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EXECUTIVE SUMMARY

This study evaluated the contraceptive efficacy, pharmacokinetics, pharmacologic effects, and
safety of two formulations of Annuelle® 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 any one time point. Life table analyses showed that the median time to
initially attain a NET level of 0.3 ng/ml, 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 Annuelle® 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

Annuelle® 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
formulated to fully biodegrade in situ, they can also be removed with minor surgery under
local anesthesia.

Annuelle® 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 uniform 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 Annuelle®. 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 FHI in 1991, and this report describes the
results. This trial was designed to evaluate the efficacy and safety of two new Annuelle®
formulations: a 4-pellet system containing 174 mg NET and a S-pellet system containing
266.5 mg NET.
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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 lA STUDY FINAL REPORT - February 6, 1996 6



III. 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: Cormnell 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.
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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 ng/ml at the end of Month 12 was
considered to indicate insufficient contraceptive efficacy to support continued product
development, while a mean of 0.5 ng/m! 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 firmly 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 ng/ml versus the alternative hypothesis that the mean NET
concentration is greater than or equal to 0.5 ng/ml with o = .05 (one-sided) and power of 0.8,
assuming a standard deviation of 0.3 ng/ml (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 lIA STUDY FINAL REPORT - February 6, 1996 8



» 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.

G. Study procedures

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

1. 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 determine 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.

2. 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 performed. 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 Annuelle® 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.

3. 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
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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 performed 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, HDL, and
LDL) were drawn every 6 months through Month 24 after pellet insertion. A urinalysis was
performed 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 performed at 12 and 24 months, and at discontinuation. All laboratory tests were
performed as described in Appendix III.

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.
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H. Laboratory analyses

. A description of the laboratory analyses and methods may be found in Appendix IIL.
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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 1-month through the
12-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.
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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 estradiol levels 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.
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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. ’

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 normal vital signs, weight, and Pap smears at admission. One
participant had a vaginal discharge, the etiology of which was not determined.

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 S-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 information 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 abnormalities were very common among participants in this study
(Section K. Bleeding Analyses), only two participants (PONs 908/6 and 908/7) 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 ILF). 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.

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.

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).

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.

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.

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

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

Several participants had atypical release patterns of NET:

PON 908/7 (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 first 12
months postinsertion (Table 12.1-12.2), five participants had serum NET levels below 0.3
ng/ml during the first 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 confirmed.) However, in one participant (952/6), the low level was first 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 first 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<0.05), 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 <0.3 ng/ml at 12 months (n/total) confidence limit
4-peliet group 18.2% (2/11) 47.0%
5-peliet 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 first 6 months, and then remained fairly stable; while HDL levels
remained fairly constant. Thus, the ratio of HDL to total cholesterol increased over the first
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<0.053).

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 908/7, 908/10, 908/16 and 908/18) had abnormal Pap smears during
the study. No participant had an abnormal breast exam, although PON 952/16 was
discontinued from the study because of an abnormality discovered during a screening
mammogram (Section O. Brief case histories)
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M. Insertion and removal analyses

The study protocol did not specify the exact site of pellet insertion in the participants’ arms.
At Center 952, 18 of 19 insertions were performed in the forearm and 1 of 19 in the upper
arm; at Center 908, 19 of 20 were performed in the upper arm and 1 of 20 in the forearm.
The insertion procedure was done under local anesthesia in all participants. A slight
stimulation of the ulnar nerve in PON 908/6 was the only reported complication; it resolved
without treatment. In another case (PON 908/7), a technical defect was noted with the
insertion trochar before insertion. The obturator was partially out of the trochar and the first
pellet was in the bevel. A new trochar was used and the insertion was accomplished without
difficulty.

By the time of this analysis, about half (21/39) of the study participants had their pellets
removed (Table 23.1). Three postdiscontinuation removals occurred after the study was
terminated in late 1994 when attempts were made to contact all former participants and again
offer them pellet removal. Four (PON 908/3, 908/19, 952/1, 952/6) of the remaining 18
participants who did not undergo removal have had at least one undetectable serum NET
level, suggesting that all available NET has been completely absorbed. All were in the 4-
pellet group. Five participants with retained pellets are lost to follow-up (PONs 908/5, 908/19,
952/3, 952/12 and 952/15), and the other nine have declined pellet removal.

