blood volume or drug metabolism between women and over time, or they may indicate that
the NET absorption rate from the pellets is not constant. Similar variability in levels has been
described in all studies of previous NET formulations (1-5), and studies of honnone levels
released from other progestin contraceptives also have shown substantial variation among
individuals (6).

This study was designed with the presumption that a NET level higher than 0.3 ng/mI should
provide protection from pregnancy. However, the relationship between contraceptive efficacy
and serum NET levels is poorly established in the literature. In a study of NET microspheres
(7), one pregnancy was reported in a woman whose serum NET levels were 0.36-0.57 ng/mI,
and in another study of earlier NET pellet formulations (4), three pregnancies occurred
despite mean levels of 0.54 ± 0.12 ng/mI. Thus, the minimum effective level for contraception
might be higher than presumed in this study. More likely, the minimum effective level may
vary among individuals or populations of women; such variation was observed in several
studies that examined the relationship between NET levels and ovulation (2,6,8). It has also
been suggested that the rate of decline of NET levels may be as important a determinant of
ovulation or fertility as the absolute level itself (7). These observations suggest that future
studies of the contraceptive efficacy of NET pellet formulations should not use NET levels as
a sensitive proxy for contraceptive effect.

This study is the first in which complete absorption of available NET from any NET pellet
fonnulation in situ has been observed. Sustained undetectable serum NET levels were
documented in two women in this study, both in the 4-pellet group during the third year of
their participation in the study, and it is presumed that if the study had continued, additional
similar cases would have been observed. However, the pellet manufacturer felt that a product
that required three years or longer for NET to be absorbed would not be widely acceptable to
women. Therefore, the study was stopped, with plans to design a lower-dose system or one
with a different geometry that would be absorbed more rapidly.

Measurements of progesterone levels in the study participants indicated that ovulation was not
consistently suppressed by either fonnulation tested. In the 5-pellet group, at least 21 % (3/14)
of participants ovulated at 12 months, and the percentage was even higher (3/17) in the 4
pellet group. This finding is consistent with our understanding of the mechanism of action of
progestin-only contraceptive agents, which are believed to act by a variety of mechanisms
including ovarian suppression and changes in the cervical mucus and the endometrium.

Both fonnulations appeared to have a beneficial effect on lipid levels, manifested by
decreases in total cholesterol, LDL, and triglycerides. Although HDL was not substantially
affected, the increase in the ratio of HDL to total cholesterol persisted through Month 24.
Since the analysis made no adjustment for the multiple tests performed, however, this result
must be conf'mned with further research.

Both pellet insertion and removal were relatively simple procedures without significant
complications. Removal took a median of 25 minutes, which is approximately the same as for
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NORPLA~ Implants (9). After pellet removal, serum NET levels usually became
undetectable in less than two weeks, although a transient rise in level was noted in one
participant on the day after removal. In two participants, both about three years postinsertion,
not all the pellets inserted could be removed. This was presumably due to pellet absorption,
and is consistent with the fact that serum NET levels were undetectable before and after the
removal procedure.

The AnnuelleGO pellet system shows potential as a safe, effective contraceptive. It has a
distinct advantage over injectable contraceptive agents, since it can be removed if problems
arise or if return of fertility is desired. Further testing to ensure predictable biodegradability of
this contraceptive could be one key to its success. Regular counselling during product use
could make bleeding irregularities more acceptable. If a suitable fonnulation can be developed
to make this a one- to two-year product, AnnuelleGO could fill an important niche in the
contraceptive marketplace.
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APPENDIX I Summary of Study Procedures

•

•

Study period Pap
smear

Urinalysis P&E
assaY"

Baseline Serum
Serum NET NET

Pregnancy Pellet Pulse, Pelvic, Menstrual
test insertion BP, breast exam Calendar

Wt

•

t White blood count taken only at admission.
• Estradiol assay results are available through May 1994; Progesterone assay results are available through August 1994.
§ Pre-admission screening was required to occur no later than Day 5 of menses one cycle before admission.* After the Pre-admission visit, participants had 10 ml blood draws for P&E assays 2Xlwk for 1month following each quarterly visit.
# Pap smear, and pelvic and breast exams performed and pulse, blood pressure, and weight measured at Discontinuation Visit as well.
t Urinalysis performed at 24 months or discontinuation, whichever came first.
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APPENDIX II Analysis Methods

A. Analysis population

Data from all participants including those who did not meet inclusion or exclusion criteria or
other admission procedures were included in all analyses. Data were analyzed separately for
each treatment group, and no statistical comparisons were made between groups. Data
obtained on or after pellet removal was excluded from all analyses except as noted below.

B. Admission violations and baseline analyses

Admission violations were defined as those admissions that violated explicit study inclusion
or exclusion criteria or who deviated from other admission requirements specified in the
protocol. The number and percent of participants in each treatment group with admission
violations were calculated, and the reasons for the violations were summarized. Abnormal
laboratory results at admission were considered violations in these calculations, although the
protocol stated that abnormal values were allowed if the investigator believed that they would
not jeopardize participant safety or the study results.

At admission, data on demographic characteristics, reproductive history, recent contraceptive
use, recent menstrual history, and medical history were collected from each participant.
Results of the baseline physical examination, Pap smear and laboratory tests also were
recorded. Categorical data and certain categorized quantitative data were summarized as
numbers and percents in frequency tables. For all quantitative data, the mean and standard
deviation, median, minimum, and maximum were calculated.

c. Duration of follow-up analyses

The number and percent of participants in each treatment group who returned to the clinic or
who were contacted by letter or telephone at each scheduled quarterly follow-up visit through
Month 24 were calculated. A participant was considered to have returned for a clinic follow
up visit if she adhered to the following visit schedule:

•

Visit
3-month
6-month
9-month
12-month
IS-month
18-month
21-month
24-month

33

Days after pellet insertion
61 - 121
153 - 213
244 - 304
335 - 395
426 - 486
518 - 578
609 - 669
700 - 760
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Participants with multiple contacts during a single follow-up visit period were counted only
once during that period. Contacts that occurred after removal were excluded from this
analysis.

D. Discontinuation analyses

The number of participants who discontinued from the study for each discontinuation reason
(see Section III.G.4.) were calculated by treatment group. Participants who discontinued due
to "desire for pregnancy" were included with those who did so for "other personal" reasons. A
list is provided that contains each participant's discontinuation reason and any known details
pertaining to this reason.

E. Coital frequency analyses

Average coital frequency since the previous visit as reported by participants was coded as:

·no coitus
·less than once/week
'at least once/week, but less than twice/week
'at least twice/week
'not known (patient not available to ask)

The percent of participants in each treatment group giving each response at each follow-up
visit was calculated. Missing responses were included with the "not known" category. Data
were analyzed only through the first 12 months of study participation since participants were
instructed to use alternate contraception after that time. Data collected at follow-up visits that
occurred after removal were excluded from this analysis. If a participant had more than one
visit during any follow-up period, the lowest frequency of coitus reported during that period
was used.

F. Alternate contraceptive use

The study month that each participant began using any form of alternate contraception,
including steroidal methods, was tabulated. Information was collected only at quarterly
follow-up visits, and exact dates were collected only for steroidal methods. Therefore, in the
table, the time of initiation of other methods was expressed as the earliest month (or range of
months) on which an alternative method was definitively known to have been used. A
participant from whom contraceptive information was not collected was considered to still be
using the same method she was using the previous time information was available about her,
until different information was obtained.
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G. Efficacy analysis

• No pregnancies in either pellet group were reported by the investigators. To provide context
for these numbers, the number of woman-months during which no alternate contraception was
used was calculated for each group. Each woman contributed to the woman-months analysis
from the date of pellet insertion to the following date:

• the day before the earliest date she may have used alternate contraception, if she
used alternate contraception;

• the day before pellet removal, if she did not use alternate contraception and the
pellets were removed; or

• the day of her last recorded follow-up visit if she did not use alternate
contraception and the pellets were not removed; or

• the day of the last NET specimen if she had no follow-up visit, did not use
alternate contraception and the pellets were not removed.

•

•

Woman-months without alternate contraception were calculated separately for the fIrst year
postinsertion, which was the intended assessment period of contraceptive effIcacy, and for the
study duration. It should be noted that the number of woman-months without alternate
contraception is not necessarily the same as the number of woman-months of exposure to
pregnancy because coital frequency was not included in the analysis. Therefore, some months
may have been included in which intercourse did not occur.

H. Serum NET level analyses

Serum NET levels were obtained at 24 hours, 1 week, and then monthly after pellet insertion
until the participant discontinued from the study.

Several different analyses were performed:

1. The mean and standard deviation, median, minimum, and maximum NET levels
were calculated by treatment group for each scheduled measurement timepoint.

2. Graphs of each participant's NET level over time were generated.

3. Graphs of the mean levels in each treatment group over time were produced.

4. Box plots of NET levels at each measurement timepoint (except 24 hours) were
produced for each treatment group.

5. For each treatment group, a graph of NET levels over time stratified by median
baseline weight in that group was produced.
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6. The number and percent of participants who ever had a NET serum concentration
below 0.3 ng/ml from Month 1 through Month 12 during the study are presented.

7. A life table was produced for each treatment group to show the time until a
participant's NET level fIrst fell to <0.3 ng/ml. Monthly intervals through month
33 were used for the calculations; quarterly intervals are presented. Quarterly rates
are presented through Month 33.

8. For each treatment group, the null hypothesis that the mean NET serum
concentration at the end of Month 12 (days 358-372) was < 0.3 ng/ml was tested
using a one-sample t-test (one-sided). The assumption of normality for this test
was evaluated using the Shapiro-Wilk test; a p-value < 0.05 was considered
statistically significant for both tests. When the assumption of normality was not
met, a test of the null hypothesis that the median NET value is $ 0.3 ng/ml was
performed. An upper 95% exact binomial confIdence limit was calculated for the
percentage of participants with NET values < 0.3 ng/ml at the end of Month 12.
(The 95% upper limit is equivalent to the upper bound of a 90% confIdence
interval.) If the upper limit is < 0.5 (Le., less than 50%) the null hypothesis that
the median value is < 0.3 ng/ml was rejected (p-value $ 0.05).

In performing these analyses, irregular data were handled as follows in the order indicated:

a. Net values below the detection limit of the assay «0.112 ng/ml) obtained before
admission on the day of admission, and one day after admission were excluded
from all NET analyses.

b. For graphs and calculations requiring assignment of values to a specifIc timepoint,
the result from the latest assay date was used if multiple results were reported (Le.,
multiple results with the same specimen date). If two or more values were reported
for the latest assay date, then they were averaged together if none of the values
were reported as inequalities (i.e., undetectable values or values above the assay
detection limit). However, if some of these values were exact values and others
were inequalities, only the exact values were averaged.

c. For all graphs and calculations, levels <0.112 ng/ml were considered to be half the
minimum detectable value (i.e., 0.056 ng/ml). For all graphs except the mean NET
levels over time, levels reported above 2.25 ng/ml were considered to be equal to
2.25 ng/ml.

d. For graphs and calculations requiring assignment of values to a specific timepoint,
if multiple results were reported for a single participant in the same time period
(e.g., more than one result that fIt the definition of a "one-month" value), all the
values reported for that time period were averaged together, with the following
exception. Any value exceeding twice the average of the two preceding and two
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following values was considered outside the accepted range. Values outside this
range were excluded from the analysis when multiple values were reported during
the same time period. All results obtained before pellet removal were considered to
determine what value was outside the acceptable range (including results that did
not fit into a specific month window). If, under these restrictions, the value under
consideration did not have two values preceding it or did not have two values
following it, only those values available were used in detennining the acceptable
range.

Statistical analyses of the NET levels included only results from specimens obtained before
removal. Also, NET levels obtained when the participant was known to be using other
steroidal contraceptives (such as NORPLANT Implants or oral contraceptives) were discarded,
because of the known cross-reactivity of these compounds with NET in the assay.

For these analyses, NET values were assigned to the 24-hour timepoint if they were drawn on
the first or second day after pellet insertion. Values were assigned to the one-week timepoint
if they were drawn between 4 and 11 days after insertion, inclusive. Values were assigned to
a month timepoint if they were obtained within ±7 days of the end of each study month after
pellet insertion. For example, the calculations for the one-month level included only
specimens drawn between 23 and 37 days, inclusive. NET levels thal were not obtained
within these time restrictions (for example, a level obtained on Day 22) were not included in
analyses requiring assignment of values to a specific timepoint. Each participant with
available data during a given time period contributed one NET value to the analyses of that

• time period.

I. Serum progesterone level analyses

Serum progesterone levels were analyzed to detennine if ovulation had occurred. Two
different progesterone levels (3 ng/ml and 5 ng/ml) were used in separate analyses as
indicators of ovulation. Higher levels were considered to signify that ovulation had occurred
during that month.

The following analysis was performed. The number and percent of participants in each
treatment group whose maximum progesterone level was >3 ng/ml and >5 ng/ml were
calculated for each of the scheduled measurement times.

Each progesterone result was classified to correspond with a specific measurement timepoint
(preadmission, and quarterly beginning at Month 9 through Month 33) as follows:

1. Results from each participant were sorted by specimen date.

•
2. Beginning with the second specimen date, all results from specimens obtained

within 10 days of the previous specimen were grouped together in a cluster. Thus,
within each cluster, each result was separated from the next by 10 days or less,
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and each cluster was separated from the next by a period of 11 or more days
during which no specimens had been obtained.

3. Each cluster with fewer than four observations was excluded from the analysis.

4. Each cluster was assigned to a corresponding scheduled study follow-up visit
(preadmission,9-month, 12-month, 15-month, etc.) according to the month when
the middle observation (chronologically) in the cluster had been obtained. If the
middle observation had been obtained during the two months prior to admission, it
corresponded to pre-admission; during months 9, 10, or 11, it corresponded to the
9-month visit; during months 12, 13, or 14, it corresponded to the 12-month visit,
and so on.

5. If a participant had multiple clusters within the same time period, the cluster taken
closest to the time specified in the protocol was used. If two clusters occurred
equidistant from the protocol designated time (e.g., a cluster at both Month 9 and
Month 11), then the later cluster was used.

Within each month (cluster), the maximum progesterone level recorded was used in the
analysis. Irregular data were handled in the same manner as described above for NET values
(Section H. Serum NET level analyses [b.l). Data obtained on or after initiation of steroidal
contraceptives were excluded.

• J. Serum estradiol level analyses

Serum estradiol levels were measured at the same times as the progesterone levels. No assays
were performed after May 1994.

Two analyses were performed:

1. At each of the five measurement times, the mean, median, minimum, and
maximum estradiol values were determined for each participant. Within each
treatment group, the mean and standard deviation of the individual participant's
mean, minimum, and maximum estradiol concentrations as well as the median of
the individual median estradiol concentrations for each of the five measurement
times were then calculated.

2. The number and percent of participants in each treatment group whose minimum
estradiol value was < 40 pg/ml and of participants whose maximum estradiol value
was < 40 pg/ml were calculated for each of the five measurement times.

•
Irregular data were handled in the same manner as described for NET values (Section H.
Serum NET level analyses [b.]).
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Estradiol results were classified as corresponding to a specific measurement timepoint as
described for progesterone values (Section I. Serum progesterone level analyses).

K. Bleeding analyses

All participants were asked to keep bleeding diary cards from the date of the preadmission
visit (one menstrual cycle before pellet insertion) through the Month 24 postinsertion. For
participants who discontinued before 24 months, data collection stopped the day before
discontinuation or removal, whichever came first. (Because of a coding error, in one
participant [PON 952/17], the data from the day of discontinuation was included in the
analysis.) Data collected after participants started alternate contraception, including steroids,
were included in the analysis. On each day, participants recorded either no bleeding, spotting
(no sanitary protection needed) or bleeding. For these analysis, spotting was considered the
same as bleeding. Only one code could be recorded on each day. The analyses of these data
used the reference-period approach most recommended by WHOt

• Data obtained after
removal were excluded from the analysis.

1. Reference periods: The bleeding diaries were analyzed for consecutive 90-day reference
periods for the study duration (through 719 days [approximately Month 24]). Only reference
periods of at least 60 consecutive days contributed to the 90-day reference period analyses.
No adjustments were made 'When calculating the indices for reference periods less than 90
days.

2. Events for analysis: Three events of interest to the analysis were defined as:

• bleeding/spotting episode: any set of one or more bleeding or spotting days
(either consecutive or separated by only one bleeding-free day) bounded on each
end by two or more days free from bleeding or spotting.

• bleeding/spotting-free interval: any set of two or more consecutive bleeding-free
or spotting-free days bounded by bleeding or spotting days.

• bleeding segment: one bleeding episode plus the immediately following bleeding
free interval.

These events are called episodes, intervals, and segments below.

3. Assignment of events to reference periods: If an event began in one reference period but
ended in the subsequent reference period it was considered a truncated event. The entire
length of a truncated event was counted in the reference period in which it began, with the

World Health Organization Special Programme of Research, Development and Research Training in Human
Reproduction. The analysis of vaginal bleeding patterns induced by fertility regulating methods. Contraception.
1986;34:253-260.
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following exception. An event lasting more than twice the reference period length (2:: 180
days) was assigned a length of 90 days in the analysis for the reference period in which it
began and in the next reference period. If an episode or interval lasted more than three times
the length of the reference period (2:: 270 days) it was assigned a length of 90 in the reference
period in which it began and in the next two reference periods, and so on. If a participant
began treatment during a truncated event then those data were considered part of the
pretreatment period and were excluded from analysis.

Incomplete events were events that began before the fIrst day covered by the bleeding diaries
or an event that ended after the last day covered by the bleeding diaries. Episodes and
intervals that were part of an incomplete bleeding se~ent that were less than 30 days long
were excluded from the analysis. This may have resulted in a participant's last complete
episode or their last incomplete interval being excluded from the analysis.

4. Missing values: Missing data for one or two consecutive days were considered to have the
same bleeding pattern as the day before the missing day or days. If there were missing values
on three or more days in a row, all of the participant's bleeding data from that date onward
were excluded from the bleeding analysis.

5. Clinically important bleeding patterns: The percentage of participants in each reference
period who had each of the following clinically important bleeding patterns was calculated:

a. amenorrhea: no episodes

b. prolonged bleeding: at least one episode lasting 10 days or longer

c. frequent bleeding: more than four episodes

d. infrequent bleeding: only one episode

e. irregular bleeding: range of length of intervals exceeding 17 days

These bleeding patterns are not mutually exclusive; a single woman might have more than
one pattern during a particular reference period.

L. Analyses of other laboratory measurements

Laboratory tests were performed according to the schedule presented in Appendix I. The
following analyses were performed:

1. Lipids and blood glucose
a. Mean values for each measurement (total cholesterol, triglycerides, HDL

cholesterol, lDL cholesterol, HDL/total cholesterol ratio, and glucose) at pre
admission and semiannually thereafter were calculated for each treatment group.
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b. The difference between the mean values at preadmission and each semiannual visit
was tested to see if there was a statistically significant change in mean levels since
baseline. The assumption of nonnality was tested using the Shapiro-Wilk test.
Comparisons were performed using a paired t-test when the assumption of
normality was satisfied. The Wilcoxon signed rank: test was used when the
assumption of normality was rejected. A p-value < .05 was declared statistically
significant.

c. Graphs were produced showing the mean percent change over time in each group.

2. Out-of-range values for all laboratory measures
a. The number and percent of participants to have out-of- range results in any test at

each scheduled measurement point, during the first 24 months of the study or after
24 months were calculated. Any participant with multiple out-of-range values for a
clinical measure in a time period was counted only once for that time period. The
normal ranges used for all of these clinical measures are in Appendix Ill.

3. Pap smears
a. The number and percent of participants to have a Pap smear showing any

abnormality were calculated.

Data obtained on or after pellet removal and on or after participants started on other steroids
were excluded from the analysis. To classify laboratory results as 6, 12, 18, or 24-month
measurements, the same follow-up time periods provided in Section C. Duration of follow
up analyses were used. Multiple values in the same time period were handled as follows:

1. Baseline results: The value closest to 30 days before insertion was used. If two
values were equally close to 30 days before insertion, then these two values were
averaged.

2. Results obtained after admission: Multiple values for a given participant in the
same time period were averaged, and the average value was used in the calculation
of means among all participants in that time period. However, all recorded values
were considered in the determination of the number of participants ever to have an
out-of-range result.

M. Analyses of clinical observations

Each participant's weight, blood pressure, and pulse were measured before admission and at
each quarterly follow-up visit.

The following analyses were perfonned for weight and blood pressure:

1. The mean value of each parameter at each scheduled measurement point and the
differences between mean values before admission and at each quarterly visit
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thereafter were calculated using the same procedures described above for lipids and
blood glucose (Section L. Analyses of other laboratory measurements).

2. Graphs of the mean percent change over time were produced for blood pressure
and weight.

3. The number of participants who had a systolic blood pressure < ISS rom Hg or a
diastolic pressure < 95 rom Hg was calculated.

Values for these results were classified into quarterly visit windows using the follow-up time
periods defined in Section C. Duration of follow-up analyses. Multiple values in the same
time period were handled as described above for Section L. Analyses of other laboratory
measurements. Data obtained on or after pellet removal and on or after participants started
on other steroids were excluded from these analyses.

N. Insertion and removal analyses

A clinical summary of pellet insertion and removal was done. For removals, the number and
percent of participants who underwent removal procedures, the duration of procedures, the
number and length of required incisions, and the condition of the pellets upon removal also
was summarized

O. Adverse events analyses

Information on all adverse events (AEs) participants reported during the study with onset on
or before 35 days after pellet removal was recorded as the AEs were detected by the
investigators. AEs that continued over multiple follow-up visits were recorded at each visit.
Each AE wa:s evaluated for seriousness, severity, how likely it was to be related to the study
product, and whether or not it was expected. Serious events were defined as any that required
hospitalization or that were fatal, life threatening, permanently disabling, a product overdose
or cancer. Severity was rated either mild, moderate, or severe; and relatedness was rated
either not related, probably not related, possibly related, or probably related. Investigators
were instruetal to determine expectedness according to whether or not the condition was
listed in the mvestigators' Brochure. Because severity and relatedness were rated using the
investigat<mi" iudgment, ratings were not always consistent for the same condition in different
participan1tS:, 8d they may have changed as a condition progressed in a single participant. For
example, "o-ian cyst" might have been considered related in one participant but not in
another; itt::a1OO might have been considered related when first detected, but not a month later
in the same .JPI1.1ticipant.

Adverse eveDiS as reported by the investigator were recoded to standardized preferred
terminology:w.ng a computerized medical dictionary developed at PHI. Data on all reported
AEs that «ID1m"ed during the study or within 35 days after pellet removal were summarized
by body~ and preferred term for each treatment group. The number and percent of
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participants who ever had any AE in each treatment group, who ever had any AE in a body
system, and who ever had each specific condition were calculated. Separate tables were
provided for those AEs that were probably related to the study product, possibly related to the
study product, and serious and/or unexpected. Data listings were provided for each of these
analyses by body system and preferred term for each treatment group. Each unique AE for
each participant, as determined by date of onset, is presented once in these listings.

In these analyses, if a participant had more than one condition in a body system, she
contributed only once to the total number of participants who ever had AEs in that body
system. Similarly, if a participant reported a specific condition more than once during the
study, she contributed only once to the total number of participants who ever had that
condition. For example, a participant with an ovarian cyst and a urinary tract infection would
be included only once in the number of participants with urogenital system problems, but
would be counted once for each of the two separate conditions within that body system.
Similarly, a participant who had two urinary tract infections during the study would be
included only once in the number of participants who ever had a urinary tract infection.
(However, both events would be included in the accompanying listing.)

For the analyses, the severity and relatedness of each AE was considered to be the highest
degree of severity seriousness, or relatedness ever reported for that AE in that participant. If
an AE was ever reported as unexpected, it was considered to be unexpected. The study month
in which the AE occurred was determined by subtracting the insertion date from the onset
date, dividing by 30.5, truncating this value, and adding one.

Some participants had ongoing AEs after discontinuing from the study. After study closeout,
an attempt was made to determine the final outcome of these AEs, and the results of this
effort are presented.
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APPENDIX ill Analytical Laboratory Information

• A. Laboratory Analyses

The following laboratories were used to process study specimens:

-NET, estradiol, and progesterone analyses:
Hormone Assay Laboratory
The Jones Institute for Reproductive Medicine
Eastern Virginia Medical School
855 W. Brambleton Avenue, Suite E, Norfolk, VA 23511

-Serum lipid analyses:
Smith Kline Beecham, File #91514, Los Angeles, CA 90074

-Serum chemistry (SMAC) hematology, the center's urine analyses
Center 952 - Cornell University Hospital Laboratory, New York, NY
Center 908 - Smith Kline Beecham, Los Angeles, CA 90074

Pap smears:
Center 952 - Cornell University Hospital Laboratory, New York, NY
Center 908 - DePaul Hospital Laboratory, Norfolk, VA

Pregnancy tests:
performed at each clinic.

B. Steroid analyses

• Serum concentrations of progesterone, estradiol, and NET were determined by
radioimmunoassay. The progesterone and estradiol assays were performed with double
antibody procedures commercially available from ICN Biomedicals, Inc. (Costa Mesa, CA).
The intra-assay (average) and inter-assay coefficients of variation for the midrange of the
assays were respectively 6% and 7% for progesterone and 8% and 11% for estradiol. The
sensitivities of the assays were 0.2 ng/ml for progesterone and 10 pg/ml for estradiol. The
NET determinations were performed using a single antibody procedure. The antibody (anti
NET, WHO matched reagent, lot k3627), the reference preparation (Sigma NET no. N6384,
lot 33F6215), and tritiated NET were provided by the World Health Organization. Tritiated
NET was also obtained from Hazleton Laboratories, Vienna, VA. For the NET assay, serum
samples were extracted with diethyl ether. Specimens, controls, and reference standard were
incubated overnight with the antibody and tritiated NET. The assay was terminated by the
addition of a charcoal suspension. The intra-assay (average) and inter-assay coefficients of
variation were 6% and 13%, respectively, for the midrange of the assay. The sensitivity of the
assay was 0.112 ng/ml.
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C. Laboratory normal reference values

Following are nonnal reference values for serum lipid, chemistry (SMAC), hematology, and
urinalysis tests obtained at admission.

Laboratory test Center 908 Center 952

Lipids (mg/dl)
Total cholesterol <200 <200
HDL >55 >55
LDL <130 <130
Triglycerides 20-150 20-150

SMAC
Glucose (mg/dl) 70-115 65-115
LDH-340 (mU/ml) 0-250 110-250
SGOT-340 (AST) (mU/ml) 0-50 1.0-40.0
SGPT (mU/ml) 0-55 1.0-50.0
Alkaline phosphatase (mU/ml) 20-140 31-125
Total bilirubin (mg/dl) 0.2-1.4 0.2-1.3
Creatinine (mg/dl) 0.7-1.4 0.6-1.1
Sodium (meq/l) 135-148 134-143

• Potassium (meq/l) 3.5-5.3 3.5-5.2
Chloride (meq/l) 95-110 96-107
Calcium (mg/dl) 8.5-10.6 8.6-10.0
Phosphorus (mg/dl) 2.5-4.5 2.30-4.60
Total protein (gm/dl) 6.0-8.5 6.4-8.0
Albumin (gm/dl) 3.2-5.5 3.70-4.80

Hematology
Hemoglobin (g/dl) 12.0-15.6 11.9-15.8
White blood cell count (x 103/cmm) 3.8-10.1 3.9-11.4

Urinalysis
Specific gravity 1.001-1.035 1.001-1.035
Protein Negative Negative
pH 4.6-8.0 5-8
Ketones Negative Negative
Glucose Negative Negative
Bilirubin Negative Negative
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1. Ih"TRODUCTION

Norethindrone (NET) pellet implants are composed of norethindrone and
cholesterol compressed and heated in an automated process to form pellets
the size of a grain of rice. Pellets implanted subdermally are expected to
release norethindrone over 12-18 months and totally biodegrade within
approximately 15-20 months.

Phase I and II trials conducted in 1980-83 showed that with four pellets,
made by a manual process, no pregnancies occurred in 170 women-months of
use. There were no major safety problems and there were no clinically
significant changes in laboratory values.

A Phase I stUdy in 1988-B9 with 4 of the manufactured pellets showed no /
safety problems but the blood levels of norethindrone were not great enough
to sustain contraceptive effectiveness through 12 months of use. Although
the pellets do not need to be removed at the end of their duration of
action, these studies showed they can be removed when desired. Menstrual
disturbances were a common side effect resulting from the use of NET
pellets. This side effect is common to the use of all progestogen-only
agents for contraception. Please refer to the NET pellet Investigator's
Brochure for a complete s~~ary of known inforrration.

II. OBJECTIVES

This study is designed to assess the serum levels of norethindrone,
progesterone and estradiol, serum chemistry effects and any adverse
experiences following insertion of one of two groups of norethindrone
pellet implants. The two groups differ in number of pellets inserted and
in the size of the pellets. Secondarily, the groups will be compared.

III. INS'l'ITU!10NJ;.L REVIEW

This study has received approval from the Protection of Human Subjects
Committee of FarrJly Health International (FHl). The Principal Investigator
must provide FHI with written documentation that the study protocol and
informed consent forms have been approved by an appropriate local ethics
review committee.

IV. INFO~v.!D CONSEh"T

The risks and benefits of study participation will be explained to each
prospective subject by the Principal Investigator or appointed research
sta!f. Each subject will read a copy of the Consent Form (Appendix A),
which explains the reasons for the study, the way in which it will be
conducted and potential risks and benefits of her participation. if the
subject agr~es to participate, she must acknowledge infc~ed consent by
signing the Cons~nt Fcrrri. A copy of the Co~sen: ferm will be given to ea=h
study participant. The signed consent fo~~ will be kept on file by the
Principal Investigator for at least two years after approval of a New Drug
Application submitted to the USFDA, or until such time as the Principal
Investigater officially releases all study files to FBl.
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V. NUMBER or SUBJECTS

Forty volunteers will enroll in the study with 20 each at two clinics, and,
at each clinic, 10 in each of the two treatment groups. (See Appendix K
for sample size justification).

Vl. DURATION OF STUDY

Each subject will be in the study for up to 24 months.

VlI. STUDY PRODUCT

Two treatments will be evaluated: Groups D and E. (Groups A, B, and C were
evaluated in an earlier study and will not be evaluated further). Group D
will consist of four pelle in diameter. Group D will
contain a mean total dose 168 mg NET. Group E will consist of five
p~s, each 3.0 rom in diameter. will contain a mean total dose
o 25 mg NET. For both treatments each pellet will be B rom long, and
con ain 85% norethindrone and 15% cholesterol by weight. Each dose of
pellets will be packed in a sterile, disposable trocar.

VIII. SUBJECT SELECTION CRITERIA

After each worr~n has been informed of the purpose of the study, the
follo~ing a~~lssion criteria will be used to determine her eligibility to
participate in the study. An A~~ssion Criteria Check List (Appendix C)
will be completed for each worr~n being considered for involvement in the
study.

Inclusion Criteria

A woman must meet all the following criteria in order to enter the study:

1. Age 18-35 years

2. Sexually active with regular coitus

3. Weight of 95-170 Ibs, with deviation no more than 15% from ideal weight
(see Appendix F)

4. Regular menstrual periods (at least 25 days and no more than 35 days
between starting one period and the next)

5. No~~l physical exarrlnation and laboratory screening
\

This screening will be perfooned no more than 30 days prior to entry
into the atudy.

Tests will include the follo~ing:

, .
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• Blood Chemistry: fasting blood glucose, cholesterol, trig1ycerides, EDL
and LOL, LDR, SGOT, SGPT, alkaline phosphatase, total bilirubin,
creatinine, sodium, potassium, chloride, calcium, phosphorus, total
protein and albumin.

Bematology: hemoglobin, total white blood cell count.

Urinalysis: routine urinalysis (Clinitest strip or equivalent) •
Microscopic examination may be waived unless clinically indicated.

Abno~ lab values. A clinically significant abnormal value in any
laboratory procedure must be repeated, but only if the patient continues
to be considered for inclusion in the study. A second significantly
abnormal value will disqualify the subject from the study unless, in the
opinion of the investigator, the abnormality: 1) is consistent with the
subject's condition or past medical history, 2) does not jeopardize ber
health, 3) is not related to any contraindication for oral
contraceptives, and 4) will not compromise the study results.

!bnom.a1 values significant for exclusion from study participation or
discontinuation will be reported to the patient.

6. Nor-mal or rr~ldly abnormal Pap smear (Class I or IIa) at admission. This
procedure rr~y be waived if a normal Pap smear (Class I only) has been
documen~ed at the study site within 6 months prior to admission.

Subjects whose Papanicolaou smear results are returned with abnormal
findings (Class lIb, III or IV) should not be included in the trial and
should be referred for treatment.

7. Freely consents to participate in the stUdy.

8. Agrees to rely exclusively upon the norethindrone implant contraceptive
as her only method of contraception for the first 13 months after
a~~ssion, unless advised otherwise by the investigator.