Pellet removal was a relatively minor procedure in both pellet groups. One incision was
required in 62% (13/21) of all removals. Half the participants in the 5-pellet group (6/12), and
22% (2/9) in the 4-pellet group required two or three incisions (Table 23.2). The median
incision length for both pellet groups combined was 8 mm (Table 23.3), and the procedure
ranged from 5 to 90 minutes with a median of 25 minutes in both groups combined (Table
23.4). Removals were performed under local anesthesia, usually 1% lidocaine; a range of 1-9
ml was required. In eight participants (38%) the physician reported minor difficulties with the
procedure. Related medical and surgical complications associated with removal were
experienced by seven participants (33%). The table below summarizes the removal difficulties
and medical complications. Multiple problems were reported for some participants.

PELLET REMOVAL DIFFICULTIES AND RELATED PROBLEMS | Number of Participants

Pellets close together 1
Pellets decreased in size or partially absorbed 4
Obscured by scar tissue 1

Pellets difficult to grasp due to scar tissue or adhesions 5
Pellets fractured 1
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PELLET REMOVAL DIFFICULTIES AND RELATED PROBLEMS

Number of Participants

Capsule not well developed

Buttonhole injuries 2
Vasovagal reaction 1
Pain/Discomfort/Nausea 4

According to the investigator's report, the superficial location of 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 908/7, 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:

TIME WHEN NET LEVEL DOCUMENTED AS UNDETECTABLE | Number of Participants
e

On or before day of pellet removal

Within two weeks after pellet removal*

4
7
More than two weeks after pellet removal 4
6

Never documented as undetectable
*Includes Two paﬁlclpaﬁis wﬁose NEI levels were unaelecIaBIe wﬁﬁm ohe day.
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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 first 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 resulited 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).

Q. 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 NORPLANT® 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 ECG 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 1. 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 1L 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 postinsertion, 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

Annuelle® 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 ssrum 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 any one 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 hormone 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/ml 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/ml,
and in another study of earlier NET pellet formulations (4), three pregnancies occurred
despite mean levels of 0.54 + 0.12 ng/ml. 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
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, 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 formulation 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 formulations 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 confirmed 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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NORPLANT® 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 Annuelle® 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 formulation can be developed
to make this a one- to two-year product, Annuelle® could fill an important niche in the
contraceptive marketplace.
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APPENDIX I Summary of Study Procedures
Study period HGB, Pap Urinalysis P&E Baseline Serum Pregnancy Pellet Pulse, Pelvi;, Menstrual
SMAC, smear assaym Serum NET | NET test insertion BP, breastexam | Calendar
Lipidst WL

2X wk for 4 wks

24 hrs post adm

1, 2 month

7, 8 month

10, 11 month

13, 14 month

16, 17 month

19, 20 month

22, 23 month

25, 26 month

28, 29 month

31, 32 month

34, 35 month

-H-%*ﬂm "

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 oceur no later than Day 5 of menses one cycle before admission.

After the Pre-admission visit, participants had 10 mi blood draws for P&E assays 2X/wk for 1 month following each quarterly visit.
Pap smear, and pelvic and breast exams performed and pulse, blood pressure, and weight measured at Disconlinuation Visit as well.
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 Days after pellet insertion
3-month 61 - 121
6-month 153 - 213
9-month 244 - 304
12-month 335 - 395
15-month 426 - 486
18-month 518 - 578
21-month 609 - 669
24-month 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 II1.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 oncefweek, 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

s 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.

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.

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 (i.e., 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.

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 (i.e.,
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.

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.

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 determining 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 17 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 that 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 determine 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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3.

4.

1.

and each cluster was separated from the next by a period of 11 or more days
during which no specimens had been obtained.

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

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.

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.]). 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:

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.

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 WHO'. 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.

 Dbleeding/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

1

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 (> 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 (> 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 segment 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 normality 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 III.

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 performed 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 < 155 mm Hg or a
diastolic pressure < 95 mm 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 was 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 instructzd to determine expectedness according to whether or not the condition was
listed in the Imvestigators’ Brochure. Because severity and relatedness were rated using the
investigators® judgment, ratings were not always consistent for the same condition in different
participants, aad they may have changed as a condition progressed in a single participant. For
example, "ovazian cyst” might have been considered related in one participant but not in
another; it :alse might have been considered related when first detected, but not a month later
in the same participant.

Adverse events as reported by the investigator were recoded to standardized preferred
terminology msing a computerized medical dictionary developed at FHI. Data on all reported
AEs that osomred during the study or within 35 days after pellet removal were summarized
by body system 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 III 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.



C. Laboratory normal reference values

Following are normal 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) 0.2-14 0.2-1.3
Creatinine (mg/dl) 0.7-14 0.6-1.1
Sodium (meq/l) 135-148 134-143
Potassium (meq/1) 3.5-5.3 3552
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 10*/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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I. INTRODUCTION

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 1988-838 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 comnon side effect resulting from the use of NET
pellets. This side effect is common to the use of all progestogen-only
agents for contraception. Plezse refer to the NET pellet Investigator’s
Brochure for a complete summary of known information.

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. INSTITUTIONZL REVIEW

- This study has received approval from the Protection of Human Subjects

Comnittee of Family Bezlth International (FRI). The Principal Investigator
must provide FRI with written documentation that the study protocol and
informed consent forms have been approved by an appropriate local ethics
review comuittee.

IV. INTORMED CORSENT

The risks and benefits of study participation will be explained to each
prospective subject by the Principal Investigator or appointed research
staZf. Each subject will read a copy of the Consent Form (2Appendix R),
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 agrees to participate, she must acknowledge informed consent by
signing the Consent Ferm. A copy ©f the Consent Form will be given to eac
study participant. The signed consent forms will be kept on file by the
Principel Investigator for at least two years after approval of a New Drug
hpplication submitted to the USFDA, or until such time as the Principal
Investigator officielly releases all study files to FEI.

Page 1 g:()
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V. NUMBER OF 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).

VI. DURATION OF STUDY

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

VII. STUDY PRODUCT

Two treatments will be evaluated: Groups D and E. (Groups 2, B, and C were
evaluzted in an earlier study and will not be evaluated further). Group D
will consist of four pellets; : mm in diameter. Group D will
contain a mean total dose Group E will consist of five

pe s, each 3.0 mm in diameter. G=suwp L will contain 2 mean total dose
o:@mg NET. For both treatments each pellet will be B mm long, and
contain 85% norethindrone and 15% cholesterol by weight. Each dose of
pellets will be packed in a sterile, disposzble trocar.

VIII. SUBJECT SELECTION CRITERIA

After each woman has been informed of the purpose of the study, the
following admission criteria will be used to determine her eligibility to
perticipate in the study. An Admission Criteria Check list (Rppendix C)

- will be completed for each woman being considered for involvement in the
study.

Inclusion Criteria

A woman must meet all the following criteria in order to enter the study:
1. BRge 1B8-35 years
© 2. Sexvally active with regular coitus

3. Weight of 85-170 lbs, 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. Normal physical examination and laboratory screening

This screening will be performed no more than 30 days prior to entry
into the study.

Tests will include the following:

4
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Blood Chemistry: fasting blood glucose, cholesterol, triglycerides, HDL
and 1DL, LDH, 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 eguivalent).
Microscopic examination may be waived unless clinically indicated.

Bbnormal lab values. R ¢tlinically significant abnormal value in any
laboratory procedure must be repsated, but only if the patient continues
to be considered for inclusion in the study. B second significantly
abnormal value will disgqualify the subject from the study unless, in the
opinion of the investigator, the abnmormality: 1) is consistent with the
subject’s condition or past medical history, 2) does not jeopardize her
health, 3) is not related to any contraindication for oral
contraceptives, and 4) will not compromise the study results.

Abnormal vzlues significant for exclusion from study participation or
discontinuation will be reported to the patient.

Normzl or mildly abnorma2l Pap smezr (Class I or IIa) at admission. This
procedure may be waived if a normal Pap smear (Class I only) has been
documented at the study site within 6 months prior to admission.

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

Freely consents to participate in the study.
Agrees to rely exclusively upon the norethindrone implant contraceptive

as her only method of contraception for the first 13 months after
admission, unless advised otherwise by the investigator.

. Negative pregnancy test (Investigators will use a test with a

sensitivity of <0.4 IU HCG/ml).

Exclusion Criteria

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

1.
2.
3.
4.

FHI/CT/13 March 18%1/STUDY #85%0
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Enown or suspected pregnancy
aiétory or evidence of infertility or sterilization
Ristory or evidence of thrombophlebitis or thromboembolic disorders

U
History or evidence of cerebrovascular or coronary artery disease
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20.
21.

22.

23.