9. Negative pregnancy test (Investigators will use a test with a
sensitivity of <0.4 10 RCG/ml).

Exclusion Criteria

A woman cannot enter the study if any of the following criteria exist at
study initiation:

1. 'Y.nown or suspected pregnancy

2. History or evidence of infertility or sterilization

3. History or evidence of thrombophlebitis or thromboerreolic disorders
t

4. History or evidence of cerebrovascular or coronary artery disease

Page 3
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5. Frequent and severe headaches, including migraine headaches

6. Hypertension (systolic >150 mm Hg or diastolic >90 mm Hg)

7. Diabetes

8. Epilepsy

9. Active gallbladder, liver or renal disease in past 6 months

10. Benign or malignant liver tumor

11. Known or suspected breast cancer or cancer of reproductive organs

12. Undiagnosed vaginal bleeding

13. Hemoglobin <11.0 grams/dl

14. SGOT or LDH or alkaline phosphatase> 2 times the upper limit of normal

15. Total cholesterol > 240 mg/dl, or HOL < 35 mg/dl

16. Elective surgery requiring immobili%a~ion planned during study period

17. Breastfeeding a child

18. Previous hysterectomy

19. Participation in a research study involving an experimental medication
in last 3 months

20. Other contraindications t.o the use of oral contraceptives

21. Use of rifampin, ampicillin, Amoxicillin, griseofulvin, barbiturates,
or phenytoin currently or within the last 30 days

22. Use of any exogenous hormonal preparation chronically or in the last 30
days

23. Use of oral contraceptives or other hormonal contraceptives during the
m~nstrual cycle prior to pellet insertion (a spontaneous menstruation
must occur 25 or more days after the pill has been discontinued before
the subject can have pellets inserted)

IX. STUDY PLAN

A. Stud\' Desion

This'is an open label, randomized study of two doses of NtT pellet
subder.rnal implants, conducted at two centers. Forty volunteers (twenty at

...
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• each center) ~ill be randomly allocated to one of two treatment groups (D
or E). Group D will receive 4 pellets of 2.75 rom diameter, each S mrn long.
Group E will receive 5 pellets of 3.0 mm diameter, each B mm long. There
~ill be 20 subjects in each of the 2 groups. This study will measure the
plasma levels of norethindrone, progesterone and estradiol in subjects
prior to and following insertion of the NtT pellet implant.

B. Preadmission Visit

The preadmission visit will take place one menstrual cycle prior to .
insertion of the pellets (the admission visit), and will oceur no more than
five days after onset of menses. The patient order number (PON) which
identifies each subject on the case report forms will ~ be assigned at
this visit, but will be assigned at the admission visit.

Upon giving informed consent each subject will receive a general physical
and have her medical history taken. This visit constitutes the beginning
of the run-in cycle (described in Section C). A pelvic and breast exam
must be completed sometime during the run-in cycle, with results known
prior to pellet insertion.

Pill users: Potential subjects who are using oral contraceptives will have
their preadmission visit scheduled during their withdrawal bleed (following
the usual 21 day active pill cycle), and will stop pill use at that time.
They will be counseled regarding an appropriate non-steroid contraceptive
method during the run-in cycle. The run-in cycle will last until a
spontaneous menses occurs at least 25 days after the pill is stopped.

Baseline lab tests. Blood draws for baseline lab tests must be done no
more than 30 days prier to the admission visit. The results of the
baseline lab tests must be reviewed prior to admission. The following
baseline lab tests may be done at the preadmission visit, but if it is
likely the subject will not menstruate ~ithin the next 30 days the tests
may be put off to a later date, when the subject returns for one of the
run-in cycle progesterone and estradiol blood draws.

1) Papanicolaou smear (unless done within the prior six months),
2) hemoglobin,
3) white blood cell count,
4) S~.AC,

5) urinalysis,
6) lipid panel (sent to SmithKline BioScience Laboratories).

Please note that the baseline test for serum NtT concentration is to be
aone at the adrrdssion visit, prior to pellet insertion.

Sample procedures. Blood samples for hematology (5~) and SMAC (10~)

will be drawn from fasting women (all women will fast overnight before the
blood samples are dra~n). After the pellets are inserted, all blood samples
must be dra~~ from the arm contralateral to the a=m with the implants.

Page 5
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Procedures for taking blood and urine are given in Appendix G. All test
results must be reviewed by the Investigator before insertion of the NET
pellet implants. The patient will be informed if any lab tests done at
preadmission or during the study indicate a possible health problem.

Bleeding calendars. Women will be asked to complete bleeding calendars
(Daily Bleeding Record) during each month of the study beginning with the
preadmission visit.

The admission visit (for pellet insertion) should be tentatively scheduled
at this time based on the expected next menses of the subject.

C. Run-in Cvc1e

Serum Progesterone/Estradiol levels. Starting with the preadmission visit
on day 1 to 5 of the menstrual cycle, subjects will return 2 times a week
to have blood samples (10 mI) drawn for progesterone (P) and estradiol (E

2
)

levels. There will be no fewer than 2 days and no more than 4 days between
blood sa~ling. If any of the above preadmission labs are found to exclude
the subject from the study, she will be notified and no further blood
samples for P or E

2
will be drawn.

A blood sa~ple for baseline serum NET concentration will be dra~n in the
week prior to insertion, at the same time as one of the samples for P and
£2'

D. A~~ission Visit: Insertion of Pellets

For women wishing to participate in the study, the adrrission visit will be
scheduled between days 3 and 6 of their first menses following the run-in
cycle. On the day of admission, but prior to having the pellets inserted
each subject will:

1) be given a pregnancy test
2} have blood dra~n for serum NET level (to be sent to CONRAD lab)

Also, before entering the study, each subject must be documented to have:

1) normal lab results (as specified in Item 5 of the inclusion criteria)
2) negative pregnancy test
3) Class 1 or l1a Pap smear
4) met all other study entry criteria
S} been provided with instructions about study participation

\
~he insertion procedure is described in Appendix B.

Patient Order Number. Each subject will receive her stUdy identification
number, the Patient Order Number (PON), at the admission visit. Computer
generated ~ealed envelopes will be provided with the study PONs printed in
chronological order on the outside. These envelopes will reveal the
treatment' group assigned to each PON. The numbers will be assigned in
numeric sequence. If a woman is later discontinued for any reason, her PON
will not be reissued. The next woman entering the trial will be assigned
the next available patient order number.
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FODmS to be Completed. The Admission Form, Admission Medical and Surgical
Diagnoses Form, and Concomitant Medication Form (see Appendix D) will be
completed at the time of insertion. The Laboratory Test Results Form,
Serum NET Results Form, Progesterone and Estradiol Results Form and Urine
Test Results Form will be completed for each blood or urine sample that was
collected at or prior to the admission visit.

Master Log. A confidential master log of study participant names,
addresses, phone numbers, clinic file numbers and study patient order
numbers will be maintained by the clinic. All patient discontinuations
will be noted in this log to facilitate study status review.

Follow-up appointments will be given to the wo~~n at the time of the first
insertion.

E. Fellow-up Lab and Clinic Visits

Follow-up Clinic Visits. All subjects will be scheduled to return for
follow-up clinic visits on a quarterly basis at 3, 6, 9, 12, 15, 18, 21 and
24 months after the insertion. Subjects will be asked to bring completed
daily bleeding record forms to each visit. A pregnancy test will be
a~Jnistered, and pUlse, blood pressure and weight will be taken at each
visit. Pelvic and breast exams will be given at the 6, 12, 18 and 24 month
visits.

NET Levels. Subjects will return for lab visits to have a 5 m1 blood sample
drawn for ser~~ NtT levels from the same a~, 24 hours (1 day) later and at
1 week after insertion, then monthly thereafter for up to 24 months until
NET levels drop to < 0.3 ng/ml. At that point, they will return once every
three months until tvo NET levels are < 0.1 ng/ml. If a subject has her
pellets removed, she-wil1 be requested to return for blood samples 2-4
weeks post-removal to determine serum NET levels.

Pregnancy Tests. Urine pregnancy tests will be done monthly at the visit
for the NET level blood sample.

Resumption of Alternate Contraception. All subjects ",ill begin use of a
contraceptive beginning 13 months after admission. However, if serum NET
levels fall below 0.3 ng/ml, regardless of time in the study, Subjects
should be advised to use an alternate contraceptive method. If OCs are
used, the progestin component must not be norethindrone (e.g.
levonorgestrel).

Bgb,'SMAC and Lipids. A 15 ml blood sample will be dralo.-rl every six months
at the clinic follow-up visit for hematologic, modified S~AC and lipid
(txig1yceride, total cholesterol, HDL and LDL) tests. The visits at which
this will occur are the preadrr~ssion, 6, 12, 18 and 24 month visits. All
women will fast overnicht before these 15 nU sam~les are drawn.. .
Serum Progesterone/Estradiol Levels. Following the preadmission and the 9,
12, 15 and 18 month follow-up visits, women will return two times a week
for one month to have blood samples (10 ml) drawn for progesterone and
estradiol assays. However, subjects will not return for blood sampling
once serum NET levels are documented to be at or below 0.1 ng/ml.

Page 7
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Urinalysis. A urinalysis will be performed at the preadmission and
terrr~nation visits.

Pap ~est. "A Pap test will be administered at preadmission, the 12 month
and the 24 month visit.

Appendix B shows the laboratory test schedule in detail.

Subject Complaints. At each quarterly clinic follow-up visit, subjects will
be questioned about any perceived discomfort, as well as any other symptoms
or events they experience. Subjects sbould not be asked about specific
symptoms or events, but sbould be encouraged to volunteer any complaints.
The reporting of all complaints, regardless of severity, will be indicated
on the Follow-up Form and recorded in detail on the Adverse Experience Form
(Section X. Adverse Experiences).

~dication. If the subject received any prescribed medication or therapy
for any reason since the last contact, this will be indicated on the
Follow-up Form and described in detail on the Concomitant Medication Form.
The Concomitant Medication Form will not be sent to FHI until the patient
has completed or been discontinued from the study.

Treatment for Vaginal Bleeding. If a worr~n is treated with hormones or
surgery for bleeding, she must be discontinued from the study at the time
treatment begins. In addition, the course of treatments and outcome must be
fully documented.

User Opinion Questionnaires. At the 6 month, 18 month, and termination
visit all subjects will be asked to complete a User Opinion Questionnaire.

F. Discontinuation from the Study

Women will be discontinued from the study and their implants removed for
. any of the following reasons:

1) they become pregnant (pregnancy will be followed and outcome reported)
2) the Principal Investigator feels it is in the subject's best clinical

interest
3) treatment is necessary for vaginal bleeding
4) at the Principal Investigator's discretion because of poor compliance

with protocol
5) they choose to discontinue for any reason after appropriate counseling
6) their serum NET concentration is <0.1 ng/rnl on two measurements (at

which point they will have completed the study).

If any of the reasons for initial exclusion of patients from the stUdy
occur during the course of the study, the continuation of the patient will
be discussed between the investigator and FRI.

t

In addition, patients who are lost to follow-up will be considered
discontinued from the study (see section H).
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Reasons fo~ study discontinuation must be fully documented for each woman.

A Follow-up Form, Removal Form (if applicable) and Discontinuation Form
must be cqmpleted for all subjects discontinuing from the study. All exams
and lab tests scheduled for the 24 month visit should be completed for all
early discontinuation visits. In addition, the subject will be asked to
return for blood sampling 2 to 4 weeks after implant removal to determine
serum NET levels.

If pregnancy rates over the course of the study are higher than expected,
the study may be terminated according to criteria described in Appendix L.

G. Removal of Pellets

The investigator will remove the pellets following the protocol provided by
Endocon for handling and shipment of the pellets.~A Follow-up Form,
Removal Form and Discontinuation Form (Appendix D) will be completed for
the subject. The subject will be given a general physical pelvic and
breast exam. Elood will be drawn (10 ml) for a modified sv~.C and herr~tology

profile. A routine urinalysis and a pregnancy test will be done.

The subject will be requested to return for blood samples 2-4 weeks
post-removal to determine serum NET levels.

H. Lost to Follow-up

If a subject fails to return for a scheduled follow-up visit, at least
three attempts must be made to contact the subject by phone to encourage
her to come in to the clinic. If the subject cannot be contacted or fails
to return to the clinic despite being contacted, a certified letter
(eA~laining the risks of not returning) will be sent to her at her last

kno"'"D address. Subjects wbo cannot be contacted will be considered lost to
follow-up if two consecutive quarterly follow-up visits are JDissed. A
Discontinuation Form will be completed.

I. Laboratory Evaluation

HET, P, £2' For the NET, P and E analysis, the serum samples (5 ml) must
be sent under dry ice to: Mary Beth Southern; The CONR.l.D Program; The
Jones Institute Research Laboratories; Room A-l1; Eastern Virginia Medical
School; 855 W. Erarr~leton Ave., Suite E; Norfolk, VA 23510.

Each,vial will be labeled with indelible ink indicating the center number
and patient's study number, and date that blood sample was collected
(Appenciix G) •

Results will be reported to FBI and the Investigator directly from the
laboratory.
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Lipids. For lipid studies, serum samples (5 ml) will be picked up at the
study site by SmithKline BioScience Laboratories of Van Nuys, California
(Appendix G). Results ~ill be reported on the Lipid Profile Results Form
(Appendix D) •

The study center will perform the remaining laboratory tests on each blood
and urine sample and report results to FBI on the appropriate forms
(Appendix D) •

J. Product SUDPlies.

The clinical investigator is responsible for keeping an accurate inventory
of the NET pellet implants used in this study. Each implant set ~ill be
labeled ~ith dosage, manufacturer and package number. This number will be
recorded cn the Insertion Form. The NET pellet implant sets must be kept
in a secure area with limited access. Instructions for storing the product
are given in Appendix I.

The package n~~er of each ~~T pellet implant set dispensed will be
recorded on the Drug Inventory Control Form (Appendix E), identifying the
subject who received it.

A dispensing record must also be kept of all pregnancy test kits supplied
by FRI.

X. AD\~RSE EXPERIENCES

Each worr~n will be advised to contact the investigator (or study
coordinator) immediately if she has any medical problems during the course
of this study.

All adverse experiences occurring during this study will be recorded on the
Adverse Experience FODm (Appendix D). Each sign or symptom reported will
be graded on a 3 point scale (mild, moderate, or severe). The resolution
(and date resolved) or continuation of each adverse e4lPerience will also be
noted on the Adverse Experience Form.

The Investigator will discern whether or not the adverse experience is
considered serious. The follo~ing reasons require classification as
serious:

1) the event ~as fatal or life-threatening:
2} the event per~manently disabled the subject;
\3) the subject re~~ired inpatient hospitalization:
4} the event ~as the occurrence of cancer of any type:
S) - the event was an overdose of the study product:
6) the event was an occurrence of a congenital anomaly in an infant

conceived during the study.

The Inveptigator will discern whether or not the adverse experience is
considered unexpected. Any event not identified in nature, severity, or
frequency in the Investigator Brochure must be classified as unexpected.

Page 10
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The Investigator must attempt to explain each adverse experience and its
relationship to the product(s) under investigation. The following criteria
are to be used for determining the relationship of adverse experiences to
the investigational product:

NOT RE~. This category applies to those adverse experiences Which,
after careful medical consideration, are clearly felt to be due to
extraneous causes (disease, environment, etc.) unrelated to the product
under investigation.

PROBABLY NOT RELA!'ED. This category applies to those adveue experiences
which, after careful medical consideration, are felt unlikely to be related
to the product under investigation with near certainty. An adverse
experience can be considered ftprobably not related ft if: it does not follow
a reasonable temporal sequence from exposure to the product under
investigation; it could readily have been a result of the subject's
clinical state, environmental or toxic factors, or other modes of therapy
administered to the subjec~; it does not reappear or worsen upon
Ie-exposure to the product.

POSSIBLY RELATED. This category applies to those adverse e4~eriences

which, after careful medical consideration, are felt unlikely to be related
to the product under investigation, although the possibility cannot be
ruled out with certainty. An adverse experience can be considered
·possibly related ft if: it follows a reasonable temporal sequence from
exposure to the product under investigation, but it could readily have been
a result of the subject's clinical state, environmental or toxic factors,
or other modes of therapy administered to the subject; it mayor may not
follow a know response pattern to the product under investigation.

PROBABLY RELATED. This category applies to those adverse experiences
which, after careful medical consideration, are felt with a high degree of
certainty to be related to the product under investigation. An adverse
experience can be considered ·probably related· if: it follows a reasonable
temporal sequence from exposure to the product under investigation; it
could not be reasonably explained by the known characteristics of the
subject's clinical state, environmental or toxic factors, or other modes of
therapy adrrinistered to the subject; it disappears or decreases upon
cessation of exposure or reduction in dose (there are exceptions when an
adverse experience does not disappear upon cessation of exposure, yet
relatedness clearly exists): it follows a know pattern of response to the
suspected product under investigation.

•

.0'
•• 0.... ,,:.•
..,..
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ADy 1) fatal, 2) life-threatening, 3) serious and unexpected reaction, or
4) unusual frequency of reactions, even though they may not appear to be
related to the product under investigation, vill be reported prClDptly by
telephone~ telex, fax or cable notification to:

Gary S. Grubb, MD
Associate Medical Director, Clinical Trials
FAMILY HE1'.LTH INTERNATIONAL
P.O. Box 13950
Research Triangle Park, NC 27709

Telephone: 919-544-7040 (FBI office) or

or

Roberto Rivera, M.D.
Clinical Trials
FJ<"MILY BEJ;.LTH INTERNATIONAl.
P.O. Box 13950
Research Triangle Park, NC 27709

Telephone: 919-544-7040 (FBI office) or

If neither of the above persons can be reached, send notification
to FBI using the following numbers:

Telex: 579442

FAX: 919-544-7261

Cable: FA!'1HEA!.TH

Prelirr~nary reports of deaths or severe or unusual adverse experiences ~i11

be followed by detailed descriptions on the Preliminary Adverse Experience
Notification Fo~ (Appendix M) and will include copies of hospitalization
summaries, pathology reports, operative reports, laboratory reports,
autopsy reports and/or other documents when applicable.

For all adverse experiences, subjects will be followed until the adverse
experience resolves or stabilizes.

Pregnancy. If a subject becomes pregnant, the pellet ~?lants shall be
removed as soon as possible. All pregnancies are to be reported
immediately to rBI by telephone, telex, FAX or cable, and a Pregnancy
Diagnosis form is to be completed and submitted immediately (Appendix D).
Pregnancies will be followed to their conclusion, with outcomes of all
pregnancies reported to FHI on a Pregnancy Outcome Form and on an Infant
Assessment Form when applicable.

rHl/cT/13 March 1991/STUDY t890
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XI. DATA REPORTING AND MONITOI\ING

Copies of all case report forms are included in Appendix D.

A complete 'set of forms printed on NCR paper in triplicate will be supplied
to the investigator. 'l'be original and the yellow copy of each CClDpleted
fOIm will be submitted to FHI monthly for processing and analysis. The pink
copy will be retained in the participant's study file, which will be kept
at the clinic.

Any forms or other doc~~entation sent to FE! should have the patient's name
and other identifying information removed. Subjects will be identified at
FBI solely by the combination of center number, study number, patient order
number and admission form number.

Changes on Fo~. It is an FDA requirement that the copy on file at FHI
and on file at the center match in every detail. Therefore, no changes may
be made on one that do not appear on the other. All corrections made to
the forms b~fore sending them to FEI must be made on all copies, with each
correction dated and initialed by the investigator or sub-investigator
(listed on the FDA 1572 form). The study coordinator may make corrections
to the forms if done so before they are reviewed and signed by the
investigator or sub-investigator; these changes must also be dated and
initialed.

~~en an error is detected on a form received by FEI (e.g., an item left
blank or an inconsistency between dates), a query will be written that
identifies the apparent error and requests a correction or validation of
the submitted infor.rr~tion. The center will receive the white and yellow
copies of the query form, with FEI retaining the pink copy for its records.
The answer will be written onto the query forrr, by an appropriate person at
the center. Each auery must be sicned and dated by the Investiaator or
sub-investicator. The center will retain the yellow copy, attaching it to
the case report form that was the subject of the query. The white copy of
.the query will then be returned to FEI. This process will enable FBI to
legally make a correction to the case report form it has in-house.

Monitoring. To facilitate data coordination and quality assurance during
the course of the study, an FHI clinical monitor will visit the clinic
approximately every 3-6 months during the course of the study to review
source documents and case report forms and help in any way with the
implementation of the study. The FEI Quality Assurance Division will
perform rando~y selected site study audits.

\
XII. SCIEhrylFIC I~TEGR!TY

Concern in the United States about the quality of biomedical and behavioral
research has led to the establishment of re~~lations and guidelines for
handling allegations of scientific misconduct. As a re:ipient of U.S.
Government funding, FEI is obliged to develop policies and procedures that
conform to these regulations. In fact, this requirement does not conflict
with FEI's historic posture with regard to scientific integrity. FEI
continues to exercise its discretion in working ~ith colleagues in the
United States and abroad who maintain similar respect for our profession.

Page 13
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The regulations do establish additional obligations on FHI with respect to
the handling of such information that may come into our hands. This policy
articulates the position that we will maintain should questions arise with
regard to any research with which we are associated.

In addition, the regulations require that we establish procedures that we
will follow in initiating an inquiry, pursuing an investigation if
warranted, and, if necessary, informing a specified circle of authorities
should the situation warrant it.

A copy of this policy and the attendant procedures is available in FBI and
will be made available to you on request (FBI Policy No. 29 and Procedure
No. B).

XIII. RESPONSIBILITIES OF TEE PRINCIPAL INVESTIGATOR

Prior to Study Initiation:

1. Obtain local IRB approval to conduct the project, or inform FHI in
writing, using the ftNotification of Institutional Review Board
Approva1 ft form, that no local lRB is available. FRI's PBSC will then
act as the local IRB.

2. Provide FBI with. written documentation that the study protocol and
informed consent have been approved by the local IRB. Any changes made
to the protocol or to the informed consent must be approved by both the
local IRB and FBI's PBSC prior to implementation .

3. Provide FE! with the m~~e!ship roster of the local Institutional
Review Board (IRB), including member affiliations and qualifications.
Some US centers ~~y have a general assurance n~ber (assigned by the
Department of Health and Buman Services) which satisfies this
requirement.

4. Sign and date the study protocol and return it to FBI. All changes or
revisions to the protocol must be signed, dated and ~intained with the
original protocol.

5. Complete, sign and return to FBI a Statement of Investigator Form (FDA
1572).

6. Provide FBI with a Curriculum Vitae for the Principal Investigator and
each Subinvestigator.

i. Supply FBI with a copy of the current license or certification for all
laboratories used for the study.

,8. Provide normal ranges for all laboratory tests required by the
protocol.

Page 14
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After Study Initiation:

9. Condu~t the study in strict accordance with the protocol.

10. Inform each patient of the risks and benefits of participation in the
study and obtain a properly executed signed informed consent for each
study participant.

11. Instruct each participant to contact the clinic if she suspects she may
be pregnant, or if she experiences any serious experience during the
study.

12. Report all life-threatening, fatal, or serious !E£ unexpected adverse
experiences immediately to the local IRE and FRI's PRSC by telephone,
telex, FAX or cable and by submitting an Adverse Experience FODm.

13. Document every adverse experience on the Adverse Experience Form and
submit it to FRI.

14. Report to the local IRE as re~~ired. The local lRB must assume
continued responsibility for the project and revie~ the research on a
regular basis (at least annually for FDA regulated studies). A final
study s~~a=y report must be presented to the IRE following close out
of the study. A letter from the local IRE must be obtained annually
and sent to FRI stating continued approval of the research.

15. Send copies to FEI of all communications between the Investigator and
the local IRE on issues related to this project.

16. Document and maintain adequate, accurate case reports of all
participants treated with the study product as required at designated
times. Sign each form, assuring the accuracy of data entered on the
case report ferms. Storage and custody of all records is also the
responsibility of the Principal Investigator.

17. Provide FRI with original copies of all completed case report forms
pertaining to the study on at least a monthly basis.

18. Y~ke available for review by FEI staff, FDA personnel, and other
authorized individuals all participant clinical records which relate to
this study. Y~intain records of all site visits ~~de by the above.

19. Ensure confidentiality of all participant records which relate to the
study.

20. Provide appropriate health care or referral for the study participants
throughout the study.
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21. ~~intain a master log of study participants and est~lish a system to
alert clinic personnel to scheduled follow-up contacts. Provide clinic
personnel with a method of contacting participants who do not return
for scpeduled visits.

22. Complete all required laboratory tests in accordance with the protocol
timetable.

23. Answer all FB! data queries in a timely fashion.

24; Supervise the use of the study product in accordance with the protocol.
The investigational drug can only be administered to subjects under the
principal investigator's personal supervision or under the supervision
of the subinvestigator. The product may not be provided to any
personnel not working under the direct supervision of the investigator
or for any purpose other than conducting this study.

25. Store the study product in a secure area with limited access.

26. Maintain adequate records of the receipt and dispcsi~ion of each packet
of inserters and NET pellets, including dates of insertion and removal
probl~~s associated with use.

27. Store and ship all removed pellets following protocol provided by
Endocon, Inc.

After the Studv Concludes:

28. ~eturn to Endocon, Inc. any unused supply of the study product
following completion, discontinuation, ter.rr~nation or suspension of the
study.

29. ~etain copies for all screened and admitted patients of the case report
forms and consent forms at the center for at least two years following
the date a marketing application is approved for the drug or until two
years after the investigation is discontinued and the FDA is notified.
In any case, FHI will notify the Investigator when the two-year period
commences.

XIV. DATA 1>.N1o.J,YSlS

Data analysis will describe the pharmacokinetics of the release of
norethindrone, the occurrence of ovulation indicators (~rocesterone and
estradiol), clinical and laboratory safety measures, va;inal bleeding
profile and acceptability. ~he two treatment groups wi:l be evaluated
separately. Secondarily, the two trea~ents will be co~pared. Details of
the methods of analysis are described in Appendix J.
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• xv. nmSTIGATOP.' S AGREEMENT

As the Principal Investigator responsible for this study, I agree to
conduct the study as described in the above protocol.

Principal Investigator's Signature

Subinvestigator Signature

Subinvestigator Signature

Date

Date

Date

<e, .

Phase I!-A Phar.macokinetic Evaluation of Biodegradable Norethindrone Pellet
1ID:Plants

}f~rch 13, 1991
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Appendix A

INFORMED CONSENT

Name of Study: Phase II-A Pharmacokinetic Evaluation of Biodegradable
Norethindrone Pellet Implants

Principal Investigator:

Reason for the Study

We would like you to be in a research study to find out whether a special
form of norethindrone (called NET for short) in two doses works as a birth
control method. This study has been approved by the ethics review
committees of both Family Health International and this clinic.

NET is a drug which has been widely used in birth control pills. The NET
has been put into pellets, each about the size of a grain of rice which
dissolves slowly after being placed just under the skin in your upper arm.
Both doses should protect against getting pregnant for 13 months and you
will be assigned to get one of the doses. We will measure how much NET is
in your blood during the study. Past studies of a lower dose of the pellet
implants among 35 women showed it is safe.

Because we wa~t to see what happens to the pellets after 13 months, the
study will last for up to 24 months. At this clinic there will be 20 women
taking part in the study. There will be 40 women in the study in total.

If you agree to be in this study you will return often to the clinic. In
your first visit you will have a pelvic exam, breast exam and Pap smear,
and will give a blood sample (no more than 5 teaspoons) to be sure you are
healthy. You will then return twice a week over the ne>.-t month to give a
blood sample (about 2 teaspoons of blood will be taken each ttme). Then
you will have 4 or 5 NET pellets placed in "your arm. Every three months

. you will return to the clinic to answer questions about your health and to
have a checkUp. You will re~urn to the clinic more often than that to give
blood s~~ples. You will be asked to keep a daily record of whether or not
you had bleeding or spotting, and you will be asked how often you have sex.

Once a month you will come to the clinic to give a blood sample (no more
than 1 teaspoon). Also, after your 9 month, 12 month, 15 month and 18
month checkup visit, you will be asked to come in 2" times a week for one
month to give a blood sample (no more than 2 teaspoons). Over the normal
course of the stUdy not more than 1 pint of blood will be taken.

Once the NET in your blood falls below a certain low level, you will stop
giving blood samples.

Each six ~onths you will have a pelvic and breast exam. You will be told if
any of tqe test results are not norrr.al and would affect your health care.

.. FHI/CT/13 ~~rch 1991/STODY .890
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If you decide to be in the study, we ask that you not use any other kind of
birth control for the first 13 months of the study unless the study doctor
suggests you do so. After 13 months you will decide what type of birth
control you would like to use. You will not be able to use the Pill until
after 13 m9nths in the study.

Tell the clinic right away if you take antibiotics or barbiturates since
they may cause the NET pellets to not work as well. Other birth control
can be used in those cases, but the doctor needs to know.

Benefits and Risks

We think that the NET pellet implants will keep most women from getting
pregnant. However, we cannot promise that you will not become pregnant
while in the study. We will give you the NET pellets at no cost while you
are in the study, and we will check your health at each return visit. What
we learn from this study may help to improve the health of others.

~e NET pellet does not protect against sexually transmitted diseases.
Putting the NET pelle~s in your arm ~ay cause some pain and bruising which
may last for a fe~ days. The small cut will be covered with a special
bandage but there will be a srr~ll scar that will later fade away. There is
a small risk of infection and You ~ay feel a small amount of pain or have a
bruise at the place where blood is taken. The NET pellets may change your
periods, causing them to be irregular, eA~ra heavy, extra light, or not to
happen at all for a~hile. You should contact your doctor if you have very
heavy menstrual bleeding. Other side effects which are less likely to
occur include weight gain, dizziness, abdominal discomfort, nausea and
headaches.

You ~~y ask to have the NET pellets removed at any time and you will be
counseled by the clinic staff before the removal. The removal will require
one or two small incisions. There may be some pain and bruising. If the
NtT pellets are removed, the drug will no longer be present in your blood
after three days. There is a srr~ll chance that all of the pellets cannot be

, removed. If all cannot be removed, a lo~ level of ~~T will stay in your
system until the pellets dissolve (about 15-20 months) .

If you should happen to become pregnant while using the NET pellets, the
risk to your baby is not known. An increased risk of birth defects,
including heart and limb defects, has been reported during pregnancy with
the use of sex hormones like those used in birth control pills.

Other Methods of Birth Control

There 'are other methods of birth control available. If you decide not to
be in the study, you may choose any of these other methods so long as you
have no health problems that would cause us to advise against it. You may
discuss these other methods with the clinic staff before deciding to be in
the study.

t
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[phone number) or
[phone number).

_.
Confidentiality

To protect your privacy, for.ms which are sent out pi the clinic will not
show your name. If the results of this study are published, your name will
not be shown. However, as part of this study the staff of Family Health
International and the United States Food and Drug Administration may
sometimes look at your complete medical record which is kept at the clinic.

Compensation

You do not have to be in this study. You will be paid $_ for each
blood sample you give and $ for each checkup visit. You will receive
the payments at the next checkup visit you go to.

If you are sick, or have a health problem because you are in this study,
you will not have to pay for visits to see the study doctor. If you need
more help, we will refer you to other clinics, where you may have to pay.

~aht to Leave the Study

You may leave the study at any time. Also, the doctor may ask you to leave
the study if he or she feels it is best for you, if you are not able to
follow the study procedures or if the study is stopped. ' When you are no
longer in the study, you will still be able to use this clinic. We will
tell you if we learn of something new about the NET pellet implant that
could affect your choice to be in the stUdy. If you want to leave the
study, please tell the doctor or clinic staff Why you wish to leave and
schedule your final study visit to have the NET pellets removed.

Contact for Questions

Please contact if you have any problems or
questions about this s~udy, or about your rights while you are in the
stUdy.

If you get sick, you should phone or come back to the clinic. Also, if you
think you are pregnant at any time during the study, please come back to
see the doctor right away.

If you have a health problem which may be due to the study or any medical
question about the study, please ask

Dr.
Dr.

We will give you a copy of this for.m.
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VOLUNTARY AGREEMENT

I know that I must not use any other method of birth control for the first
13 months ~hat I am in the study unless the doctor tells me ! should. I
know that even if I use this method of birth control there is a chance that
I may get pregnant. If I think I am pregnant, or have any problems while I
am in the study, I will tell the doctor at once. ! know that the study may
help me and other people. The study, as well as its risks and benefits, has
been explained to me. Dr. or Dr. will care
for my health while I am in the study.

The above document describing the benefits, risks and procedures for the
study titled ~Phase II-A Pharmacokinetic Evaluation of Biodegradable
Norethindrone Pellet !mplants ft has been read and explained to me in my
native language. I agree to participate as a volunteer.

Date Signature of Volunteer I Subject's Representative

I certify that the above individual has been explained the nature and
purpose, the po~ential benefits, and possible risks associated with
participating in this research study.

Date Signature of Investigator or Designee Who Obtained Consent

CClDplete this section only when consent is obtained by oral presentation:

1 was present while the above information was presented to

All her questions were answered.

Signature of Witness Date
\

Every aspect of this study outlined in the above document has been fully
explained to the volunteer in her native language. The volunteer has been
given a copy of the form.

•

Sigr.ature of person obtaining consent
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* All weight measurements include 1.4 kg for clothing.
Height is measured without shoes.

** Weight at admission cannot deviate more than 15% from optimal weight.
Acceptable range includes this deviation and 43 to 77 kg overall limit.