Frequent and severe headaches, including migraine headaches
Hyperfénsion (systolic >150 mm Hg or diastolic >890 mm RHg)
Diabetes

Epilepsy

Active gallbladder, liver or renal disease in past 6 months
Benign or malignant liver tumor

Known or suspected breast cancer or cancer of reproductive organs
Undiagnosed vaginal bleeding

Hemoglobin <11.0 grams/dl

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

Total cholesterol > 240 mg/dl, or HDL < 35 mg/dl

Elective surgery requiring immobilization planned during study periocd
Breastfeeding a child

Previous hysterectomy

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

Other contraindications to the use of pral contraceptives

Use of rifempin, ampicillin, amoxicillin, grisecfulvin, barbiturates,
or phenytoin currently or within the last 30 days

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

Use of oral contraceptives or other hormonal contraceptives during the
menstrual cycle prior to pellet insertion (a2 spontaneous menstruation
must occur 25 or more days after the pill has been discontinued before
the subject can have pellets inserted)

IX. STUDY PLAN

2. Study Desion

[

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

FHY/CT/12 March 1981/STUDY #850
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each center) will be randomly allocated to one of two treatment groups (D
or E}. Group D will receive 4 pellets of 2.75 mm diameter, each 8 mm long.
Group E will receive 5 pellets of 3.0 mm diameter, each B mm long. There
will 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 NET pellet implant.

R, Preadmission Visit

The preadm;ss;on visit will take place one menstrual cycle prior to
insertion of the pellets (the admission visit), and will occur no more than
five days after onset of menses. The patient order number (PON) which
identifies each subject on the case report forms will not 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 dey 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 pricr to the admission visit. The results of the
baseline lab tests must be reviewed prior to admission. The following
baseline lab tests mzy be done at the preadmission visit, but if it is
likely the subject will not menstruate within the next 30 days the tests
may be put off to a lster 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) SMac,

5) urinalysis,

6) lipid panel (sent to SmithKline BioScience Laboratories).

Plezse note that the baseline test for serum NET concentration is to be
done at the admission visit, prior to pellet insertion.

Sample procedures. Blood samples for hematology (5 ml) angd SMaC (10 ml)
will be drawn from fasting women (all women will fast overnight before the
blood samples are drawn). After the pellets are inserted, all blood samples
must be drawn from the arm contralateral to the arm with the implants.

Page 5
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Procedures for taking blood and urine are given in Appendix G. 211 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 hezlth problem.

Bleeding célendars. 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 Cvcle

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 ml) drawn for progesterone (P) and estradiol (E,)
levels. There will be no fewer than 2 days and no more than 4 days between
blood sampling. 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, will be drawn.

2 blood sample for baseline serum NET concentration will be drawn in the
week prior to insertion, at the same time as one of the samples for P and
E .

2

D, Admission Visit: Insertion of Pellets

For women wishing to participate in the study, the admission 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 2 pregnancy test

- 2) have blood drawn for serum NET level (to be sent to CONRAD lab)

klso, 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 I or Ila Pap smear

4) met all other study entry criteria

5) been provided with instructions about study participation

A
The insertion procedure is described in Appendix H.

Patient Order Number. Each subject will receive her study identification
number, the Patient Order Number (PON), at the admission visit. Computer
generated sealed 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 discontinuved for any reason, her PON
will not be reissved. The next woman entering the trial will be assigned
the next available patient order number.

Page 6
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Forms 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 mezintzined by the clinic. 21l patient discontinuations
will be noted in this log to facilitate study status review.

Follow-up appointments will be given to the woman 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 guarterly basis at 3, 6, 9, 12, 15, 18, 21 and
24 months after the insertion. Subjects will be asked to bring completed
daily blesding record forms to each visit. 2 pregnancy test will be
administered, and pulse, blood pressure and weight will be taken at each
visit. Pelvic and breast exams will be given at the 6, 12, 1B and 24 month
visits.

NET levels. Subjects will return for lab visits to have a 5 ml blood sample
drawn for serum NET levels from the same arm 24 hours (1 day) later and at
1 week after insertion, then monthly thereafter for up to 24 months until
NET levels cdrop to < 0.3 ng/ml. At that point, they will return once every
three months until two NET levels are < 0.1 ng/ml. If a subject has her
pellets removed, she will be regquested 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 will begin use of a2
contraceptive beginning 13 months after admission. Kowever, 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. 1If OCs are
used, the progestin component must not be norethindrone (e.g.
levonorgestrel).

Bgb,' SMAC and Lipids. % 15 ml blood sample will be drawn every six months
2t the eclinic follow-up visit for hematologic, modified SMAC and lipid
(triglyceride, total cholestercl, HDL and 1DL) tests. The visits at which
- this will occur are the preadmission, 6, 12, 18 and 24 month visits. 2ll
women will fast overnight before these 15 ml samples are drawn.

Serum Progesterone/Estradiol Levels. Following the preadmission and the §,
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 mot 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 performéd at the preadmission and
termination visits.

Pap Test. ‘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 should not be asked about specific
symptoms or events, but should 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 detzil on the Adverse Experience Form
(Section X. Adverse Experiences).

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

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

User Opinion Questionnaires. At the 6 month, 1B month, and termination
visit all subjects will be asked to complete 2 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 pregmant (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 Principezl Investigator’s discretion because of poor compliance
with protocoel

5) they choose to discontinue for any reason after appropriate counseling

6) their serum NET concentration is <0.1 ng/ml 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.

!

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

A Follow-up Form, Removal Form (if applicable) and Discontinuation Form
must be completed for all subjects discontinuing from the study. All exams
and lab tests scheduled for the 24 month visit should be completed for all
early discontinuvation 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.A2 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. Blood will be drawn (10 ml) for a modified SMAC and hematology
prefile. A routine urinalysis and 2 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.

E. Lost to Follow=-up

If 2 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 com¢ in to the clinic. If the subject cannot be contacted or fails
to return to the clinic despite being contacted, a certified letter
(explaining the risks of not returning) will be sent to her at her last
known address. Subjects who cannot be contacted will be considered lost to
follow-up if two consecutive quarterly follow-up visits are missed. A

~ Discontinuztion Form will be completed.

I. laboraztory Evaluation

'RET, P, E_. For the NET, P and E_ analysis, the serum samples (5 ml) must

be sent uhder dry ice to: Mary eth Southern; The CONRED Program; The
Jones Institute Research Laboratories; Room A-11; Eastern Virginia Medical
School; B35 W. Brambleton Ave., Suite B; 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
{Appendix G).

Results will be reported to FHI and the Investigator directly from the
laboratory.

7
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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 will 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 FHI on the appropriate forms
(Appendix D).

J. Product Supplies

The clinical investigztor is responsible for keeping an accurate inventory
of the NET pellet implants used in this study. Each implant set will be
labeled with dosage, manufacturer and package number. This number will be
recorded on the Insertion Form. The NET pellet implant sets must be kept
in 2 secure area with limited access. Instructions for storing the product
are given in Appendix I.

The package number of each NET pellet implant set dispensed will be
recorded on the Drug Inventory Con*rol Form (Appendix E), identifying the
subject who received it.

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

X. ADVERSE EXPERIENCES

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

211 adverse experiences occurring during this study will be recorded on the
Adverse Experience Form (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 experience will also be
noted on the Adverse Experience Form.

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

1) the event was fatal or life-threatening;

2) the event permanently disabled the subject:

\3) the subject recuired inpatient hospitalization;

4) the event was 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 Investigator will discern whether or not the adverse experience is
considered upexpected. Any event not identified in nature, severity, or
fregquency in the Investigator Brochure must be classified as unexpected.
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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 RELATED. 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 RELATED. This category applies to those adverse 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 "probably not related"™ 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, envirommental or toxic factors, or other modes of therapy
administered to the subject; it does not reappear Or worsen upon
re~exposure to the product.

POSSIBLY RELATED. This category applies to those adverse experiences
which, zfter careful mediczl consideration, are felt unlikely to be related

- to the product under investigation, although the possibility cannot be

ruled out with certainty. 2An adverse experience can be considered
*possibly related” if: it follows a reasonable temporal seguence 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 may or may not
follow 2 know response pattern to the product under investigation.

- PROBABLY RELRTED. 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 administered to the subject; it disappears or decreases upon
cessztion 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 2 know pattern of response to the
suspected product under investigation.

Page 11
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Any 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, will be reported promptly by

telephone, telex, fax or cable notification to:

Gary S§. Grubb, MD

Associate Medical Director, Clinical Trials
FAMILY HEALTE INTERNATIONAL

P.0. Box 13850

Research Triangle Park, NC 27709

Telephone: 818-544-7040 iFHI officel or

oI

Roberto Rivera, M.D.