Guidelines for body frame: Body frame size is determined by elbow breadth,
the measured space between the two prominent bones on either side of the

(elbow. This measurement should be taken while the aDm is extended and the'
foreaDm is bent upwards at a 90-degree angle. The most accurate
measurement can be obtained by using calipers.

The table below lists measurements for the medimn frame category for women.
A measurement falling below this range would consistute a small frame, a
IDeasurement higher would constitute a large frame.

Appendix F:

Height

(em)

146
148
150
152
154
156
158
160
162
164
166
168
170
172
174
176
178

GUIDELINES FOR BODY WEIGHT

Weight (kg) *

Acceptable Range
Optimal Range For This Study**

Small Medimn Large Small Medimn Large
Frame Frame Frame Frame Frame Frame

46-51 50-55 54-60 43-58 43-63 46-69
47-51 50-56 54-61 43-59 43-64 46-70
47-52 51-57 55-62 43-60 43-66 47-71
48-53 52-58 56-63 43-61 44-67 48-72
49-54 53-59 57-64 43-62 45-68 49-74
49-55 54-60 58-65 43-63 46-69 50-75
50-56 55-61 59-67 43-65 47-70 50-77
51-57 56-62 61-68 44-66 48-72 51-77
53-58 57-63 62-70 45-67 48-73 52-77
54-60 58-65 62-71 46-68 49-74 53-77
55-61 59-66 64-72 46-70 50-75 54-77
56.,.62 60-67 65-74 47-71 51-77 55-77
57-63 61-68 66-75 48-72 52-77 56-77
58-64 62-69 67-76 49-73 53-77 57-77
59-65 63-70 68-78 50-75 54-77 58-77
60-66 65-71 69-79 51-76 55-77 59-77
61-67 66-72 70-80 52-77 56-77 60-77

Height
(inches)

57-58
59-62
63-66
67-70
71

Elbow Breadth
(inches)

2 1/4-2 1/2
2 1/4-2 1/2
2 3/S-2 5/8
2 3/S-2 5/S
2 1/2-2 3/4

Height
(em)

146-149
150-159
160-169
170-179
lS0-lS1

Elbow Breadth
(em)

5.6-6.4
5.S-6.5
5.9-6.6
6.1-6.S
6.2-6.9

Source of data for weight and frame charts: 1983 Metropolitan Height and
Weight Tables. Statistical Bulletin 64:2-9, Jan-Jun 1983.
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APPENDIX G

SPECIMEN PROCESSING INSTRUCTIONS

PROCEDURES FOR HANDLING BLOOD AND URINE SAMPLES
AND TAKING BLOOD PRESSURE

NET: A 5 ml sample will be obtained, put in a red top tube and left
at room temperature for one hour. It will then be centrifuged
ata 3000 revolutions for 20 minutes. The serum will be
divided equally and put in two plastic containers, capped,
immediately frozen at -20 degrees centigrade and kept frozen
until one is shipped on dry ice to Mary Beth Southern, The
CONRAD Program, The Jones Institute Research Laboratories;
Room A-ll, Eastern Virginia Medical School, 855 Brambleton
Ave., Suite B; Norfolk, Virginia 23510. The other sample
will remain frozen at the center.

SMAC: A 10.0 cc blood sample will be obtained from fasting women and
centrifuged as soon as it clots (within 1/2 hours of drawing) •

LDL/HDL: A 2.5 cc blood sample will be obtained and centrifuged as
asson as it clots (within 1/2 hour of drawing. Telephone
SmithKline BioScience Labs when there are more then ten
samples or on a bi-weekly basis.

Hemoglobin: A 7.0 cc blood sample will be obtained. It must be
refrigerated if it will be sitting for more than two hours.

Urinalysis: This test requires an uncontaminated sample of 10.0 cc of
urine. A sample is contaminated if: 1) the specimen has been
allowed to sit too long and develop bacterial overgrowth 2)
the specimen contains vaginal discharge; i.e. is not obtained
as a clean midstream voided sample.

\ '

Blood
Pressure:

\ ,

. ,

1. Have patient sit at rest for at least 5 minutes.
2. With patient remaining seated, take reading.

.
Unacceptable values (cause for exclusion from study) are:
Systolic >150, Diastolic >90.
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the eUe with a fneh pledgttt: or cotton ewab. Loeal aneethetic _y be infiltrated

into t.he tllt98t UM with a eN1l gauge needle.

J. (;r_p a fold of the peUent·. eUn with the thUftb end forefinger of your fr_

hAnd. being eareful not to directly toueh the tuget arM eFIg 2'. "it:.h fllrtl\r

at._eIy preeeun. puncture the fold of .Un and advance the lMltldle until the

not.ch on the blrrel reachee th. flUhCturlJ elte eFig 3'. CJIUI'](l1! Iteep the
dlr-ection of l't8IJd1e -':ion perallel to the plan. of, and ju.t und8r:, the elin. Do

not angl. doom Into deeper Ue_.
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APPENDIX I

DRUG STORAGE INSTRUCTIONS

The packets containing the NET pellet implants can be stored at room
temperature in a nor:mal clinical facility.

It is imperative that the implants be protected during storage from:

A. Any water contamination
B. Temperature above 40 degrees centigrade

The packets containing the implants should, therefore, be placed in a dry,
shaded location, such as a laboratory cabinet, away from water sources
(such as a sink) and away from extreme heat sources (such as a building
heat unit, mechanical equipment or direct sunlight). Water and heat will
cause the implant material to biodegrade.

The individual packets containing the implants should not be opened until
the time of use. This will protect the implants from moisture or other
contamination.

\.



APPENDIX J

DATA ANALYSIS PLAN

STATISTICAL ANALYSIS

The objective of this study is to determine if either or both treatments
result in NET serum concentrations sufficient to prevent pregnancy at the
end of one year. Data for each treatment group will be analyzed
separately.

Baseline demographic and clinical parameters will be summarized for each
tre~tment group and center.

Efficacy Analysis

NET serum concentration at the end of year one is the primary efficacy
variable. For each group, the null hypothesis that the mean NET serum
concentration at the end of year one is less than or equal to .3 ng/ml will
be tested using a one-sided t-test. A p-value S .05 will be considered
statistically significant.

In addition, the number of women who ever had a NET serum concentration
below .5 will be tallied for each treatment group. NET serum
concentrations will be plotted by group over time. Also, mean area under
the curve will be estimated for each subject using the trapezoid rule.
Time to peak serum concentration and maximum NET serum concentration will
be summarized for each treatment group.

A secondary indicator of efficacy is the proportion of women with
progesterone levels which indicate that ovulation has been suppressed. For
each group, the null hypothesis that the proportion suppressed is less than
or equal to .25 will be tested using Fleming's single stage procedure for
Phase II trials (Fleming, 1982). Only women with at least one progesterone
measurement available for each of months 1 through 12 will be used in this
analysis. A p-value S .05 will be considered statistically significant.

In addition, the proportion of women with suspected ovulation as indicated
by other criteria (i.e., estradiol levels) may aiso be reported for each
treatment group. Gross and net cumulative lifetable rates for
discontinuation will be computed.

Safety Analysis

Insertion and removal problems will be described for each treatment group.
For each group, adverse experiences will be presented by body system and by
preferred teDm within a body system. The number of women with out of range
clinical chemistry parameters will also be reported. Key laboratory
parameters' (e.g., HDL, LDL, total cholesterol, blood pressure) will be
plotted over time. Differences in key parameters from baseline to the end
of the study will be tested for each treatment group separately using a
paired t-test. A p-value of ~ .05 will be declared statistically



significant for any safety analysis.
-

Baseline versus last exam results will be presented for Pap smear results,
breast exam findings, pelvic exam findings, and laboratory test results for
each treatment group. A 90 day reference period will be used for the
analysis of bleeding data. Mean number of bleeding and spotting days, mean
number of bleeding episodes, and mean bleeding episode length will be
summarized and plotted over time for each treatment group. Clinically
important bleeding patterns will be summarized.

Interim Analyses

Interim analyses will be performed monthly but the results will only be
used to terminate one or both treatment groups if an unacceptably high
pregnancy rate is observed (see Appendix L) . Neither treatment group will
be terminated early due to an early finding of statistical significance
(e.g., mean 12 month NET serum concentrations greater than .3 ng/ml or
proportion ovulating greater less than .25) so a multiple comparisons
adjustment to the p-value (a<.05) considered statistically significant is
not needed.

Fleming T. R. (1982) One-sample multiple testing procedure for Phase II
clinical trials. Biometrics, 38, 142-151.

\,
\
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APPENDIX K
.

Sample Size Justification

.
The objective of this study is to determine if either or both treatments
result in NET serum concentrations sufficient to prevent pregnancy at the
end of one year. Efficacy for the two treatment groups will be evaluated
separately. A treatment with a mean NET serum concentration of .3 ng/ml or
lower at the end of month 12 would indicate insufficient efficacy. A mean
of .5 ng/ml or greater would imply that the method warrants further
testing. Testing the null hypothesis that the mean NET concentration is
less than or equal to .3 ng/ml versus the alternative hypothesis that the
mean NET concentration is greater than or equal to .5 ng/ml with a=.05
(one-sided) and power of .8 requires that 16 women complete 12 months of
study for each of the investigative treatments (assuming a standard
deviation of .3 ng/ml).l

A second indicator of efficacy is the proportion of women with progesterone
levels which indicate that ovulation has been suppressed. If the
proportion of women who have month 12 progesterone levels suggesting that
ovulation has been suppressed is .25 or less would imply poor efficacy. A
proportion of .6 or greater would imply that the method warrants further
testing. Eleven women with complete month 12 data are needed to test the
null hypothesis that the proportion without ovulation as indicated by
progesterone levels is less than or equal to .25 against the alternative
hypothesi~ that the proportion is at least .6 with a=.05 (one-sided) and
power=.8. .

Enrolling 20 women in each treatment groups will allow the hypotheses
described above to be tested for each pellet group, assuming 80% of the
women complete one year of study.

lMachin, D.. and M. J. Campbell, Statistical Tables for the Design of
Clinical Trials, Blackwell Scientific Publications, Oxford, 1987, pp.
79-88.

2Machin, D. and M.J. Campbell, Statistical Tables for the Design of
Clinical Trials, Blackwell Scientific Publications, Oxford, 1987, pp.
178-196.

\
\
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Appendix L

Stopping Rules

Stopping rules for an excess number of pregnancies were developed using the
Bayesian approach suggested by Mehta and Cain1 This procedure involves
calculating the posterior probability that an event rate is below (or
above) a prespecified level given that r of n accrued patients have
experienced the event. If the posterior probability is less than .03, the
study is stopped. Instead of accrued patients, however, we used the number
of patients with at least one three-month pregnancy test. Otherwise,
posterior probabilities would be biased upward by including women who have
never had a pregnancy test since enrollment in the wno event" group.

If 10% of the 20 women enrolled in one of the pellet groups become
pregnant, this would correspond to a one-year cumulative life-table
pregnancy rate estimate greater than or equal to 10 per 100 women for the
method. If ever during the study, the probability that the true pregnancy
rate is less than .10 is lower than .03 for one of the groups, the study of
that method will be terminated and women already enrolled will be advised
to use an additional method. Using the formula provided by Mehta and Cain,
the following termination parameters were calculated. That is, the
posterior probability for a group will be less than .03 if any of the
situations given in the table are observed.

Number of Pregnancies
Needed to Terminate
Study

1
2
3
4
5

Reference:

Number of Women
With at Least 1
Follow-up Visit

1-2
3-6
7-11
12-17
18-20

•

~Mehta, C.R. and K.C. Cain: Charts for the early stopping of pilot studies.
J Clin Oncology 2:676-683, 1984.

\ ,
\
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EXPEDITED REVIEW PROPOSAL CONFIRMED BY PHSC, AS SUBMITTED November 9, 1990

FAMILY HEALTH INTERNATIONAL

• MEMORANDUM

TO:

FROM:

DATE:

SUBJECT:

Dennis M. Campbell, PBSC Chairperson

Roberto Ri~era~~irector of Clinical Trials

10 October 1990

Expedited Review Request: Amendment to Proposal 869 (Proposal 869-1)

•

Title (revised): Phase II-A Pharmacokinetic Evaluation of Biodegradable
Norethindrone Implants

The major changes to this protocol are the switch to a Phase 2 design (with
the resulting enrollment of fertile women to test efficacy) and an increase
in the size of the pellets under study. The decision to proceed with a
Phase II study was based on the results of a Phase II study of hand made
pellets in which no pregnancies occurred, and which showed serum NET levels
comparable to those observed in FBI's Phase 1 trial (0.4 ng/ml).

The increase in pellet size for treatments using 4 and 5 pellets represents
a 23% and 60% increase in dose, .respectively, over the Phase 1 Group F
treatment. The mean blood levels of norethindrone from the Phase 1 pellets
were sufficiently low (0.5 ng/ml) to permit a 60% increase that would still
be well below mean serum NET levels observed with the use of the NET 90-day
injectable (1-2 ng/ml) , NET enanthate injectable (3-8 ng/ml), or a 1 mg NET
oral contraceptive pill (4-6 ng/ml). Therefore, we do not feel the
increase in dose implies any risk to the patients.

Other changes to the study design reflect reductions in enrollment size and
number of lab tests (listed below). Detailed changes to the protocol are
described in the Study Proposal For.m.

1. 40 subjects at 2 centers, rather than 99 at 3 centers

2. 4 and 5 pellets will be evaluated, rather than 6 and 8

3. 2 treatment groups instead of 3

4. Fewer blood tests for progesterone and estradiol levels

Expedited review is requested to enable investigators to initiate the
review process with local IRBs.

•

Becord of Action "'&ken:

Request Approved:
Request Not Approved:

...

./

OCT 1G1990
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EXPEDITED REVIEW PROPOSAL CONFIRMED BY PHSC, AS SUBMITTED May 31, 1991

FAMILY HEALTH INTERNATIONAL

MEMORANDUM

TO:

FROM:

DATE:

S~.-:JECT:

Vanessa P. Haygood, PHSC Vice-Chairperson

ROberto~vera, Director of Clinical Trials

8 February 1991

Expedited Review Request:
Proposal #869-2: Phase II-A Pharmacokinetic Evaluation
of Biodegradable Norethindrone Pellet Implants

•

. Investigators: Freedolph D. Anderson, NO; CONRAD Program,
Norfolk, VA
Mukul Singh, NO; New York Hospital, NYC

Expedited review is requested for review of the informed consent
forms modified by the two centers' IREs.

Changes from prior protocol:
Local IRE-approved Informed Consent Form:

The two centers for this study, CONRAD and New York Hospital, have
revised the FHI model informed consent form for the local IRE
approval (attached). We have reviewed the local informed consent
form using the 'Elements of Informed Consent Checklist' (attached).
Both forms conform to the requirements for informed consent forms
in FDA regulations.

Record of action taken:

Request Approved:

Request Not Approved:

1_

Date:

• ~tB.19 1991

~\ .

16 34/.. . ,
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EY~EDITED REVIEW PROPOSAL CONFIP~mD BY PHSC, AS SUBMITTED May 31, 1991

FAMILY HEALTH INTERNATIONAL

MEMORANDUM

TO:

FROM:

DATE:

SUBJECT:

Dennis M. Campbell, PHSC Chairperson

Robert8-~vera, Director of Clinical Trials

27 March 1991

Expedited Review Request: Amendment to Proposal 869 (869-3)

•

Title: Phase II-A Pharmacokinetic Evaluation of Biodegradable
Norethindrone Pellet Implants

The major change is the allowance for participants to use hor.monal
contraception after the expected period of contraceptive effectiveness
of the NET pellet implants. This was done to provide the greatest
possible protection against accidental pregnancy while the serum levels
of NET are monitored well past the effective dur~tion of action of the
pellets. By using an oral contraceptive not containing norethindrone,
the lab will be able to differentiate the NET concentration from the
other progestin in the OC.

Other changes to protocol are minor and are intended to improve the
clarity of the directions (listed below). Detailed changes to the
protocol are described in the Study Proposal Form (attached).

1. The names of the groups are changed from C and D to D and E.

2. The dose of the groups is revised from 200 to 168 mg for Group D
and from 300 to 253 mg for Group E.

3. A urine pregnancy test will be done once a month at the time of the
blood sample for norethindrone.

4~ The baseline blood' sample for norethindrone will be drawn within
one week prior to pellet insertion instead of at the time of insertion.

Expedited review is requested because the changes do not increase the
risks to subjects.

•\ .

-

Record of Action 'raken:

Request Approved:

Request

Signed:

APR 11991



EXPEDITED REVIEW PROPOSAL CONFIRMED BY PHSC, AS SUBMITTED 11arch 6, 1992
PHSC PROPOSAL 869-4

• FAMILY HEALTH INTERNATIONAL

MEMORANDUM

TO:

FROM:

Dennis M. Cam~l, ~~c Chairperson

Roberto River~~ectorof Clinical Trials

DATE:

SUBJECT:

Title:

3 December 1991

Expedited Review Request: Amendment to Proposal 869 (869-4)

Phase II-A Pharmacokinetic Evaluation of Biodegradable
Norethindrone Pellet-Implants

•

The major change to this protocol is the removal of the pellets from
all study participants. The pellets will be removed, beginning at ~he

end of 9 months of pellet use, from one subject per dose group each
month over four months using a table of random numbers. Removals will
be performed to estimate the amount of NET released through this time
period by assaying the amount of drug left in the the removed pellets.
All subjects will have the pellets removed prior to the end of the
study per request of both the manufacturer and the FDA to ensure that
no drug remains in the subject after the study is finished.

Other changes to the protocol reflect screening and preadmission time
period adjustments (see below). Detailed changes to the protocol are
described in the attached Study Proposal, Form.

1. The length of screening is changed from 30 days to 35 days.

2. The preadmission visit is changed from 3 to 5 days to 3 to 7 days
after menses onset.

Expedited review is requested because the changes do not increase the
risks to study participants.

----------------------------------------------------------------------
Record. of Action 7aken:

Request Approved: /

@
_A

DEC ~ 9 1991

:.....!-~~fAi).~~~~~---- Date: ~., I /9 1/
Request;

•



EXPEDITED REVIEW PROPOSAL CONFIRMED BY PHSC, AS SUBMITTED August 27, 1993

• FAMILY HEALTH INTERNATIONAL

TO;

FROM;

DATE:

Dennis Campbell, BD, PhD, Chairperson, PHSC

Anita Flick, MD, Associate Medical Director, Clinical Trials Division
thr h 'I j' • :0.' •oug :J ~ ...J; .• ,. ,"OJ'"

Carol Connell, RN, Director, Clinical Trials Division

April 30, 1993

•

SUBJECT;. Expedited Review Request : PHSC Proposal No. 869-5, "Phase n-A
Pharmacokinetic Evaluation of 'Biodegradable Norethindrone Pellet Implants"

Duration of Study

In the original protocol, the study ends at 24 months. However, it has been decided that an
evaluation should be made of the length of time required for NET levels to drop to the lowest
detectable level «.112 nglml). Because of this, it is requested that the study be extended
indefinitely until all study panicipants have undetectable NET levels. It is estimated that
NET levels will be undetectable within 36 months of insertion, hence an anticipated extension
of approximately 12 months.

Procedural Changes

1. Bleeding calendars will not be filled out beyond 24 months postinsertion.

2.The protocol originally allowed the use of oral contraceptives as an
alternative contraceptive method with the proviso that the progestin component
not be norethindrone. It is felt that any steroid containing contraceptive could
affect measurement of NET levels because of cross-reactivity in the NET assay,
and therefore, should be avoided. Women will be encouraged to use non
steroidal contraceptives after 13 months in the study and discouraged from
using steroidal methods. Any women who choose to use oral contraceptives
will be scheduled for blood draws at the end of the pill-free week."

3. The contacts for reponing adverse experiences have been changed due to
staff Teassignments. Anita Flick, MD and Carol Connell, RN are now the
designated contacts.

Headquarters:
P.O. Box 13950
Researcb Trianc1e Park, NC 17709 USA
Telephone: '19·544-7~0
Telex: 579442 • Fax: 919-544-7261

AIDSCAP Division:
1101 Wilson Boulevard, Suitt 700
A~eton, VA 11101
Telephone: 103-516-9779 • Fax: 703-516-9781
V~.II: 103-516-0460 '-I7~



\ ,

• FAMILY HEALTH INTERNATIONAL

Expedited Review Memo
Proposal No. 869-5
Page 2

Changes related to subject care

1. Subjects will return for lab visits on a monthly basis, rather than a quarterly
basis as was stated in the original. protocol, in order to have a 5 m1 blood
sample drawn for serum NET levels. When two NET levels are <.112 ng/ml,
the subject will have completed the study.

•

2. In the original protocol, every three months the subjects return to the clinic
two times a week for one month to have blood samples (10 ml) drawn for
progesterone and estradiol assays. These visits will now continue beyond the
24-month visit and will last until NET levels are below .112 ng/ml.

3. Originally, the pellets were going to be removed when the subject completes
the study. However, it has been determined that, due to the degeneration of the
pellets over time, removal. is not always possible/advisable. If the Investigator
feels that it is in the best interests of the subject, or if the subject requests it,
the pellets can be removed.

4. A supplement has been added to the Informed Consent which describes the
procedural and medical changes listed above.

Record of Action Taken:

Request Approved: /
Date: US; /97e5

Headquarters:
P.O. Box 13950
Research TrianCle Park, NC 21709 USA
Telephone: 919·54-4-70040
Telex: 579442 • Fax: 91'·544-7261

MAY 1 D tOO3
AIDSCAP Division:
2101 Wilson Boulevard, Suite 700
ArIineton, VA11201
Telephone: 703-516-9779 • Fax: 703·516·9781

;/ e Voice Mail: 703-516·0460

"....~'1'
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APPENDIX V Case Report Forms
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FAMILY HEALni INrEaHAnoNAL
NET Pellet Implant Study

ADMISSION FORM
ADM

25. Pulse (beats per minute):

26. Weight (kg):

27. Height (em):

LABORATORY TESTS
28. Pap smear: 1-normal.2-alypia

24. Blood pressure (INn Hg),
Siaing, 5 minute rest: 0=024-26

0=027028

rrE:
0=0..»

Os
:E_CLl_L_S_TU_D_I_ES ~~

30. ~00'S
[ill]7NO

23. Breasl.xamination: 1-normal, 2-abnormal--> Spec:iIy fincings: _

22. Pelvic .xamination: 1-normal, 2-abnormal--> Specify finclings: _

Ayerage of Past 3 Cycles'
17. Duration of menstrual lIow,ln day,

(awrag. of past 3 eycles):

18. Usual amount or menstrual flow (awrage 01 last
3 qrcles): 1l1$C&nty. 2.moderale. 3.na&vy

18. Usuallensth of menstrual C)'cle (from Day 1 01
menses) Il'l clays (aYerage Of past 3 cycles):

MEDICAL HISTORY AND PHYSICAL
20. Are there an)' pre..xisting medical or sur;icaI

ciagnoses? O-no, 1-yes
-> IF YES,INDICATE ON ADMISSION
MEDICAL AND SURGICAL DIAGNOSIS FORM

21. Are any med"JCations being takan now?
O-no, '.yes

-> IF YES,INDICATE ON CONCOMITANT
MEDICATIONS FORM

11. REMARKS

rn·27

~
.

it' a
»31rn ».3)

"'"1'

10. Outcome of last pregnancy: Oanot previously
pregnant-> SKIP TO ITEM 12, 1.IiYe birth.
2..slillbirth, 3-inch",~ed abortion (aseptic) S12
weeks, 4_induced abortion (aseptic) >12 weeks,
S..spontaneous aborton, S-seplic abortion,
7-eetepic, 8-elller --> olller specify _

Da4
Lill-

11. DIIa last pregnancy ended: rn rn rn ~,
"y month ,M'

PAnENT CHARACTERISncs
6. Age (ytars):

7. Race: '.White, 2.BIack, 3-Hispanic,
4I-Ar.ian, 5-elller, specify _

•• Number of "'tIas amobd on •
tjpical day:

8. Number of M bir1hs:

CONTACT DATA
5. Date of admission visit:

(dale of first inslN1ion)

Put Qyde Only'
104. Dysmenormaa in past eycle: Oanone,

1-mi1d, 2-moderale, 3-severe

15.lnlermensll"ual Delvic pain In past eycle:
O-none, 1.mild, 2-moderate, 3aMver.

16. Days of inlerrMnl1rual b1MCing In past cycle:

12. Main cont"~ptiY8 method used in last month:
OO..none, Oh,IUD, 02-oral pill. OS.injectable,

•

. 04-condom alone, 05-c::ondom with spennicide.
OS.withdrawal, 07crhythm, OSsCiaphragm,
09.foam suppo&itones, 10-sponge, ~.
1'-slarilizatiCln, 12-ether--> specify Q~

)?~ '"
-> If coded 02, oral pm user, what clay
did piU cycle end? (Date last OJ OJ OJ
aclive pill was taken) 610

"y month ,M'
MENSTRUAL INFORMAnON rn OJ rn "'oil
13. Dale last menses onSlt: ~

"y month ,M'

STUDY IDENTlFICAT10N

•

1. Cenlar number:

2. Study number:

3. Patient order number:

4&. Admission form number:

\

$ignatln Of mvesllgator

bitlt Of Signall.lnl



NET Pellet Implant Study
ADMISSION MEDICAL AND SURGICAL DIAGNOSES FORM

STUDY IDEtmF.cATION
1. Center nU'nber:

•

2. Stucty number:

3. Patient order nwnber:

•. Admiuion form number:

CONTACT DATA

5. Date of admission: OJ OJ OJ »21
tay month 1M'

List all pre-existing medical and surgical diagnoses present at admission visit;
include past history relevant to this study:

6. Medical or
Surgical
Diagnosis

7. Dati of Onset
(month I Ylar)

8. Resolved
Prior To
Admission VISit?
Dano 1-Yls

Q. Current drug thltaPy
for this concfrtion?
O-no 1-Yls

If YIS, complete
COncomitant Medication
Form

FOR FHI USE ONLY

•
rnrn 0

a·a S)

OJrn 0
a·a S)

OJ OJ 0
a·a S)

rnrn 0
a·a S)

rnOJ 0
a·a S)

rnrn 0
a·1Il S)

rnrn 0
.·111 S)

rnrn 0.·111 S)

o
o

11

o
11

o
11

o
11

o
11

o
11

o

~[ill]
J:2.- 78·10

~[ill]
J:2.- 78·10

•
•

Signature OfliiYengalOf 0&. Of Signature

AIlItiIaioft .....,Form
CT·'

.Mn. 10. 111il



FAMILY HEAL11I1NTEa.N"nONAL
NET PeJfel Implant Study

INSERTION FORM

INS

STUDY IDENllFICATlON
1. (;enter number:

2. Study number:

3. Patient order number:

4. Admission form number:

CONTACT DATA

6. 0.111 of ....rtion:

~em. wilh inMrter:
0- no 1. yN ->specify:

16. PRlblems wiltt pean:
O. no ,. y.s -> specify:

6. Visit:
1. aemisslon visit (first insertion)

-> Art Admission Form must be comple1lld
2. follow·up visit (repaal inur1ion)

-> A Follow·Up Form must be cOmpleted 0-
INSERTION PROCEDURE

7'1::~~~~ by rancbm allocation card}~ 2740

I. Implant package code number: rn=ITI "45

8. 'nMr1ion sila (arm): 0 ,.
1.1e1t 2. right

Loeal Anesthetic
10. Generic name of -...esth.tic agent

.' t Strength of anesthetic (%):

12. Amo&I'It used (ml):

13. PRlblems aeministering local anesthetic:
o. no ,. y.s -> specify:

1•. MecrICa! compic:ations from loc:aI
anesthetic::
0- no 1. yN -> specify:

1S. Patienl complaints concerning anesthesia
or in5er1ion. during visit:
0- no 1. yes -> specify:

18. Name of person performing inser1ion:

SPECIAL STUDIES
20. _

21. _

22. REMARKS .

J

Signa,," Of InveSllga,or

Date 01 $ijnalUnt



CONTACT DATA CJJ~ rn5. Date of Iollow-up contact INS
'1 mon ,..,

STUDY IDEtrnFICATlON
1. center number:

2. Study number:

(•. Patient order runber:

4. Admission form number:

rAMIL1' ...EAl.:ni~I~NAL
NET Pellet Implant Study

FOLLOW-UP FORM

12. Medications taken since lut visit?:
Oano 1.)'el
-> If )'11, indicate on Concomitant Mecications Fonn

13. PeMe ewninalion:
Oanotdone
1.normaJ
2. abnormal -> specify Indingl:

FU

Os.

0-

16. Pulse (beats per minute):

17. Weight (kg):

18. Average frequency of coitus since last visit
O. no coitus, ,.less than OncafwMk.
2. atlaast OnoelwMk but len than lWiC8lWHk,
3. at leasl twicefweek, 4.. not known
(patient not avaUable to ask)

LABORATORY TESTS
1Q. Pap smear: 1. normal 2. atypia

3. dysplasia 4. malignancy
5. smear inadequate 6a not done

SPECIAL STUDIES
20., _

21., _

22.REYARKS

6. Type of contact
1. clinic visit
2. home wit
3. telephone contact
~.~ttw ~

5.o~-->apeclfy: ~ : ..

7. Pregnancy test 0.. negative 0 •
1- positive, 2. not done

-> If positive complete Pregnancy Diagnosis
Form, Notify FHI immeciately

8. Patient status:
1. continuing study
2.. discontinuing frOm study 0 ao
3.. discontinued at ear1iw date

5. Removal request8cl b)' patient since last visit? 0 S1
O.no 1.)'es

-> 1f)'1S and implants W8!1I not nwnoV8d.
note "&$on:

•
0. Implant status at this wit:

1. no implanl proceciJre performed
2.. remo...aI only
3.. repeat insertion only 0
~. ,.moval and repeal in..r1ion a2

-> If coded 2 or.c (removal was done),
complete a Removal Form

-> If coded 3 or .. (repeat insltl1ion was
done), complete an Insertion Form

MEDICAl'HISTORY AND PHYSICAL
1'.lIIn8"8s. complaints or problems since

last visit (including b1eeting-r8lated):
0.. no 1a)/IS. 0 :D
-> If yes, indicate on Adwl'H Experience Form

1•. Blaastexatnination:
O.notdone
1. normal
2. abnormal -> specify findings:

15. Blood p!1lSlure (mm Hg),
Sitting, 5 minute rest:

.systolic

diastolic

0-

Data Of SijjnatJre

PLEASE AIRMAIL TO:
Family H.a1th In.-marional
P.O. Box "gsO
A.s...~h Triangl. Pari< Stanch
Durham, He 2770i
US4



FAMILY HEALTH INTERNATIONAL
NET PELLET IMPLANT STUDY
CONCOMITANT MEDICATIONS

STUDY IDENTIFJCAnON

•

1. Center name and nu

2. Study name and nu

3. Patient order number:

.c. Admission form number:

mber:

mber:

I

,..

,..,.

5. Report date (date form was completed): rn rn rn ~25
tRy mDnth r-"

6. Drug therapy: 0) none, SKIP TO COMMENTS 1) yes, list below D 25

Total Date treatment Date treatment
Visit daily started ended FOR FHf USE ONI.Y
date Generic name dose (day/molyr) (day/molyr)

- - OJ OJ rn OJ rn rn ~ lIm
'7·32 »-36 3~3 n·ao

- -- rn rn rn rn rn rn [[]][[[] lIm
'7·32 33·3e 39·'. 1e-ao

- -- OJ rn OJ rn rn rn lliIIEIIE] lIm
2'·32 33-3e 3i·C~ ' ..S0

--- - OJ OJ rn OJ OJ rn fIIIEElIill lIm
21·32 »-36 '~3 1e-at

- -- OJ OJ rn OJ OJ rn IiIIIJIIIrn lIm
27·32 »-3e 3"'3 7..10

--- - OJ OJ rn rn OJ rn ~ lIm
"·32 33-3e 3~ 7..10

--- -- OJ OJ rn OJ OJ rn ~ lIm
27·32 33·36 ,1>-" 7M"

- -- OJ OJ rn OJ rn rn EIllIIJIill lIm
21·32 »-31 .'3 1..ac

- -- OJ OJ rn OJ OJ rn ~ lIm
27.'. »-3e U"3 , ..at

- -- OJ OJ rn rn OJ rn ~ lIm
,7·3. 33·36 ,1>-'. ?i-I\:

--- -- OJ OJ rn OJ OJ OJ ~ lIm
27·32 »-3e 3~3 1e-at

- - OJ OJ OJ rn OJ rn ~ lIm·
27·3. 33·3e _3 1M"

--- - OJ rn OJ OJ OJ rn ~ lIm
2'·32 »-3e ,e-'3 1t-aO

- - OJ OJ rn rn OJ rn ~ lIm
27·32 33·3e _3 "·10

- - OJ OJ rn OJ OJ rn ~ lIm
21·32 »-36 _3 1t-IC

--- - rn rn IT] rn rn IT] ~ IIITl
27·32 :13-31 -...;; 1t-aO

-COMMENTS

-
,

•

•~Ignature Of Investigator

. Olte of Signlture _

PL.EASE AIRMAIL. TO:
Family H.alth Intemational
P.O. Sox 13950
R~search Trian9fe Park Sranch
Durham, He 27709 USA



STU~AT1ON
1. c.n.... number:

2. SNdJ number:

3. P•...,. orM IUfttMw:

.c. AdmllIIon form numIJIr:

5. VlIi.da..:

,.."
~ i-.L.-I 20-21

TIMr

•FAMILY Hl.unl IPrI'!aNATIONAL
ADVERSE EXPERIENCE FORM

j
AE

PLEASE AIRMAIL TO:
FAMILY Hw..m INmtNA110NAL

P.O. Bor J3950
Rtstarch Triangle Pari Branch
D",htJmNC 27709 USA

-S)
.........

ADVERSE EXPERIENCE

6. ADVERSE EXPERlENCB 7.DURAnONOP '.PAnENT'S '.HlGHEST 10. RELATED II.ArnON 12.TREATMENT 13.WASntE 14.WAS11IE
(DttcritIe in Medicll Te....) ADVERSE EXPERIENCE CURRENT SEVERITY TO TAKEN FOR ADVERSE ADVERSE ADVERSE

STATUS SINCE STUDY REGARDING EXPERIENCE? EXPERIENCE EXPERIENCE
LAST PRODUcn STUDY SERIOUS? UNEXPE~

I.RfJCOft~ VISIT PRODUcr O.No
2-SequeIIe OaNo I·Ye. -SftCrft... -sHerlin

o.ee Dlleot present
..Mild I "' Pmh.bly nG

.....ed...eIl .........dt
3.Adwne 2 "' Poniblr, yel

O.None liVe., tpedf1
~ ReIDlutian & rimce 2.Modaale I • Dote InternIpIlllI (1ft ConcomilUl O.No O.No

StibPn:lalt J.Sevete J • Probab ., yet 2 • Dote Di.c:onlinued MediCllliont Form I.Ye. I.Yn0nId arDe.ah 4. Died

DlpM.Yt .,., M. T.

0 0 0 0 0 0 0 m
1',",,"';";'::;;'-''''

1.1,'.11,1,1,1
".. 37-4 43 44 <II .. 47 .. • 7ND

DIp M. T. .,., ... Y.

0 0 0 0 0 0 D m1m:·,v:<:;a:.;.;:0T~:'l.:.;.;o;:;.1
1.1,1.11,1.1.1

r~;::-I;;::::' ... 31-31 37~ 43 44 41 .. 47 .. ... Jlt.tlI

DIp M. Y, .,., M. T,

0 0 0 0 D D 0 mInil: r;:~;'; ".;",..,' ..,;;;: I ':::'::':'
1.1.1,11,1.1,1

.' t:~:t ,:"':,:,:,. ... 3'031 37-4 43 44 41 .. 47 ... • Jlt.tlI

DIp ... Y, .,., M. Y. D D 0 D 0 0 0 lIm~:;::;:.:;
1.1,1.11.1.1,1... ".. 37-42 43 44 411 .. 47 ... 41 Jlt.tlI

Investigator's Signalure Date ofSignatwe
CT·'

Mt.£.. Aepalt
"--130. 'SIll'



REM

0 47

0-

18. Other problems:
O. no 1. )'ts, apecify details

17, Difficulty with dueclion:
0. no 1. ylS, apeclfy details

REMOVAL DIFFICULnES
16. Difficulty grasping pellets:

0- no ,. yes,~ details

·'A .&1.1 .u:.AL.I, .j, ••••• ~1 •• 1liAL
NET Pellet Implant Study

REMOVAL FORM

CONTACT DATA CP [J;J OJ5. Date of remoYaJ proctdJ...: »21
tY mon y..'

REMOVAL DATA
6. Difficulty loeating aI peIIlts:

o. no ,. YIS -> specify delails

STUDY IDENnFtcAnoN
1. Cen..rn~ber:

2. Stud)' number:

• 3. Patient order number:

•. Admission form number:

0- 18. MecfICal or surgieal complications during ...moval:
0. no ,. yas. specify details

Lpcal AnUthetjc
7. Genarie name of anesthetic agent:

I. Strength of anesthetic (%):

t. AmOlM't uMd (ml):

10.Probl.ms ac*ninistering local anesthetic:
o. no ,. Yls -> specify:

0.027-21rna-Xl
20. Patient complaints ci.lring removal procecil...:

o. no ,. YIS. &peC:ify details

21. Medication given for macical c:omplicalions
or patient complaints:
0. no '.YIS

11. Medical complications from Ioc:aI
anesthetic:
0. no 1.)'es ->~:

LOCATING PELLETS
Incisjons

•

12. Number of incisions m8de 10 c:omple..1y
...move pellets:

13. fiB1 jnei$joo
biitance from proximal end of peaat
hCk(mm):

Ungtil of incision (mm):

14.El;comt ioci$joo (if applicable)
iSlance from proximal end of peUat

IracK (mm):

Length of incision (rnm)

1S'b'i]jrd ioei$iorJ (rt applicable)
istanca from proxima/end of peaat

IracK (mm):

LqIh of incision (mm):

... Ifmen than 3 incisions w.... made,
doc&ment in Rernartls Section.

rn ..'"
rn 4041

25. Number of peaels found fraClUrId in situ:

26. Number of peUla fractured during ...mo\lll:

27. Number of penea removed without intac:l
fibrous, capsule:

28. Name ofpII'5On performing ...moval:

SPECIAL STUDIES
28. _

30. _

It. REMARKS

bile 01 Signatura

PLEASE AIRMAIL TO:
FMlily Hulth IntfHMfioMl
P.O. SOK 13950
Res..,ch Tri.ngle PMIc Branch
Durtwn, He 277()g
USA



FAMD.Y HuLnt INrnNAnONAL
NET Pellet Implant Study

DISCONTINUATION FORM

DIS

6. Reason for discontinuation:

01. patient died -> Complel8 Adverse Experience
Fonn and Notify FHI

02. unable to contact patient
03. patient is pregnant
04. patient wants to become pregnant
os. menstrual problems
06. other medical
07. other personal
OS· protocol violation OJ ..27
og. end of study

-> If coded 05, 06, 07, or OS, specify~
reason here:

ce
STUDY IDENTIFICATION

1. Cenl8r number.

2. Study number:

3. Patient order number:

<C. Admission fonn number:

CONTACT DATA

5. Oa18 of discontinuation:

~->-> If coded 01, 05, or 06, c:omplele an AdverM
~ Experience Fonn

If coded 03, 04,05,06,07, OS, or 09, complete
• Follow·Up Fonn

-> "coded 03 complete a Pl1I9nancy Diagnosis
Fonn

7. REMARKS

Signature 01 lnvesllgator

bale 01 Si;natur.

•
J

PLEASE AIRMAIL TO:
Family H.alth Int.mational
P.O.8ox 13950
R.Ularch Triangl. PMIc Brandl
Dum.m. NO 27709
USA



PREGNANCY DIAGNOSIS FORM

STUDYIDENTIACAnON
1. center number:

2. Study number:

(A Patient order number:

~ Admission form number:

CONTACT DATA
S. Date of this contact:

6. Study contraceptive method:

OJ OJ OJ »2S
day • month year

11. Estimation of when pr8Qnancy occurred:
1) probably before admIssion to study
2) probably during study 3) probably after
and of study ~) estimation not done

Reason tor this estimation:

If coded 1 or 3, Skip to It,m 13.

12. Reason for pregnancy:
1) method failure 2) user failure 3) other 4) unknown

Reason for this determination:

m Sl•52

Investigator's Signature

NOTE: The outcome of III pregnlnclea mUll
be reported to FHI on the FHI Pregnancy
Outcome Form.

13. Rema~: __

PREGNANCY DATA
7. How was pregnancy diagnosed (specify

lest or method used):

'ii1f7.te:":st::"'n::':o::'t":":us':':fKi.::;-,Ski='P~to~/;:-:t.-:m:-9:::-.--~
B. If pr~nancy test was used.

specify date the specimen OJ OJ OJ
was collected: 3&-41

day month year

g. Estimated gestational age at this visit:
(in weeks since estimated aate of
conception)

10. Location of pregnancy:
1 suspected uterine Implantation
2 confirmed uterine implantation
3 suspected extrauterine implantation
~ confirmed extrauterine implantation
5 location not determined

Date

PLEASE AIRMAIL TO:
Family Health International
P.O. Box 13950
Research Triangle Part< Branch
Durham, Ne 27709
USA

copy DISTRIBUTION: White and y.llow - Return to FHI
Pink - Retained by Investigator

•



" .. ...'. - ... , ~" I·· ....., ..

PREGNANCY OUTCOME FORM

STUDY IDENTlFlCAnON
1. Center number:

2. Study number:

3. Patient order number:

•. Admission form number:

12. Location of delivery:01} government hospital 02) private hospital
03 govemment health clinic 04) private health clinic
OS govemment family planni"Q clinic 06) private
family pfanning clinic 07) at midwife's home OJ
OS) at woman's home 09) other 10) unknown 52·53

If coded 09) other, specify location:

~6-"r~, .....

CONTACT DATA OJ OJ OJ
5. Date 01 pregnancy outcome: 10-25

day month year .

PREGNANCY OUTCOME DATA
6. Estimaled gestational age at outcome: OJ -27

(in weeks since estimated date of conception) --

7. Pregnancy outcome: 01) singleton live birth
02) singleton stillbirth 03) multiple birth
04) induced abortion ~ 12 weeks OS) induced
abortion> 12 weeks 06) spontaneous
abortion 07) septic abortion DB) tubal ectopic
pregnancy 09) extra-tubal ectopic pregnancy
10) hydatIdiform mole or choriocarcinoma OJ _
11) other 12) unknown .

If coded 03) multiple birth, specify number of
infants: (ff 7 or more, code '7") D _

(ff number not known, code "8.) -

If coded 11 or 12, specify details:

13. Delivery attended by:
01) ob/pyn physician 02) general physician
03) resident physician 04) intern OS) nurse
06) midwife 07) paramedic OBI other
09) unknown

If coded 08) other, specify:

14. Health of woman immediately following pregnancy
outcome:
0) normal 1) abnormal 2) unknown

If coded 1, specify details:

OJ 56-57

rn "·32
If coded 04, 05, 06, 07, OS, 09, 10, 11 or 12,
Skip - to hem 14.

NOTE: 1f outcome resulted In a singleton live birth,
singleton stillbirth, or mUltiple birth, complete a

•

separate FHI Infant Assessment Form for each
Infant delivered.

. Course of pregnancy: 0) normal 1) abnormal 0 33
2) unknown

If coded 1) abnormal, specify details:

15. Re-estimation of when pregnancy occurred:
1) probably before admission 2) probably dUring
study 3) probably after end of study
4) re-estimation not done .

" estimation differs from Pregnancy Diagnosis Form,
specify reason for change:

f?:r'l
Lu67~

16. Remarks: _

8. Concomitant medication used during course
of pregnancy: 0) no 1) yes 2) unknown

NOTE: If coded 1) yes, complete FHI Concomlt.nt
Medication Form. .

10. Course of labor: 0) normal 1) abnormal
2) elective Cesarean section 3) unknown

I coded 1) abnormal, apeeify details:

D· NOTE: If a seriou., 11ft threatening or
unexpected medical problem occurs to the
subject or the Infant, Including hospitalization
or death, an FHI Adverse Experience Report
must be completed and signed by the
Inve.tigator and returned to FHI Immediately.

liiVestigator's Signature

•

___________~ ..,..a5

11. -fnduction or a~mentationof labor:
0) no 1} yes 2} unknown

"coded 1) yes, specify details:

.pyDISTRIBUTION: White and Vellow - Retum to FHI
r-' Pink - Retained by Investigator

Date

PLEASE AIRMAIL TO:
Familr Heatttr Int.",.tional
P.O. Box 13950
Research TriafIQle Pari< Branch
Durham, He 27709
USA



STUDY IDENTIFICATION
1. Center number:

2. Study number:

•

Patient order number:

. Admission form number:

8. Infant post-partum condition:
0) normal 1) congenital abnormalities
2) other abnormafllies 3) unknown

If coded , or 2, specify details:

D~

0-

ASSESSMENT DATA r;p IJ;J IT]
5. Date of pregnancy outcome: IO-2S

sy mont year

6. Delivety order of this infant for this pregnancy:
1~ singleton or first infant 2} second infant
3 third infant 4) fourth infant 5) fifth infant
6 sixth infant 7) seventh infant

NOTE: If coded 2, 3, 4, 5, 6 or 7, a separate FHI
Infant Assessment Form must be completed for
..ch additional Infant delivered.

10. sex of Infant: 0
1) male 2) female 3) unknown ...

11. Birth weight In grams: ITIJJ47-60
(code -s99S" Hunknown)

12. Length in centimeters (crown to heel): r-r-r-I
51

-a
(code *'99S o if unknown) LL.J...J

13. Remarks: _

7. -rill of defivery: 01) spontaneous
o outlet forceps 03) vacuum extraction
04 mid or high forceps 05) forceps rotation
06 breech (spontaneous, assisted) 07) version
and extraction OS) low cervical Cesarean section
09) classical Cesarean section
10) destructive procedure (cranioclasty or IT]
embryotomy) tt} other 12) unknown 27-28

If coded 11) other, specify details:

~
~&33

NOTE: If a serious, life threatening or
unexpected medical problem occurs to the
subject or the Infant, InclUding hospitalization or
death, an FHI Adverse Experience Report must
be completed and signed by the
Investigator and returned to FHllmmediately.

If coded 1) $fillb~rth, SKIP - to Item 10.

8. Pregnancy outcome for this infant:
0) live birth 1} stillbirth

If coded 1) stillbirth. specify details:

• EIIJIl·· .::-. .;.

Investigator'S Signature

Date

PLEASE AIRMAIL TO:
Family Health International
P.O. Box 13950
Research Triangle Park Branch
Durham, NC 27709
USA

COpy DISTRIBUTION: WhIte and Yellow - Retum to FHI
Pink - Retained by Investigator



FAMILY HEAL11f INnRNATlONAL
NET Pellet Implant Study

LABORATORY TEST RESULTS
LAB 21

- .0.......
D.O I2·$3

~:t:t±]lNl
OJ.DG~

0.0
OJ. 0"·
OJ.D7D-72

'.&MAC
GIuCOM (mgldl)

LDH-3o&O (mUJmr)

SGOT·3«l (AST) (mUlmt)

SGPT (mUlmt)

Alkaline Phosphates (mUlmI)

Bilirubin, Total (mg/dl)

CnIatinint (mgtd)

Soc:iurn (rne~)

Potassium (meg")

Chloride (megft)

Calcium (mgtdl)

PbosphoNS (mg/cl)

Protein, Tolal (gmtdl)

Albumin (gmtdl)

•• REMARKS

7. Whit. blood cell countlmm'

LABORATORY RESULTS
6. HemoglClbin (;fdl):

STUDY IDEtmFICAnoN
1. Cenl8r number.,..,.2. Study number:

, 3. Patient order mrnber:

~. Admission torm number:

CONTACT DATA
S. Dale of blood umpll:

Signatur. olltlvestlgator

Dale 01 Signature

'.'LEASE AIRMAIL TO:
F.mi!y HQalth tnt.mario".1
P.O. Box 13950
R.uarch Tnangl. PM1c Brandl
Durham, Ne 27709
USA

,
\

,
\ .

01



•
FAMD.Y HEALTH 1NTERNAnoNAL
NET Pellet Implant Study
URINE TEST RESULTS

URINE

STUDYIDENnF~ATM)N

1. Cenl8rnumber:

2. Stuely number:

3. Patient order number:

•• Admission form number:

CONTACT DATA

5. DaI8 of urine sample:

5... 0 JO

0.0 ~"42

DS3

LABORATORY RESULTS

6. SpecifIC gravity:

7. Protein:
o.negative 1-nee 2.1. 3-2. 4-3.

eo pH:

I. Ketones:
O-negalive 1-nee 2.1. 3-2+ 4-3. 5..+

10. Glucose: D
O-negalive 1..positive t4

11. Bilirubin: D ....
O-negalive 1.positive -

• 12.~~~~~='f:_:-------~:41
'3. Remarks: _

-----------.:
Signature of liiv.SlIgator

•. "



LIPID
FAMlLY HUL11f 1NruHAnorw.
NET Pellet Implant Study
UPIO PROFilE RESULTS

..211
"-1~==+=~

....~I-( »32

I==~~ »35

a.-........'--' ...

I

STUDY IDEtmFlCAllON
1. center nunbet':

2. Study number:

3. Patient~rnumber.

•• FHI admission form number:

CONTACT DATA
5. Dale of blood sample:

RESULTS

S. Triglycerides (mg/li):

7. ChoIeslitrol (m~d1):

8. HOL (mglcl):

8. LOl. (rn;1dI):

~.

10. REMARKS

Signatlft Of IIives1lgator

DaI8 Of Signature

,
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FAMILY HEALTH INTERNATIONAL
NEr PELLEr IMPLANT STUDY
DAILY BLEEDING RECORD

;;

Daleat rnt injec:tion:

CecUrIlUllk:

StudyIlUlIk:
, ..order IUnbet:

FHlIIdmIuionIonn.....-:

.J:tt1j~
.,J

et1::tl:!j 140..

~~.: [[ill-
ITJrnITJ,..

tMy trKQh ¥fW

~--
~AR I~

at 32 » It

1 2 :s 4 Ii • 7 • • 10 11 12 13 14 15 11 17 ,. 18 20 21 22 23 24 25 216 'Z1 :18 2ll 30 31

~ • G ~ • • Q • • • ~ U AM" MUM M • ~ U A M _ M Q M • ~ n
. .
ACd Ibis IfICDId IWetytMy with the symbol which~fs yourbIBeding status. o.no bleeding; ,.spoiling (dolM noInHdNIIil.tIyptOtecUon);
2.bINditfI ('*"*MniWypn1IfIC;tion). ThetitdedbaK Iihow8 rt"diAyatyour'"c*Iic~P..lOWIhiJIWIOIdWllhfDUaD""~

SijnaaureGIliWeiliyakw
Da&eCll Signalure _

1 •
1 •
1 •
1 •
1 •
1 a
~ .

e e

.....- ...__a......-
e··

•



• STUDY IDENTIFICATION
1. Cenl8r number:

2. Study number:

F.um..y Ibw.TH INTERNATIONAL

NET Pellet Implant Study
ADDITIONAL CONTRACEPTIVE METHOD FORM

CII:IJ 1..

CII:IJw

.. lO' ..

3. Patient order number:

•. Admission form number:

CONTAct DATA
5. oa. of contact:

6. If any QOnlra08ptiw me1hod(s) other than
NET pellets haw been used ~inClil subject',
last NET blood draw. please specify from
the choiClils listed below: rn ..27