Clinical Trials

FAMILY HEXLTH INTERKATIONEL

P.0. Box 13950

Research Triangle Park, NC 27708

Telephone: 818-544-7040 iFBI office' or

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

Telex: 579442
TAX: 0819-544-7261
Cable: TAMHEALTH

Preliminary reports of deaths or severe or unusual adverse experiences will
be followed by detaziled descriptions on the Preliminary Adverse Experience
Notification Fomm (Appendix M) and will include copies of hospitalization
summaries, pathology reports, operative reports, laboratory reports,
auvtopsy reports and/or other documents when applicable.

For 21l adverse experiences, subjects will be followed until the adverse
experience resolves or stabilizes.

Pregnancy. If a subject becomes pregnmant, the pellet implants shall be
removed as soon as possible. All pregnancies are to be reported
immediately to FHI by telephone, telex, FAX or cable, and a Pregnancy
Diagnosis form is to be completed and submitted immediately (Appesndix 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,
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XI. DATA REPORTING AND MONITORING

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. The originmal and the yellow copy of each completed
form will be submitted to FEI 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 documentation sent to FHI should have the patient’s name
and other identifying information removed. Subjects will be identified at
FHI solely by the combination of center number, study number, patient order
number and admission form number.

Changes on Forms. 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. 2ll corrections made to
the forms before sending them to FHI must be mzde on all copies, with each
correction dated and initialed by the investigator or sub-investigator
{listed on the FDx 1572 form). The study coordinaztor may make corrections
to the forms if done so before they are reviewed and signed by the
investigator or sub-investigator; these changes must 2lso be dated and
initialed.

¥hen an error is detected on a2 form received by FEI (e.g., an item left
blank or an inconsistency between dates), a guery will be written that
identifies the apparent error and regquests a correction or validation of
the submitted information. 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 form by an appropriate person at
the center. Each gusrv must be sicned and dated by the Investicator or
sub-investicztor. The center will retzin 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 FHI to
legally make a correction to the case report form it has in-house.

Monitoring. To facilitate data coordination and quality assuvrance during
the course of the study, an FHI clinical monitor will visit the clinic
2pproximately every 3-6f months during the course of the study to review
source documsnts and case report forms and help in any way with the
implementation of the study. The FEI Quality Assurance Division will
perform randomly selected site study audits.

\
XII. SCIERTIFIC INTECRITY

Concern in the United States about the guality of biomedical and behavioral
research has led to the establishment of regulations and guidelines for
handling allegations of scientific misconduct. As a recipient of U.S.
Government funding, FHI is obliged to develop policies and procedures that
conform to these regulations. 1In fact, this requirement does not conflict
with FHI’s historic posture with regard to scientific integrity. FHI
continues to exercise its discretion in working with 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 FEI 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 FHI and
will be made available to you on request (FEI Policy No. 29 and Procedure
Yo. B).

XIII. RESPONSIBILITIES OF TEE PRINCIPAL INVESTIGATOR

Prior to Study Initiation:

1. Obtain local IRB approval to conduct the project, or inform FEI in
writing, using the "Notification of Institutionzl Review Board
Approval®™ form, that no local IRB is available. FHI's PHSC will then
act as the local IRB.

2. Provide FHI 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 FHI’s PESC prior to implementation.

3. Provide FEI with the membership roster of the local Institutional
Review Board (IRB), including member affiliations and gualifications.
Soms US centers may have a general assurance number (assigned by the
Department of Hezlth and Buman Services) which satisfies this
requirement.

4, Sign and date the study protocol and return it to FHEI. All changes or

revisions to the protocol must be signed, dated and maintained with the
eriginal protocol.

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

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

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

8. Provide normzl ranges for a2ll laboratory tests required by the

protocol.

’
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2fter Study Initiation:

9.
10.

11.

12,

13.

14,

15.

16.

17.

18.

Conduct the study in strict accordance with the protocol.

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.

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

Report 2ll llfe-threatenlng, fatal, or serious and unexpected adverse
experiences imme 1ately to the local IRB and FHI's PRSC by telephone,
telex, FiX or cable and by submitting an Adverse Experience Form.

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

Report to the local IRB as reguired. The local IR® must assume
continued respensibility for the project and review the research on a
regular basis (at least annuzlly for FDA regulated studies). A final
study swmmary report must be presented to the IRB following close out
of the study. A letter from the local IRB must be obtained annually
and sent to FHI stating continued approval of the research.

Send copies to FEI of 211 communicztions between the Investigator and
the local IRB on issues related to this project.