Additional Con1raClilptive
Method

00. none

NPEL2A
ACMF

....:w:wl

Date Method Begun

rnrnrna.33
EBEBEB=
~~~:rnrnrn ...
[IJ [IJ [IJ ~75

Specify Type(s)

(Items 12·18 Only)

01. toamIsuppositories

02. sponge

03.. condom alone

04. condom with spermicide

05.. mythmlnalural tarn~y planning

06. withdrawal

07. diaphragm alone

08. diaphragm with spermicide

09. cervical cap alone

10. carvical cap with spermicide

11. NORPLANT~implants

12. oral contraceptives

13.. IUD

1•• inje~s

1Sa male sterilization

16. _male sterilization

17. other

18. combination
(If oombination incl..... hormonlll ..thod or
IUD, Indicate date hormor- or IUD ..... atanecI.
If not, code date'l8 ..N' In box ")

Note: If hormonal con1raClilPtiveS have been uNd (ie, OCs, steroid-l1Ileasing IUDs, implants,
injeetab'es) this information should also be recorded on the Concomitant Mecications form.

\ ,

•

•
•

pI



.- ... '

;:

&UDY IDEN11FICAT1OH
1. 0enaIr runbIr:

3. Patient ordw nwnbIr:

•. AdmiuIon bm IUnber:

CONTACT DATA
I. Dale cI blood umpIe:

e. Tame of blood .....:
(00:00 -> 23:58)

7. OUt cI uaay:

e. NET (pgfmL):

•

•\ "

FAMILY IIJw..TB 1.N'rEINATIOIW.
Phase II-A Pharmacoklnatlc Evaluation of Blodegl8dabl8

Norethindrone Pellet Implants
SERUM NET RESULTS

CJ;l W r:;!;J ..
m:D:]
~ mn

r:;p W r:;!;J ..
o ITII!J1W1

c
>x(-BD-TBR)

Prifit NN of TI'WiiCi&i

J

Il1'VV/

NET



• STUDY IDENTIFICAnON
1. Center number.

2. Study number.

3. Patient order number.

4. Admission form number.

CONTACT DATA
5. Date of blood sample:

6. Time of blood sample:
(00:00 -> 23:59)

7. Date of assay:

8. Progesterone (nglmL):

•

\.
'\

•

FAMILY IlEALm INTERNA110NAL

Phase II-A Pharmacoklnetlc Evaluation of Biodegradable
Norethindrone Pellet Implants

SERUM PROGESTERONE RESULTS

ITTIJ,..
lTI!IillJ H

0=r:J:D.13
rrn=IJJ ''''1'

rT1 rTl m 20-25
~~ yesr

m:m-2Il

hour min.

mmm»35
day month year

o m.m aI-4O

<
>
X(-BD-TBR)

[ill]7HO

Prii"it Name of Transcriber

§gnilture of Transcriber

DBte of Signature

PROGST

.--------_._---• I

NPEl2A
PAOGST
14W211



,..

•STUDY IDENTlFlCAnON
1. Center number:

2. Study number:

3. Patient order number:

4. Admission form runber:

CONTACTDATA
S. Date of blood aampIe:

6. Time of blood sample:
(00:00 -> 23:59)

7. Dete or usay:

8. Estradiol 17-B(pgIm1.):

•

•
"),...

FAMILY HE.u.TB 1NTEJtNAnoNAL
Phase II-A Pharmacoklnetlc Evaluation of Biodegradable

Norethindrone Pellet Implants
SERUM ESTRADIOL RESULTS

CIIIl t ..

lil!I!EI ..
ITI:IJ:J .t3

D:TI:IJJ t4-11

CDCDCDIN5
day month ,.a'

rT1:CDIHI
~ mm.

CDCDCDaws
day month )'811'

o CIIIl~
c
>
X(-BD-TBR)

Print Name or Tmnscrlber

ESTRA



1
2.1
2.2
3
4
5
6
7
8.1
8.2
8.3

9
10.1
10.2
11.1
11.2

• 11.3
12.1
12.2
13.1

13.2

13.3
14.1
14.2

15

APPENDIX VI Tables & Figures

• Unless otherwise specified, all table titles end in "by Treatment Received".

LIST OF TABLES

Distribution of Participants by Center and Treatment Received
Number and Percent of Participants with Protocol Deviations
List of Participants with Protocol Deviations
Age, Race, and Smoking History at Admission
Pregnancy History at Admission
Contraceptive History at Admission
Menstrual Information for Cycle Prior to Admission
Menstrual History for Three Cycles Prior to Admission
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Table 1

Distribution of Participants by Center and Treatment Received

4-Pellet 5-Pellet Total

Center n (%) n (%) n (%)

908 ~O (52.6) 10 (50.0) 20 (51.3)

952 9 (47.4) 10 (50.0) 19 (48.7)

N 19 20 39

Note: Percentages may not sum to 100 due to rounding.

• July 21, 1995 NET Pellet Phase II-A
Study 890
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Table 2.1

Number and Percent of Participants
With Protocol Deviations

by Treatment Received

4-Pellet
(N-19)
n (%)

5-Pellet
(N-20)

n (%)

•

-~
~

Protocol deviation

Abnormal pelvic exam 0 (0.0) 1 (5.0)

Adm visit not b/w day 3 - 6 of menses 0 (0.0) 2 (10.0)

Lab done more than 35 days prior to adm 2 (10.5) 3 (15.0)

Menstrual length not b/w 25-35 days 0 (0.0) 1 (5.0)

Out of age range 2 (10.5) 2 (10.0)

Total cholesterol > 240 mg/dl 1 (5.3) 0 (0.0)

Any Protocol Deviations 5 (26.3) 8 (40.0)

January 5, 1996 NET Pellet Phase II-A
Study 890
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• • •Table 2.2

List ~f Participants with Protocol Deviations
by Treatment Received

Center PON / Treatment Selection Criteria Comments

908 2' 4-Pellet Out of age range age = 36

908 3 4-Pellet Out of age range age = 37

908 11 4-Pellet Total cholesterol > 240 mg/dl cholesterol = 241 mg/dl

908 17 4-Pellet Lab done more than 35 days prior to adm SMAC, CBC, UA at -77d; lipids at -52d

952 1 4-Pellet Lab done more than 35 days prior to adm SMAC, CBC, UA, lipids at -59d

908 12 5-Pellet Lab done more than 35 days prior to adm UA at -40d

908 12 5-Pellet Menstrual length not b/w 25-35 days cycle length = 37 days

908 16 5-Pellet Out of age range age = 36

908 18 5-Pellet Abnormal pelvic exam vaginal discharge

952 8 5-Pellet Lab done mOre than 35 days prior to adm SMAC, CBC, UA, lipids at -65d

952 9 5-Pellet Lab done mOre than 35 days prior to adm SMAC, CBC, UA, lipids at -41d

952 16 5-Pellet Out of age range age = 36

952 17 5-Pellet Adm visit not b/w day 3-6 of menses adm on d 7 of cycle

952 19 5-Pellet Adm visit not b/w day 3-6 of menses adm on d 7 of cycle

January 3, 1996 NET Pellet Phase II-A
Study 890



• 'lable 3

Age, Race, and Smoking History at Admission
by Treatment Received

4-Pellet. 5-Pellet

Participant Characteristic D (t) D (t)

Age in years

<- 20 1 (5.3) 3 (15.0)
21-25 8 (42.1) 4 (20.0)
26-30 6 (31.6) 5 (25.0)
31-35 2 (10.5) 6 (30.0)
>- 36 2 (10.5) 2 (10.0)

Total 19 20

Mean (SD) 26.7 (5.29) 28.2 (5.91)
Median 26.0 27.5
Min 19 19

• Max 37 36

Race

-
White ·14 (73.7) 17 (85.0)
Black 2 (10.5) 2 (10.0)
Hispanic 1 (5.3) 1 (5.0)
Asian 2 (10.5) 0 (0.0)

Total 19 20

..
'-Bote: PeJ;centages may not sum to. 1.00 due to rounding.

•
July 23, 1995 NET Pellet Phase II-A

Study 890
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• Table 3 (Continued)

Age, Race, and Smoking History at Admission
by Treatment Received

"-Pellet. 5-Pellet

Participant Characteristic n (') D (')

Number of cigarettes smoked
in a typical day

0 13 (68.4) 16 (80.0)
1-9 2 (10.5) 1 (5.0)
10-20 .. (21.1) 3 (15.0)

Total 19 20

Mean (SD) 3.2 (5.76) 3.2 (6.89)
Median 0.0 0.0
Min 0 0
Max 20 20

~."~l':.

\\
\Note: Percentages may not aum t.o 100 due to rounding.

•
July 23, 1995 NET Pellet Phase II-A

Study 890



• Table 4

Pregnancy History at Admission
by Treatment Received

4-Pellet S-Pellet

Participant Characteristic n (%) n (%)

Number of live births

0 15 (78.9) 12 (60.0)
1 2 (10.5) 6 (30.0)
2-4 2 (10.5) 2 (10.0)

Total 19 20

Mean (SD) 0.3 (0.67) 0.6 (0.94)
Median 0.0 0.0
Min 0 0
Max 2 3

• Outcome of last pregnancy

Not previously pregnant 6 (31.6) 6 (30.0)
Live birth 4 (21.1) 5 (25.0)
Induced abortion

<- 12 weeks (aseptic) 9 (47.4) 9 (45.0)

Total 19 20

\.
. \Note: Percentages may not sum to 100 due to rounding. o

•
August 15, 1995 NET Pellet Phase II-A

Study 890



• Table 4 (Continued)

Pregnancy History at Admission
by Treatment Received

4-Pellet 5-Pellet

Participant Characteristic n (%) n (%)

Number of months since 1
last pregnancy termination

1-6 2 (15.4) 4 (28.6)
7-12 0 (0.0) 0 (0.0)
>- 13 11 (84.6) 10 (71.4)

Total 13 14

Mean (SD) 48.2 (37.36) 52.6 (55.25)
Median 43.0 34.0
Min 3 2
Max 142 183

•

Excludes participants not previously pregnant.

Note: Percentages may not sum to 100 due to rounding.

•
August 15, 1995 NET Pellet Phase II-A

Study 890



S-Pellet·

•
Table 5

Contraceptive History at Admission
by Treatment Received

4-Pellet

t

Participant Characteristic D (') D . .

Main contraceptive method
used in month prior to

.admission

None 1 (5.3) 0 (0.0)
Condom alone S (42.1) 9 (45.0)
Condom with spermicide 1 (5.3) 4 (20.0)
Withdrawal 1 (5.3) 0 (0.0)
Rhythm 2 (10.5) 0 (0.0)
Diaphragm 3 (15.8) 2 (10.0)
Foam, suppositories 0 (0.0) 1 (5.0)
Sponge 1 (5.3) 2 (10.0)
Other 2 (10.5) 2 (10.0)

Total 19 20•
•.

\ Note: Percentages may Dot sum to 100 due to rounding.
\

•
JUly 23, 1995 NET Pellet Phase II-A

Study 890

)Jb'



•
Table 6

Menstrual Information for Cycle Prior to Admission
by Treatment Received

4-Pellet 5-Pellet·

Participant Characteristic D (%) n (%)

Day of menses
at admission

3-6 19 (100.0) 18 (90.0)
>- 7 0 (0.0) 2 (10.0)

Total 19 20

Mean (SO) 4.0 (1.00) 4.8 (1.32)
Median 4.0 5.0
Min 3 3
Max 6 7

• Dysmenorrhea in past cycle

None 7 (36.8) 13 (65.0)
Mild 8 (42.1) 5 (25.0)
Mode%'ate 4 (21.1 ) 1 (5.0)
Severe 0 (0.0) 1 (5.0)

Total .19 20

\ Note: Percentages may not sum to 100 due to rounding., .,

•
August 10, 1995 NET Pellet Phase II-A

Study 890

)lb



• Table 6 (Continued)

Menstrual Information for Cycle Prior to Admission
by Treatment Received

4-Pellet 5-Pellet

Participant Characteristic

Intermenstrual' pelvic pain
in past cycle

None
Moderate

Total

11

17
2

19

(%)

(89.5)
(10.5)

11

19
1

20

(l)

(95.0)
(5.0)

Intermenstrual bleeding
in past cycle

• None 19 (100.0) 20 (100.0)
One or more days 0 (0.0) 0 (0.0)

Total 19 20

\----------------------------
"Note: Percentages may not sum to 100 due to rounding.

•.,
August 10, 1995 NET Pellet Phase II-A

Study 890
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• Table 7

Menstrual History for Three Cycles
Prior to Admission

by Treatment Received

4-Pellet S-Pellet

Participant Characteristic D (t) D (t)

Average duration or
menstrual flow in days

1-2 0 (0.0) 2 (10.0)
3-6 17 (89.5) 18 (90.0)
7-10 2 (10.5) 0 (0.0)

Total 19 20

Mean (SO) 4.8 (1.08) 4.1 (1.25)
Median 5.0 4.0
Min 3 1
Max 7 6

~".'...:\

Usual amount of menstrual
flow

Scanty 0 (0.0) 5 (25.0)
Moderate 16 (84.2) 14 (70.0)
Heavy 3 (15.8) 1 (5.0)

Total 19 20

\~ote: Percentages may Dot sum to 100 due to rounding.

••
;

\

July 21, 1995 NET Pellet Phase II-A
Study 890



• ~able 1 (Continued)

Menstrual History for Three Cycles
Prior to Admission

by Treatment Received

4-Pellet 5-Pellet

Participant Characteristic (I) Xl (I)

Usual lenqth of menstrual
cycle in days (from day 1
of menses)

25-29 10 (52.6) 14 (10.0)
30-35 9 (47.4) 5 (25.0)
>- 36 0 (0.0) 1 (5.0)

Total 19 20

Mean (SD) 29.3 (2.13) 29.4 (2.21)
Median 29.0 29.0

• Min 25 27
Max 34 37

,--------------------------\

\Note: Percentages may Dot sum to 100 due to rounding.

•\ '

July 21, 1995 NET Pellet Phase II-A
StUdy 890



•
Table 8.1

Medical History and Physical at Admission
by Treatment Received

-'.

.a-Pellet S-Pellet

Participant Characteristic D (Ik) • D (Ik)

Any pre-existing medical or
surgical diagnoses

No 9 (47.4) 6 (30.0)
Yes 10 (52.6) 14 (70.0)

Total 19 20

Any medications being taken

No 18 (94.7) 17 (85.0)
Yes 1 (5.3) 3 (15.0)

• Total 19 20

Pelvic exam results

Normal 19 (100.0) 19 (95.0)
Abnormal 0 (0.0) 1 (5.0)

Total 19 20

Note: Percentages may not sum to 100 due to rounding.

•
JUly 21, 1995 NET Pellet Phase II-A

Study 890



•
'1'able 8.1 (Con-einued)

Medical History and Physical at Admission
by Treatment Received

t

4-Pellet 5-Pellet

Participant Characteristic n (%) • n (%) ..

•
July 21, 1995 NET Pellet Phase II-A

StUdy 890
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•
Table 8.1 (Continued)

Medical History and Physical at Admission
by Treatment Received

4-Pellet S-Pellet

Participant Characteristic n n (%)

Diastolic

Total 19 20

Mean (SO) 75.4 (6.08) 74.9 (6.41)
Median 78.0 79.0
Min 62 62
Max 84 82

Pulse (beats per minute)

Total 19 19

• Mean (SO) 79.5 (8.32) 76.4 (7.76)
Median 80.0 80.0
Min 64 60
Max 100 88

Weight (kg)

Total .19 20

Mean (SO) 61.3 . (7.76) 61.4 (8.18)
Median 60.0 58.0
Min 51 52
Max 74 77

•
JUly 21, 1995 NET Pellet Phase II-A

Study 890
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Table 8.1 (Continued)

Medical History and Physical at Admission
. by Treatment Received

4-Pellet 5-Pellet"

Participant Characteristic D (%) Jl (%)

Height (em)

Total 19 20

Mean (SD) 165.4 (5.76) 165.9 (5.44)
Median 165.0 166.5
Min 152 153
Max 176 174

2
Body mass index kg/m

• Total 19 20

Mean (SD) 22.4 (3.04) 22.3 (2.49)
Median 21.6 21.1
Min 16 19
Max 27 27

..

•
July 21, 1995 NET Pellet Phase II-A

Study 890
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•
'fable '.2

Li.t of 'articipant. with 're-exiatinq ~iea1 Diaqno.ie o~ Medication
by Treatment aeceived

•

Center te8
'J'reatMent
receivecl ~ica1 or aurqical diaqnoaia Medication

'0' 2 4-'.l1et 'J'rich~nae vaqinitia
GOnorrh.a, qanital, .ite.8
Contu.ion/hematoma, ait. .8
'!onaillectCMy

'0' J 4-t.llet Lupa. eryth...to.ua
CholecyatectollY

,oe • 4-'.Uet 1JPOthrroidi.., ~
'fonei1 eetCMy

'0' • 4-'.11et Genital herpe., 1108 _
Buaan papillo.. viru., .ite .8

,oe 13 4-'.Uet IImun papill_ virua, aite .8
'0' 11 4-'e11et aUateral bre..t recluetion

.52 1 4-'.Uet: Conqanital d.foraitJ' of t..... 1108
a.pail: of tn••, NO'

.52 1 4-'.11et: ar...t ~lUlt(.)

.52 11 4-'.11et: Jaundice, 1108

'---" .52 II 4-'.11.t Genital Mrpe., IfOI --
~

.01 1 5-••11et: .lneada. 110'
Cr.titi., 1108
Malena Cvi8ib1e 01: occult)
'fonaillectOlllY
.erniorrhaphy, 1108

other thyroid horaonae ad lI1Ib8titut••

rerrou. nlphate

Jul, 21, 1"5 .-t 'el1et: 'ha.. II-A
stud, 190



• • •
'labl. 1.2 (ContinuedJ

Li.t of Participanta with Pre-.xi.tln9 Medical Dia9ft0ala or ~lcation
by 'lr_t_nt a.c.ived

tr••t_nt
C.nt.r Pew rec.ived Medical or aur9ic.l dia9ftoaia Medication

'01 4 I-,.llet Canlta! h.rpea, !fOS

'01 I I-'.llet Va9inltla, cbl-.ydia Caleb. carbonate w/wo othel:
Cy.Utia, NOS Aluminum hydroxide (gelJ .
Ruman papillo.. vlrua, alte !fS Ma9ft..iwa hydroxide
Ulcer di•••••, ait. HI 8 im8thicon.
Jcs_, .ite HI

'01 ., I-.ellet l.-orrhold., 1101

'01 • I-'ellet Deg.n.rati.. diac di••••• 'lo~in Ctolectih)

'01 12 I-'.Uet Aatt.a, 110.

'01 14 I-'ellet Canita! harpea, IIOS, bi.tory of
upper reapiratory tr.ct infection, 108

'01 11 I-'ellet Ondan cyat, !f08
CyatiUa, NOS
Laparoacopy for d1a9ftC)atic r:..~n. only

'01 II I-'ellet au.an paplll~ Yirua, aite!f8

'01 20 I-'allet "maUd'a ayndr~/di.aaae

.52 4 I-'ellet !onaUlectWIJ- '52 I I-.ellet 'lonaill.ctWIJ

~ '52 10 I-'allet Adenold.ctWIJ

'52 14 I·'allet Bn.tar.l bre..t raductlon

JUly 21, 1"1 11ft 'ellet 'h••• II-A
Study 190
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'labl. 8.3

Liat of Participant. with Ibno~l Pelvic Kx_, Br.aat Kx_, or Pap e-u Renita
at Aclllli••ion

by 'lr••t~nt Rec.ived

•

-
~

Cnter

to8

POI

18

'fr..t.ent
received

!-'.11et:

P.lvic .x_ r ••ult.

Vaoinai diachuoe, tIOS (leukorrh.a)

ar.a.t .... r ••ult.

.o~l

Pap_u
r••ulte

.o~l

Jul, 21, Itt!

;-

D'l '.11et: Ph... II-A
Stuclr 890
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•
!'able 9

.
Number and Percent of Participants with any Follow-up Contact

by Treatment Received

Month

4-Pellet
1

Total n (%)

5-Pellet
1

!'otal' D (%) . .

1 !

To~al is the number of participants whose pellets have not
prev~ously been removed. . '

•
July 24, 1995 NET Pellet Phase II-A

Study 890
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•Table 10.1

Number of Discontinuations from Clinic Follow-up
by Treatment Received

4 - Pellet

•

~

Month of Discontinuation
Discontinuation

1-3 4-6 7-9 10-12 13-15 16-18 19-21 22-24 25-27 28-30 31-33 34-36 37-39 Totalreason

Menstrual 1 1
problems

Other medical 1 1

Other personal 1 1 2 1 1 1 7

End of study 2 2 1 5

Unable to 2 1 1 1 5
contact patient

Total 0 2 3 0 0 2 0 3 1 1 3 2 2 19

5 - Pellet

Month of Discontinuation
Discontinuation

1-3 4-6 7-9 . 10-12 13-15 16-18 19-21 22-24 25-27 28-30 31-33 34-36 37-39reason Total

Menstrual 1 1
problems

Other medical 1 1 2.
Other personal 2 3 1 6

End of study 1 1 7 1 10

Unable to 1 1
contact patient

Total 0 1 0 0 0 0 2 0 5 2 1 7 2 20

August 15, 1995 NET Pellet Phase II-A
Study 890

..
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~ Table 10.2

List of Participants Discontinuing from Clinic Follow-up
by Treatment Received

4 - Pellet

Treatment Date of
Center PON received disc. Study Month Reason for discontinuation Comments

908 2 4-Pellet 180CT93 26 other personal Moving out of $tate/country
908 3 4-Pellet 23JUN93 22 other medical ENCEPHALITIS (CEREBRITIS) DUE TO LUPUS
908 6 4-Pellet 20DEC91 4 Menstrual problems MENSTRUATION, IRREGULAR
908 8 4-Pellet 22MAY92 8 other personal Moving out of state/country
908 10 4-Pellet 210CT93 24 Unable to contact participant Moving out of state/country
908 11 4-Pellet 200CT94 35 End of Study
908 13 4-Pellet 04MAY94 29 Other personal Family health problems
908 15 4-Pellet 29JUN93 17 other personal Wants to quit due to new job demands
908 17 4-Pellet 18NOV93 22 other personal Moving out of state/country
908 19 4-Pellet 200CT92 8 Unable to contact participant
952 1 4-Pellet 16SEP94 37 End of Study
952 3 4-Pellet 16NOV94 37 Unable to contact participant
952 6 4-Pellet 02NOV94 36 End of Study
952 7 4-Pellet 26MAR92 5 other personal BREAST PAIN (MASTALGIA)
952 11 4-Pellet 130CT94 32 End of Study
952 12 4-Pellet 25AUG92 7 Unable to contact participant
952 13 4-Pellet 10OCT94 32 End of Study
952 15 4-Pellet 01DEC94 32 Unable to contact participant
952 18 4-Pellet 15SEP93 17 other personal Decreasing NET level, wants oral pill

November 21, 1995 NET Pellet Phase II-A
Study 890
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Table 10.2 (Continued)

List of Participants Discontinuing from Clinic Follow-up
by Treatment Received

5 - Pellet

•

Center PON
Treatment
received

Date of
disc. study Month Reason for discontinuation Comments

November 21, 1995 NET Pellet Phase II-A
,Study 890



• Table 11.1

Reported Average Coital Frequency Since Last Contact
Through 12 Months

by Treatment Received

4-Pellet 5-Pellet

Follow-up period n (%) n (%)

3 months

No coitus 1 (5.9) 1 (5.0)
Less than once/week 1 (5.9) 1 (5.0)
At least once/week but

less than twice/week 1 (5.9) 4 (20.0)
At least twice/week 14 (82.4) 14 (70.0)

1
Total 17 20

• 6 months

No coitus 1 (6.7) 0 (0.0)
Less than once/week 0 (0.0) 0 (0.0)
At least once/week but

less than twice/week 2 (13.3) 6 (31.6)
At least twice/week 12 (80.0) 13 (68.4)

1
Total 15 19

Note: Percentages may not sum to 100 due to rounding .

'1
-Total is the number of women who had a contact during
the follow-up period and whose pellets had not been
previously removed.

•• November 20, 1995 NET Pellet Phase II-A
Study 890
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• Table 11.1 (Continued)

Reported Average Coital Frequency Since Last Contact
Through 12 Months

by Treatment Received

4-Pellet 5-Pellet

Follow-up period n (%) n (%)

9 months

No coitus a (0.0) a (0.0)
Less than once/week a (0.0) 1 (5.6)
At least once/week but

less than twice/week 3 (23.1) 4 (22.2)
At least twice/week 10 (76.9) 13 (72.2)

1
Total 13 18

• 12 months

No coitus a (0.0) a (0. 0)
Less than once/week 1 (7.7) a (0. 0)
At least once/week but

less than twice/week 2 (15.4) 5 (26.3)
At least twice/week 9 (69.2) 14 (73.7)
Unknown 1 (7.7) 0 (0.0)

1
Total 13 19

Note: Percentages may not sum to 100 due to rounding .

\

\

'1
-Total is the number of women who had a contact during
the follow-up period and whose pellets had not been
previously removed.

• November 20, 1995 NET Pellet Phase II-A
Study 890
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Tabl. 11.2

Oa. of Additional Contraceptive Methode
4 - Pell.t

1
I4rli••t Month any Barlie.t month any Steroidal Study lIOnth

Canter Pon additional contrac.ptive ateroidal contraceptive contrac.ptive di.continuad

1108 2 15 * nev.r ua.d n/. 2'
908 3 15* never u.ed n/. 22
1108 , nev.r uaad never u••d nla 4
908 I n.v.r ua.d n.v.r u••d nla e
908 10 15 * 16 NORPLART(R) bpl4nt. 24
90B 11 15 * n.ver uaed nla 35
1108 13 15* n.v.r u••d n/. 211
908 15 11* nev.r u••d nla 17
908 11 14* 19 Lo ovr.l 22
IIOB 19 n.v.r u.ed n.v.r u••d nla I
952 1 25-28 ** n.v.r u••d nla 37
952 3 25-31 .. n.v.r u.ed nla 31
952 • 24-35 .. nev.r u.ed n/a 36
952 7 n.v.r u••d n.v.r u.ed nla 5
952 11 24-32 ** nev.r u.ed nla 32
952 12 n.v.r u.ed n.v.r u••d nla 7
952 13 26-32 ** nev.r u.ed nla 32
1152 15 n.v.r u.ed never u••d n/a 32
952 18 nevar u••d never u••d n/a 11

I
Participant. _re auppoa.d to beqin uainq additional contraception in Month 13. Where datendnable, th•
• xact month that u•• b.qan i. qiv.n. Otherwt•• the followinq i. qiv.n:

•

* larli••t month information on additional u•• coll.cted.
.. U•• beqan aometime betwe.n th•••·montha (incluaiva).

Augu.t 15, 11195

.~

0 •• beqan on or before this lIOnth.

Wet Pell.t Pha.. tI-A
Study 890
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Table 11.3

//.
Vae of Additional Contraceptive ~th~

~ 5 - Penet

1
larlie.t Month any Zarlie.t month any Steroidal Study IlIOnth

C.ntar pon additional contraceptiva ateroidal contraceptive contracapti_ di.continued

908 1 naver uaed naver u.ed n/a 5
908 4 15 * 21 LoOvral 27
908 5 14 14 'lripha.il 27
908 7 15 * never u.ad n/a 39
908 9 14 14 'l'ripha.i1 20
908 12 14* naver u.ed n/a 19
908 14 14 14 Lo Ovral 34
908 16 13 naver u.ed n/a 34
908 18 13 13 Triphadl 25
908 20 14 14 Lo Ovral 28
952 2 24-35 ** never u.ed n/a 36
952 4 24-37 ** never u.ed n/a 37
952 5 24-36 ** never u••d n/a 36
952 8 24-35 ** never u.ed nla 36
952 , 25-34 ** never u.ed n/a 34
952 10 25-34 ** never u.ed n/a 36
952 14 25-33 ** never u••d n/a 33
952 1fi nev.r u.ad nevar u••d n/a 27
952 17 naver uaed never u••d n/a 25
'52 19 24-28 ** never u.ed n/a 28

I
'articipenta _re .uppo.ed to beqin udno additional contraception in Month 13. Where daterainable, the
axact IIlOnth that u.e beqan i. qivan. othar_i.e tha follo.inq ia qiven:

* larliaat IlIOnth information on additional uae collected.
** Uae beqan aometima bet..an the•• month. (inclu.ive).

Auquat: 15, 1995

V.a beqan on or before thia IDOnth.

Net Pellet Pha•• It-A
StUdy a90
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'lable 12.1

Summary of NET Values (ng/ml)
4-Pellet

Follow-up 1
Period Total Mean (SO) Median' Min

\
24-hour 19 2.873 (0.9319) 2.704 1.784 5.331

l-week 19 1.376 (0.4252) 1.460 0.263 1.878
1-month 18 0.928 (0.4325) 0.917 0.474 2.369
2-month 13 0.850 (0.3164) 0.721 0.395 1.443
3-month 11 0.607 (0.2582) 0.632 0.056 0.936
4-month 13 0.794 (0.2186) 0.788 0.393 1.144
5-month 12 0.715 (0.2475) 0.672 0.362 1.275
6-month 13 0.619 (0.2003) 0.645 0.268 0.939
7-month 12 0.571 (0.1083) 0.579 0.334 0.710
8-month 9 0.542 (0.1507) 0.554 0.282 0.756
9-month 11 0.554 (0.1859) 0.535 0.272 0.926

10-month 9 0.461 (0.1221) 0.448 0.271 0.705
11-month 11 0.491 (0.1328) 0.501 0.307 0.711
12-month 11 0.487 (0.1748) 0.444 0.265 0.860

• 13-month 13 0.426 (0.1251) 0.395 0.268 0.643
14-month 9 0.401 (0.1580) 0.359 '0.193 0.727
15-month 9 0.380 (0.1379) 0.314 0.218 0.619
16-montb 9 0.449 (0.1546) 0.438 0.288 0.813
17-montb 9 0.385 (0.1713) 0.380 0.161 0.760
la-month 4 0.337 (0.2121) 0.271 0.161 0.644
19-month 6 0.314 (0.1563) 0.250 0.153 0.522
20-month 8 0.309 (0.1293)' 0.278 0.156 0.539
21-month 5 0.286 (0.1342) 0.289 0.142 0.466
22-montb 7 0.279 (0.1208) 0.250 0.117 0.471
23-month 6 0.246 (0.1526) 0.207 0.056 0.431
24-month 5 0.300 (0.0618) 0.322 0.198 0.361
25-month 9 0.212 (0.0903) 0.197 0.056 0.336

1
~otal is the number of participants with data at each
time period who have not had pellets removed and
who are not on steroidal contraceptives.

•
July 24, 1995 NET Pellet Phase II-A

Study 890



• Table 12.1 (Continued)

Summary of NET Values (ng/ml)
4-Pellet

Follow-up 1
Period Total Mean (SO)· Median Min

.
"

•

i
~otal is the number of participants with data at each
time period who have not had pellets removed and
who are not on steroidal contraceptives •

• July 24, 1995 NET Pellet Phase II-A
Study 890



• Table 12.2

Summary of NET Values (ngIml)
S-Pellet

Follow-up 1
Period Total Mean (SD) Median Min

24-hour 20 3.311 (1.2546) 3.551 1.397 5.492
l-week 20 2.036 (0.6883) 2.081 0.713 3.141
I-month 20 1.090 (0.3883) 1.024 0.558 2.164
2-month 17 1.025 (0.3116) 0.937 0.393 1.732
3-month 18 0.920 (0.2000) 0.897 0.604 1.221
4-month 16 0.912 (0.2569) 0.803 0.643 1.261
5-month 13 1.640 (2.8348) 0.827 0.399 11.030
6-month 17 0.811 (0.2711) 0.778 0.424 1.327
7-month 14 0.723 (0.2437) 0.700 0.406 1.234
a-month 12 0.731 (0.3043) 0.642 0.420 1.466
9-month 17 0.649 (0.2032) 0.638 0.305 1.200

10-month 15 0.651 (0.2302) 0.644 0.309 1.154
11-month 17 0.642 (0.2579) 0.630 0.292 1.287

• 12-month 15 0.639 (0.2429) 0.564 0.293 1.088
13-month 16 0.564 (0.2013) 0.513 0.271 1.017
14-month 13 0.618 (0.2461) 0.551 0.311 1.199
15-month 13 0.589 (0.2060) 0.531 0.258 1.1{)4
16-month 11 0.549 (0.1524) 0.586 0.263 0.805-
17-month 11 0.589 (0.2251) 0.571 0.298 0.985
18-month 8 0.492 (0.2161) 0.395 0.309 0.942
19-month 12 0.458 (0.1938) 0.410 0.219 0.822
20-month 12 0.504 (0.2012) 0.417 0.245 0.889
21-month 11 0.445 (0.1650) 0.415 0.154 0.659
22-month 10 0.477 (0.2116) 0.482 0.171 0.862
23-month 7 0.502 (0.2207) - 0.455 0.223 0.898
24-month 7 0.384 (0.0854) 0.326 0.310 0.516
25-month 4 0.514 (0.1703) 0.450 0.390 0.765

1.
~ota1 is the number of participants with data at each
time period who have not had pellets removed and
who are not on steroidal contraceptives.

• July 24, 1995 NET Pellet Phase II-A
StUdy 890
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Table 12.2 (Continued)

Summary of NET Values (ng/ml)
5-Pellet

Follow-up 1
Period Total Mean (SD) Median Min Max

1
Total is the number of participants with data at each
time period who have not had pellets removed and
who are not on steroidal contraceptives.

•
July 24, 1995 NET Pellet Phase II-A

Study 890



• Table 13.1

Number and Percent of Participants Who Ever
Had a NET Concentration Below 0.3 ng/ml

From the I-month Follow-up Through the I2-month Follow-up
By Treatment Received

4-Pel1et S-Pe11et
..

•

NET concentration ever
below 0.3 ng/ml

Yes
No

Total

n

3
15

18

(%)

(16.7)
(83.3)

n

2
18

20

(%)

(10.0)
(90.0)

\Note: Percentages may not sum to 100 due to rounding.
\

•" "

~ ,

August 15, 1995 NET Pellet Phase II-A
Study 890
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Table 13.2

List of Participants Who Ever Bad a NET Concentration
Below 0.3 ng/ml from the 1-month Follow-up

Through the 12-month Follow-up
By Treatment Received

'.

Center PON
Treatment
received

NET value
(ng/ml) Study Month

•

908 6' 4-Pel1et < 0.112 3
952 6 4-Pellet 0.268 6
952 6 4-Pellet 0.282 9
952 6 4-Pellet 0.272 9
952 6 4-Pellet 0.265 13
952 18 4-Pellet 0.271 11
952 18 4-Pellet 0.296 12
908 12 5-Pellet 0.293 12
952 14 5-Pellet 0.292 12

•
August 15, 1995 NET Pellet Phase II-A

Study 890
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'liM in Rudy

:5 - IIOnth
, - montb
9 - month

12 - month
15 - montb
18 - IIIOnth
21 - IIIOnth
24 - month
27 - month
30 - month
33 - montb

•

'l'abla 13.3

'l'iIlla Until !'int~ < .3 nq/ml
by Tra.tment Received

4 - Pallet 5 - Pellat

1 Cumulativa 1 Cumul.tiv.
At Rialt event rat. At M.k .vent rat.

n per "oman (S ••• » n per woman (S ••• )

17.0 0.110 0.0732 20.0 0.000 0.0000
15.0 0.169 0.0892 19.0 0.000 0.0000
13.0 0.169 0.0892 19.0 0.000 0.0000
12.0 0.233 0.1027 18.5 0.108 0.0722
11.0 0.303 0.1146 12.0 0.108 0.0722
7.0 0.525 0.1322 11.0 0.182 0.0972
5.0 0.605 0.1318 10.5 0.182 0.0972
5.0 0.684 0.1270 8.5 0.182 0.0972
2.5 0.763 0.1173 7.0 0.285 0.1279
2.0 0.763 0.1173 3.0 0.693 0.1441
1.0 0.881 0.1024 3.0 0.693 0.1441

1
!h. n\Jd)er at riM in aach intarval 18 the nUlllber of perticipant. antaring th. intnval minu.
one-b.lf of tho•• can.ored during the interval. Cen.ored participant. are tho•• who nevar had
• NET < .3 ng/lal and who•• la.t valid NE'I m.a.ur...nt occurred during th. interval. Valid NET
m•••ur...nt. include tho.e that occurred prior to pellet removal or prior to the u.. of
eteroidal contraceptiva••

Auquet 16, 1'95 Mat ••ll.t 'ha.. II-A
Study 890

,-



• Table 14.1

Number and Percent of Participants with Elevated
Progesterone Levels (ng/ml)

by Treatment Received

Max >3 Max >5
1

Total n (%) n (%)

4-Pellet

Baseline 19 19 (100.0) 18 (94.7)
9-Month 9 2 (22.2) 2 (22.2)
12-Month 7 3 (42.9) 3 (42.9)
15-Month 4 1 (25.0) 1 (25.0)
18-Month 7 3 (42.9) 3 (42.9)
21-Month 2 2 (100.0) 2 (100.0)
24-Month 6 6 (100.0) 6 (100.0)
27-Month 5 5 (100.0) 5 (100.0)
3D-Month 2 2 (100.0) 2 (100.0)
33-Month 1 1 (100.0) 1 (100.0).'.~~

5-Pellet

Baseline 19 15 (78.9) 15 (78.9)
9-Month 14 1 (7 .1) 1 (7.1)
12-Month 14 4 (28.6) 3 (21.4)
15-Month 7 3 (42.9) 3 (42.9)
18-Month 8 2 (25.0) 2 (25.0)
21-Month 2 1 (50.0) 1 (50.0)
24-Month 7 2 (28.6) 2 (28.6)
27-Month 3 0 (0.0) 0 (0.0)
3D-Month 4 2 (50.0) 2 (50.0)
33-Month 1 0 (0.0) 0 (0.0)

\,
"

1

•
Total is the number of participants with at least
four measurements at each time period who have not
had pellets removed and who are not on steroidal
contraceptives .

October 30, 1995 NET Pellet Phase II-A
Study 890



• Table 14.2

List of Participants with
Elevated Progesterone Levels (>3 ng/ml)

by Time Period and Treatment Received



• Table 14.2 (Continued)

List of Participants with
Elevated Progesterone Levels (>3 ng/m1)

by Time Period and Treatment Received

Treatment Max Progesterone
Center PON received level (ng/m1) Study Month

952 12 . 4-Pe11et 17.60 -1

952 13 4-Pe11et 3.14 -1

952 15 4-Pe11et 6.96 -1

952 18 4-Pe11et 13.92 -1

908 1 5-Pe11et 7.52 -1

908 4 5-Pe11et 13.98 -1

908 5 5-Pel1et 9.11 -1

908 7 5-Pe11et 17.70 -1• 908 9 5-Pe11et 12.10 -1

908 12 5-Pe11et 7.65 -1

908 14 5-Pe11et 6.07 -1

908 16 5-Pe11et 9.56 -1

908 18 5-Pe11et 7.68 -1

908 20 5-Pe11et 7.08 -1

952 2 5-Pe11et 27.10 -1

952 4 5-Pe11et 11.36 -1

952 5 5-Pellet 12.42 -1
\

\

1
List includes participants with at least four
measurements at each time period who have not
had pellets removed and who are not on steroidal
contraceptives.

• October 30, 1995 NET Pellet Phase II-A
Study 890

lL}~



• Table 14.2 (Continued)

List of Participants with
Elevated Progesterone Levels (>3 ng/m1)

by Time Period and Treatment Received

Center

952

952

Treatment Max Progesterone
PON received level (ng/m1) Study Month

14" 5-Pellet 8.03 -1

16 5-Pellet 9.73 -1

• October 30, 1995 NET Pellet Phase II-A
Study 890



• Table 14.2 (Continued)

List of Participants with
Elevated Progesterone Levels (>3 ng/ml)

by Time Period and Treatment Received

Treatment Max Progesterone
Center PON received level (ng/ml) Study Month

15-Month

908 2 4-Pellet 7.53 16

908 12 5-Pellet 11. 27 15

952 2 5-Pellet 13.47 17

952 9 5-Pellet 8.19 16

18-Month

• 908 2 4-Pellet 10.05 19

908 11 4-Pellet 10.95 19

952 11 4-Pellet 8.02 19

952 2 5-Pellet 10.36 19

952 9 5-Pellet 8.47 19

21-Month

908

1

11 4-Pellet 6.44 23

List includes participants with at least four
measurements at each time period who have not
had pellets removed and who are not on steroidal
contraceptives.

• October 30, 1995 NET Pellet Phase II-A
Study 890



• Table 14.2 (Continued)

List of Participants with
Elevated Progesterone Levels (>3 ng/m1)

by Time Period and Treatment Received

Center

908

952

Treatment Max Progesterone
PON received level (ng/m1) study Month

13. 4-Pe11et 21.81 22

9 5-Pe11et 10.23 22

24-Month

908 2 4-Pe11et 6.65 25

908 11 4-Pe11et 5.68 26

908 13 4-Pellet 21.34 25

• 952 1 4-Pe1let 16.36 25

952 3 4-Pe1let 15.93 25

952 6 4-Pellet 6.09 25

952 2 5-Pellet 19.06 25

952 19 5-Pellet 8.79 25

27-Month

908

908

11

13

4-Pel1et

4-Pellet

12.55

5.88

29

28

1-
List includes participants with at least four
measurements at each time period who have not
had pellets removed and who are not on steroidal
contraceptives.

• October 30, 1995 NET Pellet Phase II-A
Study 890



• Table 14.2 (Continued)

List of Participants with
Elevated Progesterone Levels (>3 ng/m1)

by Time Period and Treatment Received

Center

952

952

952

Treatment Max Progesterone
PON received level (ng/m1) Study Month

1· 4-~e11et 9.79 28

6 4-Pe11et 10.77 28

11 4-Pe11et 7.09 28

30-Month

908 11 4-Pe11et 14.19 31

952 6 4-Pe11et 8.69 31.'. 952 2 5-Pe11et 18.63 31
~:~

952 5 5-Pe11et 10.13 31

33-Month

952 1 4-Pe11et 13.50 33

\
\_----------------------------
l'

List includes participants with at least four
measurements at each time period who have not
had pellets removed and who are not on steroidal
contraceptives .•• October 30, 1995 NET Pellet Phase II-A

Study 890
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Table 15

Mean of Each Participant's Mean, Minimum, and Maximum Concentration of Estradiol (pg/ml)
and Median of Each Participant's Median Concentration of Estradiol (pg/ml)

by Treatment Received

•

4-Pellet

1
Total

Mean
Participant
Mean (SO)

Mean
Participant
Min (SO)

Mean
Participant
Max (SO)

Median
Participant

Median

"'"'-
~

-S0

Baseline
9-Month
12-Month
15-Month
18-Month

5-Pellet

Baseline
9-Month
12-Month
15-Month
18-Month

1

15
8
7
4
4

13
14
14

7
6

112.7
163.9
164.1
202.0
227.4

122.1
90.3
82.8

128.0
106.8

34.79
81.30
66.07

107.44
59.64

41.92
42.81
24.12
72.19
43.99

47.7
60.3
48.1
74.0
47.5

48.2
35.1
37.1
35.3
43.8

21.13
20.64
18.26
28.13
15.11

20.62
11.33
12.80

6.58
16.50

205.4
359.3
370.0
545.8
549.0

230.4
207.6
171.3
302.7
206.2

72.02
212.77
185.86
407.22
100.54

101.30
111.06
98.34

224.57
100.01

92.5
135.3
120.5
128.8
162.0

92.5
59.3
66.8
96.5
81.8

Total is the number of participants with at least four measurements at each time
period who have not had pellets removed and who are not on steroidal contraceptives.

October 30, 1995 NET Pellet Phase II-A
Study 890



• Table 16.1

Number and Percent of Participants with Low
Estradiol Levels (pg/ml)

by Treatment Received

Min <40 Max <40
1

Total n (%) n (%)

4-Pellet

Baseline 15 5 (33.3) 0 (0.0)
9-Month 8 1 (12.5) 0 (0.0)
12-Month 7 1 (14.3) 0 (0.0)
15-Month 4 0 (0.0) 0 (0.0)
18-Month 4 2 (50.0) 0 (0.0)

5-Pellet

• Baseline 13 2 (15.4) 0 (0.0)
9-Month 14 9 (64.3) 0 (0.0)
12-Month 14 9 (64.3) 0 (0.0)
15-Month 7 6 (85.7) 0 (0.0)
18-Month 6 3 (50.0) 0 (0.0)

1

•
Total is the number of participants with at least
four measurements at each time period who have not
had pellets removed and who are not on steroidal
contraceptives.

October 30, 1995 NET Pellet Phase II-A
StUdy 890



• Table 16.2
List of Participants with Minimum Estradiol Levels <40 pg/ml

by Time Period and Treatment Received

Treatment Estradiol
.

Center PON received level (pg/ml) Study Month

Baseline

908 8 4-Pellet 28 -1

908 15 4-Pellet < 16 -1

908 19 4-Pellet 33 -1

952 11 4-Pellet 28 -1

952 15 4-Pellet 36 -1

908 16 5-Pellet < 16 -1

952 14 5-Pellet 19 -1

• 9-Month

908 15 4-Pellet 27 10

908 4 5-Pellet 33 10

908 5 5-Pellet 30 10

908 7 5-Pellet 22 10

908 9 5-Pellet 29 10

908 12 5-Pellet 22 10

\

\
"

1
List includes participants with at least four
measurements at each time period who have not
had pellets removed and who are not on steroidal

• contraceptives .

October 30, 1995 NET Pellet Phase II-A
Study 890

)b{



• Table 16.2 (Continued)
List of Participants with Minimum Estradiol Levels <40 pg/ml

by Time Period and Treatment Received

Treatment Estradiol
Center PON received level (pg/ml) Study Month

908 14 5-Pellet 32 10

908 16. 5-Pellet 29 10

952 14 5-Pellet 22 10

952 19 5-Pellet 37 10

12-Month

908 11 4-Pellet 20 13

908 4 5-Pellet 34 13

• 908 7 5-Pellet 31 13

908 12 5-Pellet 23 13

908 14 5-Pellet 39 13

908 16 5-Pellet 25 13

908 20 5-Pellet 30 12

952 2 5-Pellet 23 13

952 14 5-Pellet 31 13

952 19 5-Pellet 39 13

\
\ \-------------------------------

1-
List includes participants with at least four
measurements at each time period who have not
had pellets removed and who are not on steroidal
contraceptives .

• October 30, 1995 NET Pellet Phase II-A
Study 890



• Table 16.2 (Continued)
List of Participants with Minimum Estradiol Levels <40 pg/m1

by Time Period and Treatment Received

Treatment Estradiol .
Center PON received level (pg/m1) Study Month

15-Month

908 4 5-Pe11et 36 16

908 7 5-Pe11et 38 16

908 12 5-Pe11et 30 16

908 16 5-Pe11et 35 16

952 2 5-Pe11et 37 16

952 14 5-Pe11et 25 16

• 18-Month

908 11 4-Pe11et 33 19

908 13 4-Pe11et 36 19

908 4 5-Pe11et 39 19

908 7 5-Pe11et 35 19

908 16 5-Pe11et 19 19

\
\

1
List includes participants with at least four
measurements at each time period who have not
had pellets removed and who are not on steroidal
contraceptives .

•
.
\

October 30, 1995 NET Pellet Phase II-A
Study 890
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• •Table 11

Proportion of Participants with Clinically
Important Bleeding Patterns by

Reference Period and Treatment Received
/-'

Clinically
Infrequent Frequent Irregular Prolonged Important

Treatment/Reference Total' Amenorrhea Bleeding Bleeding Bleeding Bleeding Patterns
Period (Days) N (') (') (') (') (') n (')

4-Pellet

1 (0-89) 18 0.0 0.0 33.3 55.6 50.0 15 83.3

2 (90-119) 16 6.2 6.2 12.5 50.0 12.5 12 15.0

3 (180-269) 15 0.0 13.3 20.0 46.7 40.0 14 93.3

4 (270-359) 13 0.0 1.1 23.1 38.5 15.4 10 16.9

5 (360-449) 13 1.1 . 0.0 15.4 23.1 1.1 6 46.2

6 (450-539) 12 0.0 8.3 25.0 16.1 25.0 8 66.1

7 (540-629) 10 10.0 0.0 0.0 50.0 20.0 1 70.0

8 (630-719) 8 0.0 0.0 0.0 31.5 12.5 4 50.0

5-Pellet

1 (0-89) 20 5.0 10.0 20.0 50.0 50.0 18 90.0

2 (90-119) 19 15.8 26.3 26.3 52.6 26.3 19 100.0

3 (180-269) 19 15.8 15.8 26.3 41.4 31.6 11 89.5-- 4 (210-359) 19 21.0 10.5 10.5 21.0 15.8 12 63.2

2 .
5 (360-449) 19 21.0 10.5 10.5 36.8 26.3 15 79.0

6 (450-539) 19 21.0 5.3 26.3 31.6 26.3 15 19.0

1 (540-629) 16 18.8 6.2 18.8 31.2 31.2 12 75.0

8 (630-119) 13 15.4 ' 0.0 0.0 23.1 23.1 1 53.8

, Total is the number of participants for at least the first 60 days in the 90-day reference period.

August 15, 1995 NET Pellet Phase II-A
Study 890
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Table 18

Comparison of Lipid Profiles (mq!dl) Between
Baseline and Follow-up
by Treatment Received

4-Pellet 5-Pellet

Lipid Total1 Mean (SD) p-valuez Total1 Mean (SD) p-valuez

Total cholesterol

Baseline 19 184.1 (31.97) 20 185.2 (22.32)

6-month 15 164.8 (30.38) 19 161.6 (26.31)

12-month 12 168.9 (30.57) 18 166.2 (24.21)

18-month 8 173.2 (28.82), 13 163.5 (27.78)

24-month 6 164.0 (27.62) 11 164.6 (25~ 85)

Percent change in
total cholesterol

Baseline to 6-month change 1,5 -12.4 (10.09) <.01 19 -12.5 (10.39) <.01

Baseline to 12-month change 12 -13.1 (12.08) <.01 18 -9.8 (11.77) <.01- Baseline to 18-month change 8 -9.2 (10.10) .04 13 -13.2 (10.15) <.01

\ Baseline to 24-month change 6 -15.4 (15.81) .06 11 -10.4 (12.40) <.01

1 For each time period, total is the number of participants with data.
I Comparisons are made between baseline and each follow-up period within each treatment qroup using a t-test except

where the assumption of normality was violated. The Wilcoxon Signed Rank test was used for the total cholesterol
comparisons for the baseline to 24-month change in the S-Pellet group. No comparisons are made between treatment
groups.

August 15, 1995 Net Pellet Phase ll-A
Study 890
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Table 18 (continued)

Comparison of Lipid Profiles (mg/dl) Between
Baseline and Follow-up
by Treatment Received

-
4-Pellet 5-Pellet

Lipid Total1 Mean (SD) p-value2 Total1 Mean (SD) p-valueJ

Triglycerides

Baseline 19 92.8 (32.67) 20 100.8 (29.52)

6-month 15 74.4 (21. 80) 19 81.5 (31.08)

12-month 12 89.9 (38.03) 18 79.4 (31. 05)

18-month 8 86.5 (33.77) 13 67.6 (22.12)

24-month 6 93.2 (75.43) 11 67.3 (15.84)

Percent change
in triglycerides;

Baseline to 6-month change 15 -19.8 (26.79) .01 19 -12.4 (40.00) .19

Baseline to 12-month change 12 -7.8 (41.79) .53 18 -16.1 (37.08) .08-- Baseline to 18-month change 8 -16.1 (28.31) .15 13 -25.1 (32.43) .02

~ Baseline to 24-month ,ohange 6 -24.7 (38.22) .17 11 -23.3 q2.75) .04

1 For each time period, tCltal is the number of participants with data.
Z Comparisons are made bet.ween baseline and each follow-up period within each treatment group using

a t-test. No comparisons are made between treatment groups.

Auqust 15, 1995

,.
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Table 18 (continued)

Comparison of Lipid Profiles (mq/dl) Between
Baseline and Follow-up
by Treatment Received

4-Pellet 5-Pellet

Lipid Total l Mean (SO) p-value2 Total l Mean (SO) p-value2

~

Baseline 19 56.5 (09.84) 20 56.6 (11.31)

6-month 15· 55.9 (11.86) 19 56.5 (11.18)

: 12-month 12 55.2 (15.32) 18 58.3 (13.00)
I

18-monthi 8 60.1 (14.18) 13 61.2 (12.81)

1 24-month 6 58.8 (09.75) 11 59.3 (10.60)
I Percent change in HOL;I

I
Baseline to 6~onth change 15 -0.3 (19.09) .58 19 0.0 (10.98) .99

Baseline to 12~onth change 12 0.9 (21.37) .89 18 4.3 (14.75) .67

I Baseline to 18-month change 8 5.2 (20.69) .50 13 5.8 (16.85) .24
I

b
Baseline to 24-month change 6 1.0 (17.75) .90 11 2.2 (16.73) .67

I For each time period, total is the number of participants with data.
I 2 Comparisons are made between baseline and each follow-up period within each treatment group using a t-test except

where the assumption of normality was violated. The Wilcoxon Signed Rank test was used for the HOL comparisons for
the baseline to 6-month change in the 4-Pellet group and for the baseline to 12-month change in the 5-Pellet group.
No comparisons are made between treatment groups.

August 15, 1995

..~
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Table 18 (continued)

Comparison of Lipid Profiles (mg/dl) Between
Baseline and Follow-up
by Treatment Received

•

Lipid Total l Mean

4-Pellet

(SD) p-value2 Total l Mean

S-Pellet

(SD) p-value2

1 For each time period, total is the number of participants with data.
2 Comparisons are made between baseline and each follow-up period within each treatment group using a t-test except

where the assumption of normality was violated. The Wilcoxon Signed Rank test was used for the HDL to total
cholesterol comparisons for the baseline to 6-month and baseline to 24-month changes in the 4-pellet group and for
the baseline to 18-month change in the 5-pellet group. No comparisons are made between treatment groups.

-
~

HDL to total cholesterol ratio

Baseline

6-month

12-month

18-month

24-month

Percent change in HDL
to total cholesterol ratio:

Baseline to 6-month change

Baseline to 12-month change

Baseline to 18-month change

Baseline to 24-month change

19

15

12

8

6

15

12

8

6

0.32

0.35

0.33

0.35

0.37

14.3

17.7

17.5

22.5

(0.081)

(0.015)

(0.091)

(0.086)

(0.085)

(21.15)

(27.39)

(28.02)

(31.45)

.02

.05

.12

.09

20

19

18

13

11

19

18

13

11

0.31

0.35

0.35

0.38

0.37

15.8

17.1

24.7

17.1

(0.062)

(0.068)

(0.081)

(0.098)

(0.079)

(18.82)

(19.85)

(32.54)

(30.97)

<.01

<.01

<.01

.10

August 15, 1995 Net Pellet Phase II-A
Study 890
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Table 18 (continued)

Comparison of Lipid Profiles (mg/dl) Between
Baseline and Follow-up
by Treatment Received

•

Lipid Total1 Mean

4-Pellet

(SO) p-value2 Totall Mean

5-Pellet

(SD) p-value2

1 For each time period, total is the number of participants with data.
a Comparisons are made between baseline and each follow-up period within each treatment group using a t-test except

where the assumption of normality was violated. The Wilcoxon Signed Rank test was used for the LOL comparisons for
the baseline to 24-month change in the 5-pellet group. No comparisons are made between treatment qroups.

~

~

Baseline

6-month

12-month

18-month

24-month

Percent change in LOL:

Baseline to 6~onth change

Baseline to 12-month chanqe

Baseline to 18-month change

Baseline to 24-month chanqe

19

15

12

8

6

15

12

8

6

108.9

93.8

95.8

95.9

88.0

. -15.7

-18.9

-13.9

-19.4

(31.10)

(28.35)

(26.00)

(26.37)

(34.32)

(15.34)

(16.87)

(16.75)

(30.14)

<.01

<.01

.051

.18

20

19

18

13

11

19

18

13

11

108.5

88.8

91.9

88.5

91.5

-16.5

-13.5

-19.7

-13.0

(21. 7·0)

(23.18)

(22.27)

(27.76)

(24.28)

(19.02)

(20.55)

(20.80)

(20.53)

<.01

.01

<.01

.01

Auqust 15, 1995

.~.
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Table 19

Comparison of Glucose (mg/dl) Between
Baseline and Follow-up
by Treatment Received

•

Glucose Tota11 Mean

4-Pellet

(SD) p-value' Total1 Mean

5-Pellet

(SD) p-value'

1 For each time period, total is the number of participants with data.
I Comparisons are made between baseline and each follow-up period within each treatment group using a t-test except

where the assumption of normality was violated. The Wilcoxon Signed Rank test was used for the glucose comparisons
for the baseline to 12-month change in the S-Pellet group. No comparisons are made between treatment groups.

""--
\S:-
O>

Glucose

Baseline

6-month

l2-month

l8-month

24-month

Percent change in glucosei

Baseline to 6-month change

Baseline to 12-month change

Baseline to 18-month change

Baseline to 24-month change

August 15, 1995

19 90.6 (09.74) 20 91.4 (08.26)

14 88.7 (10.28) 19 93.3 (11.17)

12 92.0 (10.51) 19 91.3 (14.63)

8 93.0 (11. 06) 13 92.4 (09.53)

7 92.1 (06.31) 11 90.7 (12.28)

14 -0.6 (08.81) .82 19 2.3 (10.50) .36

12 1.2 (12.65) .75 19 1.2 (22.61) .25

8 -0.6 (06.87) .80 13 1.2 (09.14) .63

7 -1.7 (08.73) .62 11 -1.6 (10.00) .60

Net Pellet Phase II-A
Study 890
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'lei. 20.1

.umber and Percent of 'articipenta with 1
Laboratory Value. Out.id. Laboratory No~l Referanca

at Ba.e1ine
by 'freat..nt Recai¥ed

•

Lipid. (1IlJ/41'

4-'al1at
2

Total n (t)

5-'allet
2

Total n (t)

fotal tho1••taro1
BDL
LDL
tri91ro-d••

-.c

19
19
19
19

5 (21.3)
I (42.1)
4 (21.1)
1 (5.3)

20
20
20
20

5 (25.0)
10 (50.0)
J (15.0)
1 (5.0)

---...
<:s-...........

1

011100.. (119/411)
LDR-340 (aU/.l,
8GO'f-340 (AST) (11IO/111)
.GPT (.o/a1)
AUaUne Pho.phata. (11IO/111'
Bilirubin. Total (lIlJ/dl)
Cr.atinine (~'ell)
.odi_ (_11'1,
'ot•••i_ (-,.,U
Chlorid. (aeq 1)
Calciua (~'d1)
'ho~horu. (.g/ell)
.rotein. Total (~cll)

AlbWlin (9IIIdl)

19 '0 (0.0) 20 0 (0.0)
It 0 (0.0) 20 0 (0.0)
19 0 (0.0) 20 0 (0.0)
It 0 (0.0) 20 1 (5.0)
19 0 (0.0) 20 1 (5.0)
l' 0 (0.0) 20 0 (0.0)
19 1 (5.3) 20 0 (0.0'
19 0 (0.0) 20 0 (0.0)
19 0 (0.0) 20 2 (10.0)
l' I (10.5) 20 J (15.0)
19 0 (0.0) 20 0 (0.0)
19 1 (5.3) 20 1 (5.0'
19 0 (0.0) 20 0 (0.0)
19 0 (0.0) 20 0 (0.0)

... bboratoEf ftOElial raf.r.nca. 1ft aUachad appetnclb.
2

total b the n.tler of participant. baYin9 the lab taat at laa.t onca at ba..Uaa•

.JUly 24. 1tt5 lift 'allat .ba.a II-A
.tuclr Ito
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Table 20.1 «Continued)

.,.,.,; .nd Percent of Participanta with 1
Laboratory Valua. Out.ida Laboratory ROrlNl Referenee

et Ba.eline
by Tr••t-.nt ll.eal.,4Jd

•

4-'ellet
2

Total " (t)

'-'ellat
2

Total n ct)

--
~

"'to1011f

-
1e.G91obin (9/411) It 2 (10.5) 20 2 (10.0)
White blood cell count/~ 19 .. «21.1) 20 3 US.O)

Vdnalyd.

-
tpee1flc or..,Uy l' I (10.5) 20 0 to.O)
hotein 19 .. «21.1) 20 2 (10.0)
pH 19 0 CO.O) 20 0 (0.0)
It.tOMe 19 1 (5.3) 20 0 (0.0)
C;:lueo•• I' 0 CO.O) 20 0 (0.0)
Bilirubin 19 0 (0.0) 20 0 (0.0)

1
... leo~ato~ nora1 rafarance. tn attached awandtJr.

I
!otal b tM nWllbar of participant. haYing tha lab taft. at ta..t once at ba..lina•

.7taly 24, 19'5 11ft lanat 'h... II-A
Stud, ''0

r
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~able 20.2

Ru.ber and 'ercent of 'articipant. with 1
Laboratory Value. OUtaide Laboratory Normal aeferenca

at the 6-lIIOnth Follow-up
by ~reat_nt a~eived

•

4-'eliet
2

Total ft Ct,

Lip!" (Illr/dl,

5-'ellet
2

Total ft (t,

~ota1 Choleaterol
BDL
LDL
td91ycad4le.

.-c

15
15
15
15

1 CC.l'
• (53.3)
2 (13.3)
o (0.0)

19
It
It
It

2 CI0.5)
t (41.4)
1 (' .3'
1 (5.3)

---
~

C:luco.. (Illr/dl'
LDR-340 (aO/al,
'GO'f-340 (AST) (lIB/ill)
IGPT (IIIO/al)
Alkaline 'ho.phate. (lID/ill'
Bilirubin, Total (Illr/dl'
Creatinine (mq/dl'
lodiw. (_q/l)
Potaad,. (_q/l)
Chloride (aeq/l,
Calc1ua (aq/dl)
Phoaphorua (lII9/cl1)
Protein, Total (ga/dl)
Albualn (911/dl)

14 0 (0.0) 11 1 (5.S)
14 0 (0.0) 19 0 (0.0)
14 0 (0.0) It 0 (0.0)
14 0 (0.0) It 0 (0.0)
14 0 (0.0) It 0 (0.0)
U 0 (0.0' 19 0 (0.0)
14 1 (1.1) It 0 (0.0'
14 0 (0.0) 19 0 (0.0)
14 0 (0.0) It 0 (0.0)
14 1 (1.1) 19 • (21.1)
14 0 (0.0' 19 0 (O.OJ
14 1 (1.1) It 0 (O.OJ
14 0 (0.0' 19 0 (O.OJ
14 0 (O.OJ 19 0 (0.0)

1
la. laboratory aorlla1 referenca. in attachad appendix.

2
total 18 the nUlllMtr of participant. haYing the lab t ••t at
follo....up.

My 24, 1995

.~

l ...t one. at lh. '1IDfttb

D'f 'ellet ,ba.. It-A
study 890
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'fabl. 20. 2 (Continued)

"uMber and '.~c.nt o~ '.~ticip.nt. with 1
Laboratory V.lu.. out.id. Laboratory NODll&l ....f.l:.nce

at the 6-month Follow-up
by '1'r••t_nt Raeeivad

•

'-lltolOV

4-'ellat
2

total It f')

5-'.Uet:
2

'fotal It C')

-.....-.
r~

ISIIOCIloblft (lf/dl)
White blood cell count/~

14
14

1
I

('.1)
(7.1)

It
It

2 (10.5)
1 (5.3)

1
... labol:atoq no~ raferances 1n aU.chad appendix.

2
fotal Is tbe nWllber of parUclpante ba,,1ng the hb taat at la••t one. at tbe I-tIontb
follo"..up•

.TIsl, 24, 1995 u! 'eUet ,bass II-A
Stud, .90
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'lable 20.3

WUIIlber and Percent of Participant. with 1
Laboratory Value. OUt. ide Laboratory Ho~l Reference

at the 12-~nth Follow-up
by Tre.t..nt aecei_d

•

Lipid. (1MJ/dl)

"-Pellet
2

'lotal n (t)

5-Pellet
2

'lotal n C')

'lotal Chole.terol
ROL
LOt
Td"l:rceddea

-.c:

12
12
12
12

1 (1.3)
1 (58.3)
1 (8.3)
1 (8.3)

11
II
11
II

2 (l1.l)
10 (55.')

1 (5.')
1 (5.')

l\

Gluco.e (-V/dl)
LDB-3.0 (aU/IIl1)
800'1-3.0 (AST) (.u/.I)
'I;1'T (.u/al)
Allta11ne Pho.phate. (IlIUI.I)
Bilirubin, Total (aq/dl)
Creatinine (~/dl) .
'o41i,. (-q/U.
Pot••eiUlll (-q/l)
Chloride (-.q/l)
Calcia. (aq/dl)
'hoaphoru. (."/dl)
'rotein, Total (~dl)
Albuain (9IIIdl)

12 1 (8.3) 11 1 (5.3)
12 0 (0.0) 19 1 (5.3)
12 0 (0.0) 11 0 10.0)
12 0 (0.0) 19 0 10.0)
12 0 (0.0) It 0 (0.0)
12 0 (0.0) It 0 10.0)
12 1 (8.3) It 0 (0.0)
12 0 (0.0) 19 0 (0.0)
12 0 (0.0) It 0 (0.0)
12 2 (tc.l) It 2 (l0.5'
12 0 (0.0) 19 0 (0.0)
12 1 (8.3) It 0 (0.0)
12 0 (0.0) l' 0 (0.0)
12 0 (0.0) 11 0 (0.0)

1
... l~ratorr bOnal r.ference. in attached appencU.x.

2
'lotal b the n""r of participant. badn" the lab te.t at le••t OftCe at the 12·.nth
follow-up.

July 24, 1995 WI! 'ellet Pba.. 11-&
study 890
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Table 20.3 (Continued)

Number and Percent of Participants with 1
Laboratory Value. Outside Laboratory Normal Reference

at the l2-month Follow-up
by Treatment Received

•

Bematoloqy

4-Pellet
2

Total n (t)

5-Pellet
2

Total n (t)

"'--

~

Bemoglobin (g/dl)
lfhite blood cell count/Cllllll

12
8

1
o

(8.3)
(0.0)

19
11

2
1

(10.5)
(9.1)

1

2
See laboratory normal references in attached appendix.

Total ia the number of participants having the lab test at least once at the 12-month
follow-up.

July 24, 1995 NET Pellet Phase II-A
Study 890
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Table 20.4

Humber and Percent of Participants with 1
Laboratory Values Outside Laboratory Normal Reference

at the 18-month Follow-up
by Treatment Received

•

Lipid. (mg/dl)

4-Pellet
2

Total n (t)

5-Pel1et
2

Total n (t)

Total Choleaterol
BDL
LDL
Triglycerides

SMAC

8
8
8
8

1
3
o
1

(12.5)
(31.5)

(0.0)
(12.5)

13
13
13
13

2
5
1
o

(15.4)
(38.5)
(1.7)
(0.0)

--..
~
~

Glucose (Dlg/dl)
£OB-340 (mU/ml)
SGOT-340 (AST) (mU/ml)
SGPT (mU/ml)
Alkaline Phosphates (mU/ml)
Bilirubin, Total (mg/dl)
Creatinine (mg/dl)
Sodium (meq/l)
Potassium (meq/l)
Chloride (meq/l)
Calcium (mg/dl)
Phosphorus (mg/dl)
Protein, Total (qm/dl)
Albumin (gm/dl)

8 1 (12.5) 13 0 (0.0)
8 0 (0.0) 13 0 (0.0)
8 0 (0.0) 13 0 (0.0)
8 0 (0.0) 13 0 (0.0)
8 0 (0.0) 13 0 (0.0)
8 0 (0.0) 13 0 (0.0)
8 1 (12.5) 13 0 (0.0)
8 0 (0.0) 13 0 (0.0)
8 0 (0.0) 13 1 (1.1)
8 0 (0.0) 13 2 (15.4)
8 0 (0.0) 13 0 (0.0)
8 1 (12.5) 13 2 (15.4)
8 0 (0.0) 13 1 (1.7)
8 0 (0.0) 13 0 (0.0)

1

2
See laboratory normal references in attached appendix.

Total ia the number of participanta having the lab test at leaat once at the 18-lllOnth
follow-up.

July 24, 1995 HET Pellet Phase II-A
Study 890
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Table 20.4 (Continued)

. Number and Percent of Participants with I
Laboratory Values OUtside Laboratory Normal Reference

at the 18-month Follow-up
by Treatment Received

•

Hematology

4-Pel1et
2

Total n (t)

5-Pellet
2

Total n (t)

---~
~

Hemoglobin (g/dl)
White blood cell count/CIIIII

8
3

o
o

(0.0)
(0.0)

13
3

o
o

(0.0)
(0.0)

1

2
see laboratory normal references in attached appendix.

Total is the number of participant. having the lab test at least once at the 18-lIIOnth
follow-up.

July 24, 1995 NET Pellet Pha•• II-A
Study 890
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Table 20.5

Humber and Percent of Participants with 1
Laboratory Values OUtside Laboratory Normal Reference

at the 24-month Follow-up
by Treatment Received

•

Lipids (1IIlJ/ d1)

4-Pellet
2

Total n (t)

5-Pellet
2

Total n (t)

Total Cholesterol
HDL
LDL
Triqlycerides

SMlC

6
6
6
6

o
3
o
1

(0.0)
(SO .0)

(0.0)
(16.7)

11
11
11
11

1
4
o
o

(9.1)
(36.4)
(0.0)
(0.0)

~
~

Glucose (mq/d1)
LDB-340 (mU/m1)
SOOT-340 (AST) (mU/ml)
SGPT (mO/III1)
Alkaline Phosphates (mU/ml)
Bilirubin, Total (lIIlJ/dl)
Creatinine (mg/dl)
SodiUIII (lMq/l)
PotassiUIII (lMq/l)
Chloride (meq/l)
CalciUIII (mq/d1)
Phosphorus (mq/dl)
Protein, Total (qm/dl)
Albumin (CJIII!d1)

7 0 (0.0) 11 1 (9.1)
7 0 (0.0) 10 1 (10.0)
7 0 (0.0) 10 0 (0.0)
7 0 (0.0) 10 0 (0.0)
7 0 (0.0) 10 0 (0.0)
7 0 (0.0) 10 0 (0.0)
7 1 (14.3) 10 0 (0.0)
7 0 (0.0) 10 2 (20.0)
7 0 (0.0) 10 0 (0.0)
7 0 (0.0) 10 3 (30.0)
7 0 (0.0) 11 0 (0.0)
7 0 (0.0) 11 0 (0.0)
7 0 (0.0) 10 1 (10.0)
7 0 (0.0) 10 0 (0.0)

1

2
See laboratory normal referencea in attached appendix.

Total is the nUJDber of participants havinq the lab teat at least once at the 24-llIOnth
follow-up.

July 24, 1995 NET Pellet Phaae II-A
Study 890
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Table 20.5 (Continuedl

Number and Percent of Participants with I
Laboratory Value. OUt.ide Laboratory Normal Reference

at the 24-month Follow-up
by Treatment Received

•

4-Pellet
2

Total n (tl

5-Pellet
2

Total n (tl

--..
~ 1

2

Hematolocnr

-
Hemoglobin (g/dl) 7 0 (0.01 11 0 (0.0)
White blood cell count/em- 3 0 (0.01 2 0 (0.0)

Urlnaly.b

--
Specific gravity 7 0 (0.0) 11 0 (0.0)
Protein 7 0 (0.0) 11 1 (9.1)
pH 7 0 (0.0) 11 0 (0.0)
Xetone. 7 0 (0.01 11 0 (0.0)
Glucose 7 0 (0.0) 11 0 (0.0)
Bilirubin 7 0 (0.0) 11 0 (0.0)

See laboratory normal reference. in attached appendix.

Total i. the number of participant. having the lab teat at lea.t once at the 24-month
follow-up.

July 24, 1995 NET Pellet Phase II-A
Study 090
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Table 20.6
1

List of Participants Who Ever Had a Laboratory Value
OUtside Laboratory Normal Reference Reported at Baseline throuqh the

24-month Follow-up
by Treatment Received

•

Treatment
Center PON received Name of test Value Study Month

908 2 4-Pellet Total Cholesterol 225.0 -1
Triqlycerides 164.0 -1
Triqlycerides 158.0 19
Triqlycerides 241.0 25
Glucose (llI<J/dl) 117.0 19
Creatinine (mq/dl) 0.6 -1
Creatinine (llI<J/dl) 0.6 7
Creatinine (mg/dl) 0.6 13
Creatinine (llI<J/dl) 0.6 19
Creatinine (mg/dl) 0.6 25
Phosphorus (mg/dl) 4.6 19
Specific gravity 1.0 -1

908 3 4-Pellet HOL 40.0 -1
HOL 33.0 7
HOL 40.0 13
LOL 136.0 -1
Hemoglobin (q/dl) 11.5 -1
Hemoglobin (g/dl) 11.6 7
Hemoglobin (g/dl) 11. 4 13
Specific gravity 1.0 -1

908 6 4-Pellet HOL 47.0 -1
Protein (urine) Trace -1

908 8 4-Pellet HOL 49.0 7

---!--
1

See laboratory normal references in attached appendix.
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Table 20.6 (Continued)

1
List of Participants Who Ever Had a Laboratory Value

Outside Laboratory Normal Reference Reported at Baseline throuqh the
24-month Follow-up

by Treatment Received

•

908 8 4-Pellet
(Continued)

Treatment
Center PON received

908

908

908

908

10

11

15

17

4-Pellet

4-Pellet

4-Pellet

4-Pellet

Name of test

Phosphorus (mq/dl)
Protein (urine)

Triqlycerides
Phosphorus (mq/dl)
Phosphorus (mq/dl)

Total Cholesterol
Total Cholesterol
BDL
BDL
BDL
BDL
LDL
LDL
Protein (urine)

BDL
BDL
Glucose (mq/dl)
Ketones

Total Cholesterol
Total Cholesterol
LDL
LDL

Value Study Month

2.1 7
Trace -1

165.0 12
4.7 -2
4.7 12

241.0 -1
208.0 19

41.0 -1
50.0 7
47.0 13
49.0 25

171.0 -1
130.0 7
Trace -1

45.0 7
44.0 13

116.0 13
1+ -1

243.0 -3
224.0 -2
151.0 -3
139.0 -2

"""'--
~

\ 1
See laboratory normal references in attached appendix.
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Table 20.6 (Continued)

1
List of Participants Who Ever Had a Laboratory Value

OUtside Laboratory Normal Reference Reported at Baseline through the
24-month Follow-up

by Treatment Received

•

Treatment
Center PON received Name of test Value Study Month

See laboratory normal references in attached appendix.

908 17 4-Pellet
(Continued)

952 1 4-Pellet

---~
v 1

952

952

952

3

6

11

4-Pellet

4-Pellet

4-Pellet

White blood cell count/cmm 10.8 -3

HDL 52.0 -2
HDL 53.0 6
HDL 54.0 13
HDL 38.0 19
Chloride (meq/l) 110.0 13

Total Cholesterol 207.0 -1
HDL 53.0 25

HDL 54.0 -1
HDL 49.0 6
HDL 49.0 13
HDL 49.0 18
HDL 52.0 24
Chloride (meq/l) 110.0 -1
Chloride (meq/l) 108.0 13
Hemoglobin (g/dl) 11.8 -1
White blood cell count/cmm 3.7 -1

HDL 53.0 -1
HDL 54.0 6
HDL 44.0 12
White blood cell count/cmm 12.6 6

August 16, 1995 NET Pellet Phase II-A
Study 890
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Table 20.6 (Continued)
1

List· of Participants Who Ever Bad a Laboratory Value
Outside Laboratory Normal Reference Reported at Baseline through the

24-month Follow-up
by Treatment Received

•

Center PON
Treatment
received Name of test Value Study Month

August 16, 1995 NET Pellet Phase II-A
Study 890
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Table 20.6 (Continued)

1
List of Participants Who Ever Had a Laboratory Value

OUtside Laboratory Normal Reference Reported at Baseline through the
24-month Follow-up

by Treatment Received

•

Center PON
Treatment
received Name of test Value Study Month

August 16, 1995 NET Pellet Phase II-A
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Table 20.6 (Continued)
1

List of Participants Who Ever Had a Laboratory Value
outside Laboratory Normal Reference Reported at Baseline through the

24-month Follow-up
by Treatment Received

•

Treatment
Center PON received Name of test Value Study Month

908 18 5-Pellet IIDL 44.0 -1
HDL 42.0 7
IIDL 42.0 13
Hemoglobin (g/dl) 15.8 13

908 20 5-Pellet Total Cholesterol 231.0 -1
Total Cholesterol 201.0 6
IIDL 51.0 12
LDL 151.0 -1
Triglycerides 162.0 6
Triglycerides 172.0 12
White blood cell count/cmrn 10.7 -1

952 2 5-Pellet Total Cholesterol 212.0 13
White blood cell count/cmm 3.8 7

952 4 5-Pellet IIDL 42.0 -1
IIDL 51.0 7
IIDL 52.0 13
IIDL 53.0 24
SGPT (mU/ml) 61.0 -1
Chloride (meq/l) 109.0 -1
Chloride (meq/l) 109.0 .,
Chloride (meq/l) 109.0 13
Chloride (meq/l) 108.0 24
Phosphorus (mg/dl) 5.1 -1

~
1

See laboratory normal references in attached appendix.
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Table 20.6 (Continued)
1

List of Participants Who Ever Had a Laboratory Value
OUtside Laboratory Normal Reference Reported at Baseline through the

24-month Follow-up
by Treatment Received

•

952 4 5-Pellet
(Continued)

Treatment
Center PON received

.....-
-..1
~

952

952

952

5

8

9

5-Pellet

5-Pellet

5-Pellet

Name of test

White blood cell count/cmm
Protein (urine)

BDL
BDL
LDH-340 (mU/ml)
LDH-340 (mU/ml)
Chloride (meq/l)
Chloride (meq/l)
Chloride (meq/l)

Total Cholesterol
Sodium (meq/ll
Chloride (meq/l)

BDL
BDL
SOL
DOL
SOL
LDL
Alkaline Phosphates (mU/ml)
Alkaline Phosphates (mU/ml)
Phosphorus (mg/dl)
Hemoglobin (g/dl)
White blood cell count/cmm

Value Study Month

3.8 -1
Trace 24

51.0 -1
53.0 13

109.0 13
108.0 24
110.0 -1
110.0 7
110.0 13

205.0 -3
149.0 24
111.0 24

48.0 -2
44.0 6
43.0 13
45.0 18
41.0 25

131.0 -2
143.0 -2
134.0 1

2.2 18
11.6 1
3.7 -2

1
See laboratory normal references in attached appendix.
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Table 20.6 (Continued)

•
Outside

1
List of Participants Who Ever Had a Laboratory Value
Laboratory Normal Reference Reported at Baseline through the

24-month Follow-up
by Treatment Received

Treatment
Center PON received Name of test Value Study Month

952 9 5-Pellet
(Continued)

952 10 5-Pellet

-
~
~

952

952

14

16

5-Pellet

5-Pellet

White blood cell count/cmm 3.7 1

HDL 50.0 -2
HDL 53.0 6
HDL 48.0 13
HDL 53.0 19
sodium (meq/l) 146.0 25
Chloride (meq/l) 108.0 -2
Chloride (meq/l) 108.0 6
Chloride (meq/l) 108.0 19
Chloride (meq/l) 108.0 25
Protein (urine) Trace -2

HDL 52.0 -1
HDL 46.0 7
HDL 50.0 12
HDL 48.0 19
HDL 52.0 25
Glucose (mq/dl) 121.0 25
Chloride (meq/l) 108.0 19

Total Cholesterol 219.0 -1
Total Cholesterol 207.0 7
Total Cholesterol 218.0 12
Total Cholesterol 206.0 18
Total Cholesterol 207.0 24

1
See laboratory normal references in attached appendix.
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Table 20.6 (Continued)

1
List of Participants Who Ever Had a Laboratory Value

Outside Laboratory Normal Reference Reported at Baseline through the
24-month Follow-up

by Treatment Received

•

Treatment
Center PON received Name of test Value Study Month

952 16 5-Pellet
(Continued)

~
~

952 17 5-Pellet

LDL
Chloride (meq/l)

Total Cholesterol
Total Cholesterol
Total Cholesterol
HDL
HDL
HDL
HDL
HDL
LDL
LDL
LDL
LDL
Potassium (meq/l)
Potassium (meq/l)
Potassium (meq!l)
Chloride (meq!l)
Chloride (meq!l)
Phosphorus (mg!dl)
Hemoglobin (g!dl)
Protein (urine)
Protein (urine)
Protein (urine)
pH

136.0
108.0

215.0
210.0
235.0

48.0
41.0
49.0
53.0
47.0

143.0
135.0
134.0
170.0

3.1
2.8
3.4

95.0
94.0
4.7

11.5
2+
3+
3+

9.0

12
7

-2
18
22
-2

7
13
18
22
-2

7
18
22
-2
-1
18
-2
-1
18
-2
-2
-1
22
-1

1
See laboratory normal references in attached appendix.
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Table 20.6 (Continued)
1

List 'of Participants Who Ever Had a Laboratory Value
OUtside Laboratory Normal Reference Reported at Baseline through the

24-month Follow-up
by Treatment Received

•

--~o

Center

952

PON

19

Treatment
received

5-Pellet

Name of test

Trig1ycerides

Value

170.0

Study Month

-2

1
See laboratory normal references in attached appendix.
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Table 20.7

1
List of Participants Who Ever Had a Laboratory Value
Outside Laboratory Normal Reference Reported After

the First 24 Months (760 Days) of Follow-up
by Treatment Received

•

~.:1!~

Center PON

952 15

Treatment
received

4-Pellet

Name of test

HDL
Protein (urine)

Value

50.0
Trace

Study Month

25
25

~
~ 1

See laboratory normal references in attached appendix.
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Table 21

Comparison of Blood Pressure (rom Hg) Between
Baseline and Follow-up
by Treatment Received

•

5-Pellet

Blood Pressure Total l Mean

4-Pellet

(SO) p-value2 Total l Mean (SD) p-value2

Systolic

Baseline

3-month

6-month

9-month

l2-month

IS-month

la-month

21-month

24-month

19 111.7 (08.95) 20 112.3 (10.18)

16 114.2 (12.44) 19 111.6 (09.37)

15 114.0 (10.51) 19 114.8 (10.42)

13 110.9 (10.28) 18 112.8 (07.46)

13 113.5 (11.35) 19 113.3 (07.80)

13 116.6 (19.12) 13 117.9 (04.77)

8 110.8 (14.00) 13 116.1 (08.85)

7 116.9 (11. 94) 10 119.4 (03.41)

7 112.0 (16.57) 11 119.5 (06.27)

---

1 For each time period, total is the number of participants with data.
2 Comparisons are made between baseline and each follow-up period within each treatment group using a t-test except

where the assumption of normality was violated. The wilcoxon Signed Rank test was used for the systolic comparisons
for the baseline to 3, 12, and 21-month changes in the 4-Pellet group and for all baseline to follow-up changes in
the 5-Pellet group. No comparisons are made between treatment groups.

~

~
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Table 21 (continued)

Comparison of Blood Pressure (rnrn Hg) Between
Baseline and Follow-up
by Treatment Received

4-Pellet 5-Pellet

•

Blood Pressure Total1 Mean (SD) p-value2 Total1 Mean (SD) p-value2

Diastolic

Baseline

3-month

6-month

9-month

12-month

IS-month

IS-month

21-month

24-month

19 75.4 (6.08) 20 74.9 (06.41)

16 76.0 (6.70) 19 73.3 (08.15)

15 74.5 (8.05) 19 74.4 (07.38)

13 72.9 (8.82) 18 73.9 (07.50)

13 73.7 (8.36) 19 75.5 (06.73)

13 75.5 (11. 59) 13 78.0 (03.92)

8 75.4 (8.82) 13 77.5 (04.67)

7 78.9 (10.45) 10 78.8 (03.16)

7 73.1 (14.23) 11 76.2 (06.72)

---
~

1 For each time period, total is the number of participants with data.
2 Comparisons are made between baseline and each follow-up period within each treatment group using a t-test except

where the assumption of normality was violated. The Wilcoxon Signed Rank test was used for the diastolic
comparisons for the baseline to 9, 12, 15, and 21-month changes in the 4-Pellet group and for all baseline to
follow-up changes in the 5-Pellet group. No comparisons are made between treatment groups.

August 15, 1995 Net Pellet Phase II-A
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Table 21 (continued)

Comparison of Blood Pressure (rnrn Hg) Between
Baseline and Follow-up
by Treatment Received

4-Pellet 5-Pellet

Blood Pressure Total! Mean (SO) p-value2 Total! Mean (SO) p-value2

Percent change in systolic

Baseline to 3-month change 16 2.9 (11. 38) .43 19 -1.5 (06.09) .46

Baseline to 6-month change 15 l.8 (11.78) .57 19 2.2 (11. 23) .38

Baseline to 9-month change 13 -2.2 (07.24) .29 18 0.6 (07.57) 1. 00

Baseline to 12-month change 13 1.7 (10.67) .58 19 0.7 (06.23) 1.00

Baseline to 15-month change 13 4.7 (16.55) .69 13 3.6 (10.68) .31

Baseline to 18-month change 8 -2.2 (08.34) .48 13 1.7 (09.12) .81

Baseline to 21-month change 7 2.2 (10.71) 1.00 10 3.5 (07.16) .12

Baseline to 24-month change 7 -0.4 (10.81) .93 11 3.9 (07.38) .25

1 For each time period, total is the number of participants with data.
2 Comparisons are made between baseline and each follow-up period within each treatment group using ~ t-test except

where the assumption of normality was violated. The wilcoxon Signed Rank test was used for the systolic comparisons
for the baseline to 3, 15, and 21-month changes in the 4-Pellet group and for all baseline to follow-up changes in
the 5-Pellet group. No comparisons are made between treatment groups.

August 15, 1995 Net Pellet Phase II-A
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Table 21 (continued)

Comparison of Blood Pressure (rom Hg) Between
Baseline and Follow-up
by Treatment Received

4-pellet 5-Pellet

Blood Pressure Total l Mean (SD) p-value2 Total l Mean (SD) p-value2
,

Percent change in diastolic

Baseline to 3-month change 16 2.0 (10.92) .48 19 -3.1 (05.92) .09

Baseline to 6-month change 15 -1.2 (107.00) .52 19 -0.5 (09.95) .95

Baseline to 9-month change 13 -3.2 (06.21) .12 18 -0.9 (08.35) .95

Baseline to 12-month change 13 -2.9 (07.06) .25 19 0.8 (07.16) .82

Baseline to 15-month change 13 0.1 (10.54) .41 13 2.0 (06.15) .50

Baseline to 18-month change 8 -1.5 (05.65) .47 13 1.3 (08.67) .75

Baseline to 21-month change 7 2.2 (11. 22) .75 10 1.3 (04.25) .50

Baseline to 24-month change 7 -4.4 (11.70) .35 11 -1.3 (05.59) 1.00

1 For each time period, total is the number of participants with data.
2 Comparisons are made between baseline and each follow-up period within each treatment group using a t-test except

where the assumption of normality was violated. The Wilcoxon Signed Rank test was used for the diastolic
comparisons for the baseline to 9, 12, 15, and 21-month changes in the 4-Pellet group and for all baseline to
follow-up changes in the 5-Pellet group. No comparisons are made between treatment groups.
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Table 22

Comparison of Weight (kg) Between
Baseline and Follow-up
by Treatment Received

4-Pellet 5-Pellet

Weight (kg) Total1 Mean (SD) p-value2 Total1 Mean (SD) p-value2

Weight (kg)

Baseline 19 61.3 (7.76) 20 61.4 (8.18)

3-month change 15 60.5 (7.32) 18 60.9 (7.42)

6-month change 15 61.5 (6.02) 19 61. 7 (8.14)

9-month change 13 61.6 (7.34) 18 61.3 (8.21)

l2-month change 13 63.5 (5.84) 19 62.4 (8.93)

l5-month change 12 61. 9 (6.50) 13 59.9 (8.13)

l8-month change 8 61.9 (7.29) 13 60.1 (8.30)

21-month change 7 62.4 (6.65) 10 61.8 (8.14)

24-month change 7 60.0 (6.19) 11 60.4 (8.07)

1 For each time period, total is the number of participants with data .
.2 Comparisons are made between baseline and each follow-up period within each treatment group using a t-test except

where the assumption of normality was violated. The Wilcoxon Signed Rank test was used for the systolic comparisons
for the baseline to 6, 12, 18, and 24-month changes in the 4-Pellet group and for all baseline to follow-up changes
in the 5-Pellet group. No comparisons are made between treatment groups.
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Table 22 (continued)

Comparison of Weight (kg) Between
Baseline and Follow-up
by Treatment Received

4-Pellet 5-Pellet

•

15 -0.2 (3.29) .85 18 -0.2 (3.92) 1.00

15 -0.3 (4.23) .76 19 1.2 (6.23) .50

13 0.5 (9.49) .86 18 1.2 (6.59) .47

13 0.8 (4.65) .55 19 2.3 (8.31 ) .25

12 0.0 (4.21) .99 13 -0.5 (7.22 ) .58

8 0.5 (2.27) .58 13 -0.2 (8.69) .58

7 -0.2 (1. 60) .79 10 0.0 (8.67) .99

7 -0.6 (3.23) .62 11 -1.5 (6.58) .12

Weight (kg)

Percent change in weight:

Baseline to 3-month change

Baseline to 6-month change

Baseline to 9-month change

Baseline to 12-month change

Baseline to IS-month change

Baseline to 18-month change

Baseline to 21-month change

Baseline to 24-month change

Total l Mean (SD) p-value2 Total! Mean (SD) p-value2

--
~
-.".\

1 For each time period, total is the number of participants with data.
2 Comparisons are made between baseline and each follow-up period within each treatment group using a t-test except

where the assumption of normality was violated. The Wilcoxon Signed Rank test was used for the weight comparisons
for the baseline to 3, 6, 15, 18, and 24-month changes in the 5-Pellet group. No comparisons are made between
treatment groups.
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• Table 23.1

Number and Percent of Participants Whose Pellets Were Removed
by Treatment Received

4-Pellet 5-Pellet Tota.l

n (%) n ( %) n (%)

Participants'
pellets removed

No 10 (52.6) 8 (40.0) 18 (46.2)

Yes 9 (47.4) 12 (60.0) 21 (53.8)

Total 19 20 39

Study month
of pellet removal1

s:12 3 1 4

13-24 1 1 2

25-36 4 8 12

~37 1 2 3

Total 9 12 21

•

\

•
\

Note: Percentages may not sum to 100 due to rounding.
1 Includes only participants whose pellets were removed .

August 15, 1995 NET Pellet Phase II-A
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Table 23.2

Number and Percent of Incisions Required for Pellet Removal
by Treatment Received

4-Pellet 5-Pellet Total.
(%)n (%) n (%) n

Number of incisions
required for removal

1 7 (77.8) 6 (50.0) 13 (61.9)

2 1 (11.1) 6 (50.0) 7 (33.3)

3 1 (11.1) 0 (0.0) 1 (4.8)

Total1 9 12 21

Note: Percentages may not sum to 100 due to rounding.
lTotal is the total number of participants whose pellets were removed .

• August 15, 1995 NET Pellet Phase II-A
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Table 23.3

Length of Incisions (rom) Required for Pellet Removal
./ by Treatment Received

4-Pellet 5-Pellet Total

median median median
n1 length range n1 length range n1 length range

Incisions

First 9 8 5-20 12 10 5-12 21 8 5-20

Second 2 5 5-5 6 6.5 5-8 8 5.5 5-8

Third 1 5 na 0 na na 1 5 na

Total2 12 6 5-20 18 8 5-12 30 8 5-20

1 'n' is the number of incisions.
2 Total is the total number of incisions required for pellet removal.

August 15, 1995 NET Pellet Phase II-A
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• Table 23.4

Time Required (minutes) for Pellet Removal
by Treatment Received

1 \ Tota1 is the total number of participants whose pellets were removed .

•

•

Total1

Median

Range

\

August 15, 1995

4-Pellet

9

30

5-90

5-Pellet

12

25

6-60

Total

21

25

5-90

NET Pellet Phase II-A
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Table 24.1

1
Adverse Experiences Probably Related to the Study Product

by Body System and Preferred Term
by Treatment Received

4-Pellet
(N-19)

n (%)

5-Pellet
(N-20)

n (%)

•

Any adverse experience
probably related to
the study product 4 (21.1) 7 (35.0)

Nervous/psychiatric
1 (5.3) 0 (0.0)

Sexual dysfunction 1 (5.3) 0 (0.0)

Skin
0 (0.0) 1 (5.0)

Acne vulgaris, all sites 0 (0.0) 1 (5.0)

Urogenital
4 (21.1) 7 (35.0)

Intermenstrual bleeding/spotting 1 (5.3) 1 (5.0)
Menorrhagia 3 (15.8) 4 (20.0)
Menstruation, irregular 1 (5.3) 1 (5.0)
Metrorrhagia 1 (5.3) 1 (5.0)
Ovarian cyst, NOS 0 (0.0) 1 (5.0)

-
~

\
1
Participants are counted a maximum of once in
in each preferred term within a body system.
women enrolled in the treatment group.

November 20, 1995

each body system and a maximum of once
The percent calculations include all

NET Pellet Phase II-A
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Table 24.2

List of Participants with
Adverse Experiences Probably aBlated

to the study Product
by Body System and Preferred Term

4-Pellet

Body system/
Righest

1 .everity
preferred Onset Study Resolution durinq
term Center PON date Honth date event Serious Unexpected

Mervous/psychiatric

Sexual dysfunction 908 6 21OCT91 2 ... Severe Mo Mo

Uroqenital

Intermenstrual bleedinq/spottinq 952 6 05DEC91 1 09DEC91 Mild Mo No
Menorrhaqia 908 6 2lOCT91 2 Moderate No Mo
Menorrhagia 952 6 18DEC91 2 23DEC91 Moderate No No
Menorrhaqia 952 6 3lDEC91 2 07JAN92 Mild No No
Menorrhagia 952 6 llJAN92 3 16JAN92 Moderate No No
Menorrhaqia 952 6 24JAN92 3 28JAN92 Moderate Mo No
Menorrhaqia 952 18 24JAN93 10 29JAN93 Mild No Ye.
Menstruation, irregular 908 11 29NOV92 10 04SEP93 Mild No No
Metrorrhagia 952 6 20NOV91 1 25NOV91 Mild No No

~

~
1

Ellipse. ( ••• ) indicate AI i. ongoing. Information on relatedness and severity is determined by the highe.t relatedne••
or .everity ever reported for that event. An AE is reported as serious or unexpected if it was ever reported a• • eriou. or
unexpected.

July 24, 1995 NIT Pellet Phase II-A
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/ -- Table 24.3

List of Participants vith
Adver.e Experience. Probably Related

to the Study Product
by Body System and Preferred Term

5-Pellet

8ighe.t
Body.y.t_/ 1 .everity
preferred Onset Study Re.olution during
term center paN date Month date event Serious Unexpected

Skin

-
Acne vulgari., all .ite. 908 1 10OCT9l 1 29JAN92 Moderate Ho No

Urogenital

Intermen.trual bleeding/.potting 952 2 09DEC9l 2 31DEC9l Mild No No
Menorrhagia 908 1 03NOV91 2 29JAN92 Moderate No No
Menorrhagia 908 18 30APR92 3 09MAY92 Mild No No
Menorrhagia 952 8 l3MAY92 6 23MAY92 Moderate No No
Menorrhagia 952 8 26MAY92 7 02JUN92 Moderate No No
Menorrhagia 952 8 08JUN92 7 13JUN92 Moderate No No
Menorrhagia 952 8 23JUN92- 8 26JUN92 Moderate No No
Menorrhagia 952 8 07JUL92 8 17JUL92 Moderate No No
Menorrhagia 952 8 20JUL92 8 27SEP92 Moderate No No
Menorrhagia 952 17 25MAR94 24 02JUN94 Moderate No Yea
Menstruation, irregular 952 5 04DEC91 1 05JAN92 Mild No No
Metrorrhagia 908 16 02MAR93 13 03AUG93 Mild No No
Ovarian cyst, NOS 952 8 31OCT94 36 30NOV94 Mild No No

-i: 1
Ellip.e. ( ••• J indicate AI i. ongoing. Information on relatedne•• and aeverity i. determined by the highe.t rel.tedne••
or .everity ever reported for that event. An AI i. reported ae .eriou. or unexpected if it va. ever reported •• • eriou. or
unexpected.

JUly 24, 1995 NET Pellet Phaee II-A
Study 890
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Table 25.1

1
Adverse Experiences Possibly Related to the Study Product

by Body System and Preferred Term
by Treatment Received

4-Pellet 5-Pellet
(N-19) (N-20)

n (%) n (%)

Any adverse experience
possibly related to
the study product 10 (52.6) 10 (50.0)

Body as a whole/site unspecified
0 (0.0) 2 (10.0)

Edema (edematous), NOS, NEC 0 (0.0) 1 (5.0)
Night sweats 0 (0.0) 1 (5.0)

Cardiovascular
1 (5.3) 0 (0.0)

Hypertension 1 (5.3) 0 (0.0)

Digestive
1 (5.3) 0 (0.0)

Abdominal pain, NOS 1 (5.3) 0 (0.0)

•

---~
~

1
Participants are counted a maximum of once in
in each preferred term within a body system.
women enrolled in the treatment group.

November 20, 1995

each body system and a maximum of once
The percent calculations include all

NET Pellet Phase II-A
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Table 25.1 (Continued)

1
Adverse Experiences Possibly Related to the Study Product

by Body System and Preferred Term
by Treatment Received

•

4-Pellet
(N-19)

n (%)

5-Pellet
(N-20)

n (%)

--S>
ti"

Nervous/psychiatric
3 (15.8) 2 (10.0)

Brief depressive reaction 0 (0.0) 1 (5.0)
Headache, NOS 1 (5.3) 2 (10.0)
Other neurotic disorders 2 (10.5) 0 (0.0)

Skin
3 (15.8) 0 (0.0)

Acne vulgaris, all sites 3 (15.8) 0 (0.0)
Alopecia, NOS 1 (5.3) 0 (0.0)

Urogenital
8 (42.1) 8 (40.0)

Adnexal pain/tenderness 1 (5.3) 0 (0.0)
Breast pain (mastalgia) 1 (5.3) 1 (5.0)
Dysmenorrhea (primary or secondary) 3 (15.8) 2 (10.0)
Menorrhagia 4 (21.1) 3 (15.0)
Menstruation, irregular 1 (5.3) 4 (20.0)
Metrorrhagia 2 (10.5) 1 (5.0)
Other specif. problems with uterus 0 (0.0) 1 (5.0)
Ovarian cyst, NOS 1 (5.3) 1 (5.0)

1
Participants are counted a maximum of once in each body system and a maximum of once
in each preferred term within a body system. The percent calculations include all
women enrolled in the treatment group.

November 20, 1995 NET Pellet Phase II-A
Study 890
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Table 25.2

List of Participants with
Adverse Experiences Possibly Related

to the Study Product
by Body System and Preferred Term

4-PeUet

Body .y.t_/
Hiqhe.t

1 severity
preferred Onset Study Resolution dUrinq
term Center POH date Month date event Serious Unexpected

Cardiovascular

Hypertension 908 2 09DEC91 3 08JUN92 Mild No No
Hypertension 900 2 07DEC92 15 00MAR93 Moderate No No

Diqestive

. Abdominal pain, HOS 952 10 06APR93 12 06APR93 Mild No Ye.
Abdominal pain, HOS 952 18 15APR93 12 15APR93 Mild No Ye.

Nervous/p.ychiatric

Headache, HOS 908 17 l2AUG92 7 01SEP92 Mild No No
other neurotic di.order. 900 6 21NOV91 3 Moderata No No
Other neurotic disorder. 900 15 01APR92 3 20HAY92 Mild No No

1
Ellip.e. ( ••• ) indicata AE i. onqoinq. Information on relatedne•• and severity i. determined by the hiqha.t ralatedne••
or .everity aver reported for that event. An AE is reported as serious or unexpected if it was ever reportad a. aariou. or
unexpected.

July 24, 1995 NET Pallat Pha.e II-A
Study 890
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Table 25.2 (Continued)

•
List of Participants with

Adverse Experiences Possibly Related
to the Study Product

by Body System and Preferred Term
4-Pellet

Body system!
preferred
term

skin

Acne vulgaris, all site.
Acne VUlgaris, all site.
Acne vulgaris, all site.
Alopecia, NOS

Urogenital

Center

908
908
908
908

PON

6
11
11
17

Onset
date

21OCT91
23SEP92
12AUC92
01HAY93

Study
Month

2
11

7
15

1
Resolution
date

25SEP92
25FEB94
01NOV93

Bighest
severity
during
event

Moderate
Mild
Mild
Mild

Serious

No
No
No
No

Unexpected

No
No
No
No

~

Adnexal pain/tenderne•• 908 10 29SEP92 11 15OCT92 Severe No Ye.
Breast pain (mastalgiat 952 7 03HAR92 .. 02APR92 Moderate Ho No
Dysmenorrhea (primary or .econdary) 908 2 30DEC92 16 07JAN93 Mild No No
Dysmenorrhea (primary or .econdary) 908 11 22SEP92 11 25SEP92 Mild No No
Dysmenorrhea (primary or .econdaryt 908 15 01FEB93 13 18FEB93 Mild No No
Menorrhagia 908 2 30DEC92 16 07JAN93 Mild No No
Menorrhagia 908 11 22SEP92 11 25SEP92 Mild No 110
Menorrhagia 908 15 01FEB93 13 18FEB93 Mild No No
Menorrhagia 952 6 07SEP92 11 27OCT92 Mild No 110
Menstruation, irregular 952 6 10JUL92 9 26JUL92 Moderate 110 No
Metrorrhagia 952 6 06FEB92 4 28APR92 Mild No . 110
Met rorrhagia 952 18 26AUG93 17 31AUG93 Mild No 110
Ovarian cyst, NOS 908 13 18HAY93 11 29JUH93 Mild No Ye.

1
Ellipses ( •.• ) indieate AE i. ongoing. Information on relatedness and .everity i. determined by the highe.t relatedne.s
or severity ever reported for that event. An AE is reported as .erious or unexpected if it was eVer reported •• • eriou. or
unexpected.

July 24, 1995 NET Pellet Pha.e II-A
Study 890
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Table 25.3

List of Participants with
Adverse Experiences Possibly Related

to the Study Product
by Body System and Preferred Te~

5-Pellet

•

Body system/
preferred
te~

Body as a whole/site unspecified

Ede_ (ede_tous), NOS, NEC
Niqht sweats

Nervous/psychiatric

Brief depressive reaction
Headache, NOS
Headache, NOS
Headache, NOS

Uroqenital

Center

908
908

908
908
908
908

PON

7
16

4
1
4
4

Onset
date

02APR92
01FEB93

03SEP92
16SEP91
03SEP92
12SEP92

Study
Month

7
12

12
1

12
12

1
Resolution
date

03AUG92
17MAR93

08SEP92
29JAN92
08SEP92
12SEP92

Hiqhest
severity
durinq
event

Mild
Mild

Mild
Severe
Mild
Mild

Serious

No
No

No
No
No
No

Unexpected

Ye.
Ye.

No
No
No
No

--
~

~

Breast pain (_sta1qia)
Dysmenorrhea (primary or secondary)
Dysmenorrhea (primary or .econdary)
Menorrhagia
Menorrhagia
Menorrhaqia
Menstruation, irregular

1

908 7 02APR92 7 20MAY92 Mild No Ye.
908 12 20JUL92 8 20JUL92 Mild No No
908 18 17JUL92 5 20AUG92 Mild No Yea
908 18 17JUL92 5 20AUG92 Mild No . Ye•
952 8 12FEB93 15 19FEB93 Moderate No No
952 17 23JAN94 22 31JAN94 Mild No Ye.
952 8 09DEC91 1 17FEB92 MUd No No

Ellip.e. ( ••• ) indicate AI i. ongoing. Information on relatedness and severity i. determined by the hiqhe.t relatedne.s
or severity eVer raported for that event. An AI i. reported as serious or unexpected if it was ever reported a. serious or
unexpected.

July 24, 1995 NET Pellet Pha.e II-A
StUdy 890
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Table 25.3 (Continued)

•
List of Participants with

Adverse Experiences Possibly Related
to the Study Product

by Body System and Preferred Term
5-Pellet

Body systeml
Highest

1 severity
preferred Onset Study Resolution during
term Center PON date Month date event Serious Unexpected

Menstruation, irregular 952 10 03FEB92 2 29FEB92 Mild. No No
Menstruation, irregular 952 14 20APR92 2 23JUN92 Mild No No
Menstruation, irregular 952 17 23JAN94 22 31JAN94 Mild No No
Metrorrhagia 952 10 10SEP93 21 Mild No No
Other specif. problema with uterus 908 4 03SEP92 12 08SEP92 Mild No No
Other .pecif. problema with uterus 908 4 12SEP92 12 12SEP92 Mild No No
Ovarian cyst, NOS 908 18 20JUL92 5 20AUG92 Mild No No

B 1
Ellip.e. ( ••. ) indicate AE i. ongoing. Information on relatedness and .everity is determined by the highest relatedne••
or .everity ever reported for that event. An AE is reported as serious or unexpected if it was ever reported .s .erious or
unexpected.

July 24, 1995 NET Pellet Pha.e II-A
Study 890
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Table 26.1

1
Serious and/or Unexpected Adverse Experiences

by Body System and Preferred Term
by Treatment Received

<I-Pellet
(N-19)

n (t)

Any serious and/or unexpected
adverse experience reported <I (21.1)

Body as a whole/site unspecified
0 (0.0)

Edema (edematous), NOS, NEC 0 (0.0)
Night sweats 0 (0.0)

DigesUve
1 (5.3)

Abdominal pain, NOS 1 (5.31
Abscess of tooth 0 (0.0)

Nervous/psychiatric
1 (5.3)

Encephalitis (cerebritis) due to lupus 1 (5.3)
Vestibular neuronitis 1 (5.3)

5-Pellet
(N-20)

n C')

<I (20.0)

2 (10.0)

1 (5.0)
1 (5.0)

1 (5.0)

0 (0.0)
1 (5.0)

0 (0.0)

0 (0.0)
0 (0.0)

•

~....-
1

Participants having any serious and/or unexpected A£ are counted a maximum of once in
each body system and a maximum of once in each preferred term within a body system.
The percent calculations for the Total column include all women enrolled in the
treatment group.

July 24, 1995 NET Pellet Phase II-A
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Table 26.1 (Continued)

I
Serious and/or Unexpected Adverse Experience.

by Body System and Preferred Term
by Treatment Received

•

4-Pellet
(N-19)

n (t)

5-PeUet
(N-20)

n (t)

Respiratory
1 (5.3) 0 (0.0)

Mycoplasma pneumonia I (5.3) 0 (0.0)

Urogenital
3 (15.8) 3 (15.0)

Adnexal pain/tenderness I (5.3) 0 (0.0)
Breast pain (mastalgia) 0 (0.0) I (5.0)
Dysmenorrhea (primary or secondary) 0 (0.0) 1 (5.0)
In-situ malignant neoplasm of cervix 0 (0.0) I (5.0)
Menorrhagia 1 (5.3) 2 (10.0)
Ovarian cyst, NOS 1 (5.3) 0 (0.0)
Pap test, abnormal, NOS 0 (0.0) I (5.0)

~
~

I
Participants having any .erious and/or unexpected AE are counted a maximum of once in
each body system and a maximum of once in each preferred term within a body system.
The percent calculations for the Total column include all women enrolled in the
treatment group.

July 24, 1995 NET Pellet Pha.e II-A
Study 890
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Table 26.2

Li.t of Participants with Serious and/or Unexpected
Adverse Experiences

by Body System and Preferred Term
4-Pellet

•

Body system/
preferred
term

Diqestive

Center PON
Onset
date

Study
Month

1
Resolution
date

Hiqhest
severity
durinq
event Related Serious Unexpected

Ellipses ( ••• ) indicate AE i. onqoinq. Information on relatedness and .everity i. determined by the hiqhe.t relatedne••
or .everity ever reported for that event. An AE is reported as serious or unexpected if it wa. ever reported a••eriou. or
unexpected.

~

tjJ

Abdominal pain, NOS
Abdominal pain, NOS

Nervou./psychiatric

Encephalitis (cerebriti.» due to lupus
Vestibular neuronitis

Respiratory

Mycoplaema pneumonia

Uroqenital

Adnexal pain/tenderne••
Menorrhaqia
OVarian cyst, NOS

1

952
952

908
908

908

908
952
908

18 06APR93
18 15APR93

3 14APR93
3 29MAY93

3 14APR93

10 29SEP92
18 24JAN93
13 18MAY93

12
12

19
21

19

11
10
17

06APR93
15APR93

29APR93
31MAY93

29APR93

15OCT92
29JAN93
29JUN93

Mild
Mild

Severe
Severe

Mild

Severe
Mild
Mild

Pos. ye.
Pos. ye.

No
No

No

Po.. ye.
Prob ye.
Po.s ye.

No
No

Ye.
Ye.

Ye.

No
to
No

Yes
Ye.

No
No

No

Ye.
Ye.
Ye.

JUly 24, 1995 NET Pellet Phase II-A
Study 890
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Table 26.3

Li.t of Participants with Serious and/or Unexpected
Adverse Experiences

by Body System and Preferred Term
5-Pellet

•

Highest
Body .y.tem/ 1 severity
preferred On.et Study Resolution during
term Center PON date Month date event Related Serious Unexpected

Body a. a whole/.ite unspecified

Edema (edematous), NOS, NEC 908 7 02APR92 7 03AUG92 Mild Po.. ye. No Ye.
Night .weats 908 16 01FEB93 12 17MAR93 Mild Po.. ye. No Ye.

Dige.tive

Ab.ce.. of tooth 908 18 10AUG93 18 14AUG93 Moderat. No No Y••

Urogenital

Breast pain (mastalgia) 908 7 02APR92 7 20M7.Y92 Mild Po.. ye. No Ye.
Dysmenorrhea (primary or .econdary) 908 18 17JUL92 5 20AUG92 Mild Po.. y•• No Y••
In-.itu malignant neopla•• of cervix 908 18 08JUL93 17 22FEB94 Sev.re No Ye. Ye.
Menorrhagia 908 18 17JUL92 5 20AUG92 Mild Po.. ye. No Ye.
Menorrhagia 952 17 23JAN94 22 31JAN94 Mild Po.. ye. No Ye.
Menorrhagia 952 17 25MAR94 24 02JUN94 Moderat. Prob ye. No Ye.
Pap te.t, abnormal, NOS 908 18 01JUN93 16 22FEB94 Mild No No Ye.

~
~ 1

El1ip.e. ( ••• ) indicate AE is ongoing. Information on relatedness and .everity i. determined by the highe.t re1at.dne••
or .everity ever reported for that event. An AE i. reported a. serious or unexpected if it was ever report.d a•••riou. or
unexpected.

July 24, 1995 NET P.1l.t Ph••• II-A
Study 890
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Participants havinq any aerious and/or unexpected AB are counted a maximum of once in
each body system and a maximum of once in each preferred term within a body ayatem.
The percent calculations for the Total column include all women enrolled in the
treatment qroup.

~
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Table 27.1

1
All Adverse Experiences

by Body System and Preferred Term
by Treatment Received

4-Pellet
(N-19)

n (t)

Any adverse experience
reported 15 (78.9)

Body as a whole/site unspecified
7 (36.8)

Assault or injury dAmaqe (ecchymosis) 0 (0.0)
Dizzine•• specified 0 (0.0)
Dizziness/vertiqo, NOS 1 (5.3)
Druq reaction, NOS 0 (0.0)
Edema (edematous), NOS, NEC 0 (0.0)
Influenza (flu), NOS 6 (31. 6)
Niqht sweats 0 (0.0)
Thrush 1 (5.3)

Cardiovascular

- 1 (5.3)

Hyperten.ion 1 (5.3)

Diqeat1ve

- 4 (21.1)

Abdominal crampinq 0 (0.0)
Abdominal pain, NOS 3 (15.8)

1

July 24, 1995

S-Pel1et
(N-20)

n (t)

17 (85.0)

5 (25.0)

1 (5.0)
1 (5.0)
0 (0.0)
1 (5.0)
2 (10.0)
1 (5.0)
1 (5.0)
0 (0.0)

0 (0.0)

0 (0.0)

3 (15.0)

1 (5.0)
0 (0.0)

NET Pellet Phase II-A
Study 890
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Table 27.1 (Continued)

1
All Adverse Experience.

by Body System and Preferred Term
by Treatment Received

4-Pellet 5-Pellet
(N-l9) (N-20)

n (t) n (t)

Absce.s of tooth 0 (0.0) -I (5.0)
Dyspepsia/indiqestion 0 (0.0) 1 (5.0)
Flu (influenza), qastrointestinal,NOS 0 (0.0) 1 (5.0)
Gastroenteritis, NOS 1 (5.3) 0 (0.0)

Hematic

- 1 (5.3) 1 (5.0)

Anemia, NOS 1 (5.3) 1 (5.0)

Musculoskeletal
0 (0.0) 3 (15.0)

Backache 0 (0.0) 1 (5.0)
Injury, knee, NOS 0 (0.0) 1 (5.0)
Muscular pain 0 (0.0) 1 (5.0)
Sprain, elbow 0 (0.0) 1 (5.0)
Tenosynovitis 0 (0.0) 1 (5.0)

Nervous/psychiatric
5 (26.3) 8 (40.0)

Anxiety disorder 0 (0.0) 1 (5.0)
Brief depressive reaction 0 (0.0) 1 (5.0)
Conjunctivitis, NOS 1 (5.3) 0 (0.0)

1
i?articipants havinq any serious and/or unexpected AE are counted a maximum of once in
,.ach body eystem and a maximum of once in each preferred term within a body system.
1he percent calculations for the Total column include all women enrolled in the
treatment qroup.

•

July 24, 1995 NET Pellet Pha.e II-A
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Table 27.1 (Continued)

1
All Adverse Experiences

by Body System and Preferred Term
by Treatment Received

4-Pellet 5-Pellet
(N-19) (N-20)

n (\) n (\)

Deafness (hypacusia, hypoacusia) 0 (0.0) r (5.0)
Depressive disorder, NEC 0 (0.0) 1 (5.0)
Earache 0 (0.0) 1 (5.0)
Encephalitis (cerebritis) due to lupus 1 (5.3) 0 (0.0)
Seadache, NOS 1 (5.3) 3 (15.0)
Other neurotic disorders 2 (10.5) 1 (5.0)
Otitis, site to be specified 0 (0.0) 3 (15.0)
Peripheral neuropathy 1 (5.3) 0 (0.0)
Sexual dysfunction 1 (5.3) 0 (0.0)
VestibUlar neuronitis 1 (5.3) 0 (0.0)

Respiratory

-- 4 (21.1) 6 (30.0)

Bronchitis, NOS 0 (0.0) 3 (15.0)
Chest pain, NOS 0 (0.0) 2 (10.0)
Common cold (coryza) 1 (5.3) 0 (0.0)
Mycoplasma pneumonia 1 (5.3) 0 (0.0)
Respiratory allerqie., NOS 0 (0.0) 1 (5.0)
Sinusitis, NOS 2 (10.5) 1 (5.0)
Streptococcal pharynqitis 0 (0.0) 1 (5.0)
Upper respiratory tract infection, NOS 2 (10.5) 2 (10.0)

1
Participants havinq any serious and/or unexpected AI are counted a maximum of once in
each body system and a maximum of once in each preferred term within a body aystem.
The percent calculations for the Total column include all women enrolled in the
treatment qroup.

July 24, 1995 NET Pellet Phase II-A
Study 890
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Table 27.1 (Continued)

1
All Adverse Experiences

by Body System and Preferred Term
by Treatment Received

•

4-Pellet
(N-19)

n (t)

5-Pellet
(N-20)

n (t)

Skin
5 (26.3) 7 (35.0)

Acne vulgaris, all sites 3 (15.8) -4 (20.0)
Alopecia, NOS 1 15.3) 0 (0.0)
Itching, device or implant related 1 (5.3) 1 (5.0)
Lump, shoulder, NOS, NEC 0 (0.0) 1 (5.0)
Mass, inguinal area, superficial 0 (0.0) 1 (5.0)
Pain related to device/implant site 1 (5.3) 0 10.0)
Pain, inguinal and/or thigh 0 (0.01 1 (5.0)
Paresthesia, NEC 1 15.3) 0 (0.0)
Pilonidal cyst, not infected 0 (0.0) 1 (S.O)
Scabies, site NS 1 (5.3) 0 (0.0)
Skin infections, NOS 0 10.0) 1 (5.0)
Surgical injury, implant site 1 (5.3) 0 (0.0)
Swelling related to device/implant aite 1 (5.3) 1 (5.0)

Urogenital
10 (52.6) 15 (75.0)

Abaceas of perineum 0 (0.0) 1 (5.0)
Adnexal pain/tenderness 1 (5.3) 0 (0.0)
Breaet hyperplasia, benign 0 (0.0) 1 (5.0)
Breast pain (mastalgia) 1 (5.3) 1 (5.0)
Cystitis, NOS 1 (5.3) 0 (0.0)

~
~

1
Participants having any serious and/or unexpected AE are counted a maximUIII of once in
each body system and a maximum of once in each preferred term within a body ayate••
The percent calculations for the Total column include all women enrolled in the
treatment group.

July 24, 1995 NET Pellet Phaee Il-A
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Table 27.1 (Continued)

1
All Adverse Experiences

by Body System and Preferred TeDB
by Treatment Received

4-Pellet 5-Pellet
(N-19) (N-20)

n (t) n (t)

Dysmenorrhea (primary or secondary) 4 (21.1) 2 (10.0)
Dyspareunia, female 1 (5.3) 0 (0.0)
Dy8uria 0 (0.0) 1 (5.0)
Fibrocystic breast disease 0 (0.0) 1 (5.0)
Genital herpe8, NOS 0 (0.0) 2 (10.0)
In-8itu maliqnant neoplasm of cervix 0 (0.0) 1 (5.0)
Intermenstrual bleedinq/spottinq 1 (5.3) 1 (5.0)
Menorrhaqia 6 (31. 6) 4 (20.0)
Men8trual di8orders, NOS (not pain) 0 (0.0) 1 (5.0)
Men8t ruat ion, irreqular 2 (10.5) 5 (25.0)
Metrorrhagia 2 (10.5) 2 (10.0)
Other specif. problema with uterus 0 (0.0) 1 (5.0)
Ovarian cy8t, NOS 2 (10.5) 2 (10.0)
pain, pelvic, NOS 1 (5.3) 1 (5.0)
Pap te8t, abnormal, NOS 1 (5.3) 2 (10.0)
Urinary tract infect,NOS(UTI,bacteruria 2 (10.5) 2 (10.0)
Vaqinitis, candida or monilia 0 (0.0) 1 (5.0)

Operative treatment procedures
1 (5.3) 0 (0.0)

Surqical extraction of tooth 1 (5.3) 0 (0.0)

1
Participants having any 8eriou8 and/or unexpected AE are counted a maximum of once in
each body 8YStem and a maxtmum of once in each preferred term within a body sy8tem.
The percent calculation8 for the Total column include all women enrolled in the
treatment group.

•

July 24, 1995 NET Pellet Phase II-A
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Table 27.2

List of Participants with any Adverse Experience
by Body System and Preferred Term

4-Pellet

•

Body .yst_/
preferred
term

Body a. a whole/.ite un.pecified

Center POR
Onset
date

Study
Month

1
Resolution
date

Highest
severity
during
event Related Serious Unexpected

Dizziness/vertigo, NOS
Influenza (flu), NOS
Influenza (flu), NOS
Influenza (flu), NOS
Influenz. (flu), NOS
Influenza (flul, NOS
Influenza (flu), NOS
Thrush

Cardiova.cular

908 15 04MAY92 4 04MAY92 Mild Prob no No No
908 3 21DEC92 16 230EC92 Mild No No No
908 13 IlOEC92 12 15DEC92 Mild No No No
952 1 09MAR93 18 15HAR93 Moderate No No No
952 3 170EC91 2 280EC91 Moderate No No No
952 6 15APR93 18 08MAY93 Moderate No No No
952 13 30MAR93 14 10APR93 Mild No No No
908 3 14APR93 19 29APR93 Mild No No No

Ellipses ( ••• ) indicate AE i. ongoing. Information on relatedness and severity is determined by the highe.t relatedne••
or severity ever reported for that event. An AE i. reported as serious or unexpected if it wa. ever reported a••eriou. or
unexpected.

e
o

Hypertension
Hypertension
Hypertension

Dige.tive

Abdominal pain, NOS
Abdominal pain, NOS
Abdominal pain, NOS
Abdominal pain, NOS

1

908
908
908

908
952
952
952

2 090EC91
2 o7DEC92
2 07HAY93

11 26AUG92
11 17JUL92
18 06APR93
18 15APR93

3
15
20

10
5

12
12

08JUH92
08HAR93

10SEP92
18JUL92
06APR93
15APR93

Mild
Moderate
Mild

Mild
Moderate
Mild
Mild

Po.. ye.
Po.. ye.
Prob no

Prob no
No
Po.. ye.
Po.s ye.

No
No
No

Np
No
No
No

No
No
No

No
No
Ye.
Yes

July 24, 1995 NET Pellet Ph••e II-A
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Table 27.2 (Continued)

Li.t of Participants with any Adverse Experience
by Body System and Preferred Term

4-Pellet

Body .y.tem!
preferred
term Center POH

Onset
date

Study
Month

1
Resolution
date

Biqhest
severity
durinq
event Related Serious Unexpeeted

Gastroenteriti., HOS

B_tic

Aneada, NOS

952

908

7 16JAH92

3 14APR93

3

19

17JAH92 Mild

Mild

No

No

Ho

No

No

No

Hervous/psychiatric

Conjunetiviti., HOS 908 2 13APR92 8 19APR92 Mild No No No
Encephalitis (cerebriti.) due to lupus 908 3 14APR93 19 29APR93 Severe No Yes No
Headache, HOS 90B 17 12AUG92 7 01SEP92 Mild Po.. ye. Ho No
Other neurotic disorders 908 6 21NOV91 3 Moderate Pos. ye. No Ho
Other neurotic disorder. 908 15 01APR92 3 2BMAY92 Mild Po.. ye. No No
Peripheral neuropathy 90B 3 14APR93 19 ... Mild No No Ho
Sexual dysfunction 90B 6 21OCT91 2 ... Severe Prob ye. Ho No
Vestibular neuronitis 90B 3 29MAY93 21 3lMAY93 Severe No Ye. No

Respiratory

~
~

Common cold (coryza)
Mycoplasma pneumonia
Sinusiti., HOS

1

908
908
908

2 04HOV92
3 14APR93

11 l7JAH92

14
19
2

07DEC92
29APR93
1BJAH92

Mild No
Mild Ho
Moderate Ho

No'
Ye.
No

No
No
No

Ellipses ( ••• ) indicate AE i. onqoinq. Information on relatedness and .everity i. determined by the hiqhe.t relatedne••
or severity ever reported for that event. An AE i. reported as serious or unexpeeted if it was ever reported a••eriou. or
unexpeeted.
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Table 27.2 (Continued)

Li.t of Participants with any Adverse Experience
by Body System and Preferred Term

4-PeUet

Highe.t
Body .y.tem/ 1 aeverity
preferred Onset Study Resolution during
term Center PON date Month date event Related Serious Unexpected

Sinu.itis, NOS 90B 13 15NOV93 23 29NOV93 Mild No No No
Upper respiratory tract infection, NOS 90B 11 15FEB94 27 llMAR94 Mild No No No
Upper respiratory tract infection, NOS 90B 13 15NOV93 23 29NOV93 Mild No No No

Skin

--
Acne vulgari., all .ite. 90B 6 21OCT91 2 ... Moderate Po.. ye. No No
Acne vulgari., all .ite. 90B 11 23SEP92 11 25SEP92 Mild Po.. ye. No No
Acne vulgari., all site. 90B 17 12AUG92 7 25FEB94 Mild Po.. ye. No No
Alopecia, NOS 90B 17 01MAY93 15 01NOV93 Mild Pos. ye. No No
Itching, device or implant related 952 1B 08MAY92 1 13MAY92 Mild Prob no No No
Pain related to device/implant .ite 952 1B 08MAY92 1 llMAY92 Mild No No No
Pare.the.ia, NEC 90B 17 30NOV92 10 30NOV92 Mild No No No
Scabie., .ite NS 90B 2 01SEP93 24 1BOCT93 Mild No No No
Surgical injury, implant .ite 90B 6 20DEC91 4 23DEC91 Mild No No No
Swelling related to d~vice/implant .ite 952 1B 08MAY92 1 13MAY92 Mild Prob no No No

Urogenital

Adnexal pain/tenderne••• 90B 10 29SEP92 11 15OCT92 Severe Po.. ye. No Ye.
Breast pain (mastalgia) 952 7 03MAR92 4 02APR92 Moderate Po.. ye. No. No
Cystitis, NOS 90B 13 24JUN92 7 04JUL92 Mild No No No
Dysmenorrhea (primary or .econdary) 908 2 30DEC92 16 07JAN93 Mild Po.. ye. No No
Dysmenorrhea (primary or .econdary) 90B 10 2BFEB92 4 2BFEB92 Mild No NO Noe

f

•

1

•

Ellip.e. ( ••• ) indicate AE i. ongoing. Information on relatedness and .everity i. determined by the highe.t relatedne••
or .everity ever reported for that event. An AE i. reported a••erious or unexpected if it va. ever report.d a••eriou. or
unexpected.

•
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Table 27.2 (Continued)

Li.t of Participanta with any Adverae Experience
by Body Syatem and Preferred Term

4-Pellet

Body .y.t_1
Higheat

I aeverity
preferred On.et Study Reaolution during
term Center PON date Month date event Related Serious Unexpected

Dy.menorrhea (primary or .econdary) 908 11 228&P92 11 25SEP92 Mild Poa. ye. No No
Dy.menorrhea (primary or .econdary) 908 15 01FEB93 13 18FEB93 Mild PO.. ye. No No
Dyapareunia, female 908 10 288EP92 11 288EP92 Moderate No No No
Intermenatrual bleeding/.potting 952 6 05DEC91 1 09DEC91 Mild Prob ye. No No
Menorrhagia 908 2 30DEC92 16 07JAN93 Mild Po.. ye. No No
Menorrhagia 908 6 21OCT91 2 Moderate Prob yes No No
Menorrhagia 908 11 22SEP92 11 258EP92 Mild Po.. ye. No No
Menorrhagia 908 15 01FEB93 13 18FEB93 Mild Po.. ye. No No
Menorrhagia 952 6 18DEC91 2 23DEC91 Moderate Prob ye. No No
Menorrhagia 952 6 31DEC91 2 07JAN92 Mild Prob ye. No No
Menorrhagia 952 6 llJAN92 3 16JAN92 Moderate Prob ye. No No
Menorrhagia 952 6 24JAN92 3 28JAN92 Moderate Prob ye. No No
Menorrhagia 952 6 078EP92 11 27OCT92 Mild Po.. ye. No No
Menorrhagia 952 18 24JAN93 10 29JAN93 Mild Prob ye. No Ye.
Men.truation, irregular 908 17 29NOV92 10 04SEP93 Mild Prob ye. No No
Men.t ruat ion, irregular 952 6 10JUL92 9 26JUL92 Moderate Po.. ye. No No
Metrorrhagia 952 6 20Nov91 1 25NOV91 Mild Prob ye. No No
Metrorrhagia 952 6 06FEB92 4 28APR92 Mild Po.. ye. No No
Metrorrhagia 952 18 26AUG93 17 31AUG93 Mild Po.. ye. No No
Ovarian cyat, NOS 908 10 02NOV92 12 31MAY93 Moderate Prob no No No
Ovarian cyat, NOS 908 13 18MAY93 17 29JUN93 Mild Po.. ye. No Ye.
Pain, pelvic, NOS 908 10 02NOV92 12 14DEC92 Mild Prob no No No
Pap teat, abnormal, NOS 908 10 09NOV92 12 31MAY93 Mild No No No
Urinary tract infect,NOS(UTI,bacteruria 908 2 27HAR92 7 03APR92 Mild Ho No Ho
Urinary tract infect,NOS(UTI,bacteruria 908 11 25JUL93 21 06AUG93 Moderate Ho No No

...'..
\.~-
~ 1

Ellip.e. ( ••• ) indicate AE i. ongoing. Information on relatedne•• and .everity i. determined by the highe.t relatedne••
or .everity ever reported for that event. An AE i. reported a••eriou. or unexpected if it wa. ever reported a••erious or
unexpected.

July 24, 1995 NBT Pellet Pha.e II-A
Study 890
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Table 27.2 (Continued)

•
Li.t of Participants with any Adverse Experience

by Body System and Preferred Term
4-Pellet

Body.yst-.I
preferred
term

Operative treatment procedure.

Center PON
Onset
date

Study
Month

1
Resolution
date

Highe.t
.everity
during
event Related Serious Unexpected

e
.k

Surgical extraction of tooth

1

952 1 27NOV91 3 27NOV9l Mild 110 Ho No

Bllip.e. ( ••• ) indicate AI i. ongoing. Information on relatedness and .everity is determined by the highe.t relatedne••
or .everity ever reported for that event. An AI is reported as serious or unexpected if it va. ever reported as .erious or
unexpected.

July 24, 1995 NET Pellet Phase II-A
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Table 27.3

List of Participants with any Adverse Experience
by Body system and Preferred Term

5-Pellet

Highest
Body syst_1 1 severity
preferred Onset Study Resolution during
term Center PON date Month date event aelated Serious Unexpected

Body as a whole/site unspecified

"'sault or injury damage (ecchymo.is) 908 16 27MAR92 2 04MAY92 Moderate No No No
Dizziness specified 908 4 04JAN93 16 07JAN93 Mild Prob no No No
Drug reaction, HOS 908 18 13JAN93 11 15JAN93 Mild No No No
Edema (edematous), HOS, NEC 908 5 14APR93 19 18APR93 Mild Prob no No No
Edema (edematous), HOS, NEC 908 7 02APR92 7 03AUG92 Mild Poss ye. No Yes
Edema (edematous), HOS, NEC 908 7 01SEP92 12 22OCT92 Mild Prob no No No
Edema (edematous), HOS, NEC 908 7 02MAR93 18 02APR93 Mild No No No
Influenza (flu), HOS 908 18 19OCT92 8 24OCT92 Mild No No No
Night sweats 908 16 01FEB93 12 17MAR93 Mild Po.. ye. No Ye.

Diqestive

Abdominal crampinq 908 16 02MAR93 13 02NOV93 Mild No No No
Absce.s of tooth 908 18 26NOV92 10 01DEC92 Hoderate No No No
Abscess of tooth 908 18 10AUG93 18 14AUG93 Hoderate No No Ye.
Dyspep.ia/indigestion 908 5 28JAN92 5 18MAR92 Mild No No No
Flu (influenza), gastrointestinal, NOS 908 16 13FEB93 13 14FEB93 Mild No No No

~

<S\ 1
Ellip.e. ( ••. ) indicate AE is ongoing. Information on relatedness and severity is determined by the highe.t relatedne••
or .everity ever reported for that event. An AE i. reported a. serious or unexpected if it was ever reported as .erious or
unexpected.

July 24, 1995 NET Pellet Pha.e II-A
Study 890
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Table 27.3 (Continued)

List of Participants with any Adverse Experience
by Body System and Preferred Term

5-Pellet

Body .yst_/
preferred
term

Hematic

Center PON
Onset
date

Study
Month

1
aesolution
date

Hiqhe.t
lIeverity
durinq
event Related Serious Unexpected

Anemia, NOS

Musculo.keletal

Backache
Injury, knee, NOS
Mu.cular pain
Sprain, elbow
Tenosynovitis

Nervou./p.ychiatric

908

908
952
908
908
952

16 01FEB94

7 02HAR93
8 28FEB93
7 26JUN93
9 19HAR92
8 10FEB92

24

18
16
22

6
3

16NOV94

02APR93
17HAR93
15OCT93
10APR92

Mild

Mild
Severe
Mild
Moderate
Mild

No

No
No
Prob no
No
No

No

No
No
No
No
No

No

No
No
No
No
No

1
E1lip.e. ( ••• ) indicate AE i. onqoinq. Information on relatednesll and .everity i. determined by the hiqhe.t relatedne••
or .everity ever reported for that event. An AE i. reported all .eriou. or unexpected if it wa. ever reported •••eriou. or
unexpected.

~
cs-

Anxiety disorder
Brief depre•• ive reaction
Deafne.. (hypacusia, hypoacu.ia)
Depre••ive di.order, NEC
Vepre••ive disorder, NEC
Earache
Headache, NOS
Headache, NOS
Headache, NOS

July 24, 1995

908 14 llSEP92 9 llSEP92 Mild No No No
908 4 03SEP92 12 08SEP92 Mild Po.. ye. No No
908 16 27HAR92 2 27APR92 Mild No No No
908 5 28JAN92 5 18HAR92 Mild No No No
908 5 20OCT92 14 20APR93 Mild Prob no No No
908 20 15NOV92 9 25NOV92 Mild No NQ. No
908 1 16SEP91 1 29JAN92 Severe Po.. ye. No No
908 4 03SEP92 12 08SEP92 Mild Po.. ye. No No
908 4 12SEP92 12 12SEP92 Mild Po.. ye. No No

HET Pellet Pha.e II-A
Study 890
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Table 27.3 (Continued)

List of Participants with any Adverse Experienee
by Body System and Preferred Term

5-Pellet

Highest
Body.yst_1 1 .everity
preferred Onset Study Resolution during
term Center PON date Month date event Related Serious Unexpeeted

,

Headaehe, NOS 908 18 llM1Jl93 13 13MAY93 Mild Prob no No No
Other neurotic disorder. 908 5 20OCT92 14 21JUN93 Mild Prob no No No
Otiti., .ite to be speeified 908 5 22SEP92 13 30SEP92 Mild No No No
Otiti., site to be specified 908 12 02MAR93 15 OBMAR93 Mild No No No
Otiti., .ite to be specified 908 16 01AUG93 18 01SEP93 Moderate No No No

Respiratory

-
Bronehitis, NOS 908 9 08FEB93 17 12M1o.R93 Mild No No No
Bronehitis, NOS 908 16 27Nov92 10 04JAN93 Moderate No No No
Bronehiti., NOS 908 18 31DEC92 11 18JAN93 Mild No No No
Chest pain, NOS 908 1 220CT9l 2 12NOV9l Severe No No No
Chest pain, NOS 908 18 20JUL92 5 20AUG92 Mild Prob no No No
Respiratory allergie., NOS 90B 9 16M1Jl92 6 Mild No No No
Sinu.iti., NOS 908 7 27DEC93 28 06JAN94 Mild No No No
Streptoeoccal pharyngitis 90B 4 07MAY92 8 16MAY92 Mild No No No
Upper respiratory traet infeetion, NOS 908 9 24DEC92 15 2BDEC92 Moderate No No No
Upper respiratory tract infection, NOS 908 16 16DEC93 23 05JAN94 Moderate No No No

~-
~

Skin

Aene vulgari., all site.
Acne VUlgaris, all .ite.
Aene vulgari., all .ite.

1

908
908
908

1 10OCT91
5 14JUN93
7 03NOV92

1
21
14

29JAN92

27SEP93

Moderate
Mild
Mild

Prob ye.
Prob no
Prob no

.
No
No
No

No
No
No

Ellip••• ( •.. ) indieate AI i. ongoing. Information on relatedness and .everity i. determined by the highe.t relatedne••
or .everity ever reported for that event. An AI is reported as serious or unexpected if it was ever reported aa .eriou. or
unexpected.

July 24, 1995 NET Pellet Pha.e II-A
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Table 27.3 (Continued)

Liat of Participants with any Adverse Experience
by Body System and Preferred Term

5-Pellet

Body.y.t_/
preferred
term Center PON

Onset
date

Study
Month

1
Re.olution
date

Highe.t
aeverity
during
event Related Serious Unexpected

Acne vulgari., all .ite. 908 20 20AUG93 18 07MAR94 Moderate No No No
Itching, device or implant related 908 14 24SEP93 21 21SEP93 Mild Prob no No No
Lump, .houlder, NOS, NEC 908 12 10JUN93 18 ... Mild No No No
Mas., inguinal area, .uperficial 908 16 12JUL93 18 02NOV93 Mild No No No
Pain, inguinal and/or thigh 908 16 02MAR93 13 02NOV93 Mild No No No
Pilonidal cy.t, not infected 908 1 11SEP91 1 10OCT91 Moderate No No No
Skin infection., NOS 908 16 15SEP92 8 l1SEP92 Mild No No No
Swelling related to device/implant .ite 908 1 15NOV91 2 20NOV91 Mild Prob no No No

Urogenital

Ab.ces. of perineum 908 16 03JUL92 5 07JUL92 Mild Prob no No No
Brea.t hyperpla.ia, benign 952 16 04AUG93 16 Mild No No No
Brea.t pain (ma.talgia) 908 7 02APR92 7 20MAY92 Mild Po.. ye. No Ye.
Dy.menorrhea (primary or .econdary) 908 12 20JUL92 8 20JUL92 Mild Po.. ye. No No
Dysmenorrhea (primary or .econdary) 908 18 11JUL92 5 20AUG92 Mild Po•• ye. No Ye.
Dysuria 908 16 02NOV93 21 03DEC93 Mild Prob no No No
Fibrocy.tic brea.t di.eaae 952 16 04AUG93 16 Mild No No No
Genital herpe., NOS 908 4 11MAR92 6 15MAR92 Mild No No No
Genital herpes, NOS 908 4 25APR92 8 06MAY92 Moderate No No No
Genital herpe., NOS 908 4 21MAY92 9 28MAY92 Mild No No No
Genital herpe., NOS 908 4 035EP92 12 07S&P92 Moderat. No No No
Genital herpe., NOS 908 4 12NOV92 14 19NOV92 Moderate No No No
Genital herpe., NOS 908 4 13DEC92 15 15DEC92 Mild No No No

~
Genital herpss, NOS 908 4 09JAN93 16 12JAN93 Mild No No No
Genital herpe., NOS 908 4 10FEB93 17 20FEB93 Mild No No No

~
1

Ellip.e. ( ••• ) indicate AE i. ongoing. Information on relatednesa and aeverity i. determin.d by the highe.t relatedne••
or .everity ever reported for that event. An AE i. reported aa .eriou. or unexpected if it va. ever reported a. .eriou. or
unexpected.

JUly 24, 1995 NET Pellet Pha.. II-A
Study 890
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Table 27.3 (Continued)

Li.t of Participanta with any Adverse Experience
by Body Syatem and Preferred Term

5-Pellet

Highe.t
Body.y.t_/ 1 severity
preferred Onset Study Reaolution during
term Center PON date Month date event aelated Serious Unexpected

Cenital herpea, NOS 908 4 14HAR93 18 16MAR93 Mild Ho No No
Cenital herpea, NOS 908 4 24MAR93 19 26HAR93 Mild No No No
Cenital herpea, NOS 908 4 13JUN93 21 18JUN93 Mild No No No
Genital herpea, NOS 908 14 04JAN93 13 01FEB93 Mild No No No
Genital herpea, NOS 908 14 04JAN94 25 Mild No Ho No
In-aitu malignant neoplasm of cervix 908 18 08JUL93 17 22FEB94 Severe Ho Ye. Ye.
Intermenatrual bleeding/.potting 952 2 09DEC91 2 31DEC91 Mild Prob ye. No No
Menorrhagia 908 1 03NOV91 2 29JAN92 Moderate Prob yee No No
Menorrhagia 908 18 30APR92 3 09MAY92 Mild Prob yea No No
Menorrhagia 908 18 17JUL92 5 20AUG92 Mild Po.. yea No Y••
Menorrhaqia 952 8 13MAY92 6 23MAY92 Mod.rate Prob ye. No No
Menorrhagia 952 8 26MAY92 7 02JUN92 Moderate Prob y•• No No
Menorrhagia 952 8 08JUN92 7 13JUN92 Moderate Prob ye. No No
Menorrhaqia 952 8 23JUN92 8 26JUN92 Moderate Prob ye. No No
Menorrhaqia 952 8 07JUL92 8 17JUL92 Moderate Prob y•• No No
Menorrhaqia 952 8 20JUL92 8 27SEP92 Moderate Prob ye. No No
Menorrhaqia 952 8 12FEB93 15 19FEB93 Mod.rate Po.. ye. No No
Menorrhaqia 952 17 23JAN94 22 31JAN94 Mild Po•• y•• No Ye.
Menorrhaqia 952 17 25MAR94 24 02JUN94 Mod.rate Prob y•• No Y••
Menstrual diaorder., NOS (not pain) 908 16 27JUN93 17 27JUN93 Mild No No No
Menatruation, irreqular 952 5 04DEC91 1 05JAN92 Mild Prob ye. No No
Menstruation, irreqular 952 8 09DEC91 1 17FEB92 Mild Poa. y•• No No
Menstruation, irreqular 952 10 03FEB92 2 29FEB92 Mild Po.. y•• No No
Menatruation, irreqular 952 14 20APR92 2 23JUN92 Mild Po.a ye. No No
Menatruation, irreqular 952 17 23JAN94 22 31JAN94 Mild Po.. ye. No No
Metrorrhagia 908 16 02MAR93 13 03AUG93 Mild Prob y.a No No
Metrorrhagia 952 10 10SEP93 21 ... Mild Po.. y•• No No

~
Other .p.cif. proble.. vith uterus 908 .. 03SEP92 12 08SEP92 Mild Po.. ye. No No

~~
1

Ellip.e. ( ••• ) indicate AI i. ongoing. Information on relatedness and .everity i. d.termined by the highe.t relatedne••
or severity ever reported for that event. An AE ia reported a. aeriou. or unexpected if it va. ever reported •••eriou. or
unexpected.

JUly 24, 1995 NE~ Pellet Phaa. 11-&
Study 890
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Table 27.3 (Continued)

•
List of Participants with any Adverse Experience

by Body System and Preferred Term
5-Pellet

Body systeml
preferred
term Center PON

Onset
date

Study
Month

1
Resolution
date

8ighe.t
.everity
during
event Related Serious Unexpected

~5,
1

Other epeeif. problelll8 vith uterus 908 4 12sEP92 12 12SEP92 Mild Poss yes No No
Ovarian cyst, HOS 908 18 20JUL92 5 20AUC92 Mild Pos. yes No No
Ovarian cyst, HOS 952 8 07OCT92 11 20HOV92 Moderate Prob no No No
Ovarian cyst, HOS 952 8 31OCT94 36 30NOV94 Mild Prob ye. No No
Pain, pelvic, HOS 952 8 07OCT92 11 IOOCT92 Moderate No No No
Pap te.t, abnormal, NOS 908 16 01FEB93 12 16NOV94 Mild Prob no No No
Pap te.t, abnormal, HOS 908 16 01FEB94 24 Mild No No No
Pap test, abnormal, HOS 908 18 01JUH93 16 22FEB94 Mild No No Ye.
Urinary tract infect,HOS(UTI,bacteruria 908 14 04JAH94 25 20JAH94 Mild No No No
Urinary tract infeet,HOS(UTI,bacteruria 908 16 26OCT92 9 03HOV92 Moderate No No No
Urinary tract infect,HOS(UTI,bacteruria 908 16 03FEB93 13 01MAR93 Moderate No No No
Vaginitia, candida or IIIOn11ia 908 5 26SEP92 13 OlOCT92 Mild No No No

Bllipses ( ••• ) indicate AE is ongoing. Information on relatedne•• and severity i. determined by the highest relatednes.
or .everity ever reported for that event. An AE is reported as serious or unexpected if it va. ever reported a• • eriou. or
unexpected.

July 24, 1995 HET P.ll.t Pha.. II-A
Study 890



• •Table 28

Follow-up of Adverse Events Reported as Unresolved
. at Participant Discontinuation

by Treatment Received

•
Center

4-Pellet

908

908

908

908

908

908

908

5-Pellet

908

908

PON

2

3

3

6

6

6

6

~

7

Adverse Event

Hypertension

Anemia, NOS

Peripheral neuropathy

Acne vulgaris, all sites

Menorrhagia

Sexual dysfunction

Other neurotic disorders

Acne vulgaris, all sites

Dysplasia/metaplasia, cervix

Onset
Date

07MAY93

14APR93

14APR93

210CT91

210CT91

210CT91

21NOV91

14JUN93

30NOV94

Last Contact1

Date

180CT93

30MAR95

30MAR95

230EC91

230EC91

230EC91

23DEC91

03AUG93

20JAN95

Status at Last Contact2

Not resolved (now LTFU)

Resolved 01JUL93

Continuing, but better

Not resolved (now LTFU)

Not resolved (now LTFU)

Not resolved (now LTFU)

Not resolved (now LTFU)

Not resolved (now LTFU)

Colposcopic biopsies normal;
no rx needed

~
~..........

908

908

908

908

952

952

952

952

9

12

14

16

8

10

16

16

Respiratory allergies, NOS

Lump, shoulder, NOS, NEC

Genital herpes, NOS

Pap test, abnormal, NOS

Tenosynovitis

Metrorrhagia

Breast hyperplasia, benign

Fibrocystic breast disease

16MAR92

10JUN93

04JAN94

01FEB94

10FEB92

10SEP92

04AUG93

04AUG93

16JAN95

30MAR95

05MAY94

16NOV94

20FE892

15SEP93

26JUN94

26JUN94

Still present

Resolved, unknown date

Not resolved (now LTFU)

Colposcopic biopsies showed HPV;
no rx; PAP 16NOV94 normal

Not resolved (no recent FU)

Not resolved (no recent FU)

Chronic condition (no recent FU)

Chronic condition (no recent FU)

1 The last date on which the status of the Adverse Event was known.
2 LTFU = Lost to Follow-up. FU = Follow-up.

August 15, 1995 NET Pellet Phase II-A
Study 890



• i •Figure 1

Mean NET Levels over time
by Treatment Received
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• • •Figure 2a.l

Individual NET Levels over time
4-Pellet, Center 908
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Figure 2b.1

Individual NET Levels over time
5-Pellet, Center 908
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Figure 2c.l

Individual NET Levels over time
4-Pellet, Center 952
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Individual NET Levels over time
5-Pellet, Center 952
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• •Figure 3b

Box Plots of NET Levels over time
5-Pellet
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Mean NET Levels over time
. by Admission Weight Reference and Treatment Received
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Mean NET Levels over time
by Admission Weight Reference and Treatment Received
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Figu.re 6

Percent Cha.nge in Lipids over tirn.e
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Figu.re 7'

Perce:n.t Cha..:n.ge i:n. Blood Pressu.re over ti~e
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Figu.re a

Percent Ch.ange in Weigh.t over ti~e
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