Document and mzintzin adequate, accurate case reports of all
participants treasted with the study product as regquired at designated
times. Sign each form, assuring the accuracy of data entered on the
cese report forms. Storage and custody of all records is also the
responsibility of the Principal Investigator.

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

Make avzilable for review by FHI staff, FDA personnel, and other
authorized individuals 2ll participant clinical records which relate to

. this study. Mzintain records of zll site visits made by the above.

i8.

- 20.

Ensure confidentiality of a2ll participant records which relate to the
study.

Provide appropriate he2lth care or referral for the study participants
throughout the study.

(
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21, Mzintain a master log of study participants and establish a system to
alert clinic personnel to scheduled follow-up contacts, Provide clinic
persennel with a method of contacting participants who do not return
for scheduled visits.

22. Complete 2ll required laboratory tests in accordance with the protocoel
timetable.

23, Answer all FEI data queries in a2 timely fashion.

24. Supervise the vse of the study product in accordance with the protocol.
The investigstional 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. Meintain adequate records of the receipt and dispesition of each packet
of inserters and NET pellets, including dates of insertion and removal
problems associated with use.

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

After the Studv Concludes:

2B. Return to Endocon, Inc. any unused supply of the study product
following completion, discontinuation, termination or suspension of the
study.

29. Retain copies for a2ll screened and admitted patients of the cases 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 FDR is notified.
In any case, FEI will notify the Investigator when the two-year period
commences.

- XIV. DRTX RNRLYSIS

Data analysis will describe the pharmacokinetics of the release of
norethindrone, the occurrence ©f ovulation indicators (progesterone and
estradiol), clinical and laboratory safety measures, vazinal bleeding
profile and acceptability. The two treatment groups will be evaluated
separately. Secondarily, the two treatments will be ¢ompared. Details of
the methods of analysis are described in Appendix J.

14
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XV. IRVESTIGATOR'S AGREEMENT

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

Principal Investigator’s Signature Date
Subinvestigator Signature Date
Subinvestigator Signature Date

Phase II-A Pharmacokinetic Evaluation of Biodegradable Norethindrone Pellet
Implants

March 13, 18¢1
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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 besn approved by the ethics review
comnittees of both Family Health International and this clinie.

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 amm.
Both doses should protect against getting pregnant for 13 months and you
will be assigned to g2t 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 want 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 & blood sample (no more than 5 teaspoons) to be sure you are
healthy. You will then return twice a week over the nsxt month to give a
blood sample (about 2 teaspoons of blood will be taken each time). Then
you will have 4 or 5 NET pellets placed in your arm. Every three months

. you will return to the clinic to answer guestions about your hezlth and to

have a checkup. You will return to the clinic more often than that to give
blood samples. You will be asked to keep a2 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 tesspoon). RAlso, after your 8 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 a2 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 fhe NET in your blood falls below a certain low level, you will stop
giving blood samples.

Each six months you will have a pelvic and breast exam. You will be told if
any of the test results are not normal and would affect your health care.

Page 1
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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 months 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.

Benafits 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 lezrn from this study may help to improve the health of others.

The NET pellet does not protect against sexually transmitted diseases.
Putting the NET pellets in your arm may cause some pain and bruising which
mzy last for a few days. The small cut will be covered with a special
bandage but there will be 2 sm2ll scar that will later fade away. There is
& smzll risk of infection and You may feel a smzll amount of pain or have a
bruise at the place where blood is taken. The NET pellets may change your
periods, czusing them to be irregular, extra heavy, extra light, or not to
happen at all for awhile. You should contact your doctor if you have very
heavy menstruzl bleeding. Other side effects which are less likely to
occur include weight gain, dizziness, abdominal discomfort, nausea and
headaches.

You may 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
NET pellets are removed, the drug will no longer be present in your blood
after three days. There is a small chance that all of the pellets cannot be

“removed. If all cannot be removed, a low level of NET will stay in your

system until the pellets dissolve (zbout 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 contrel 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 cauvse us to advise against it. You may
discuss these other methods with the clinic staff before deciding to be in
the study.

']
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Confidentiality

AN

. To protect your privacy, forms which are sent out of 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.

Right to leave the Study

You may leave the study at any time. 2lso, 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 Questionms

Please contact if you have any problems or
guestions about this study, 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 precnant at any time during the study, please come back to
see the doctor right away.

If you have 2 health problem which may be due to the study or any medical
question about the study, please ask

Dr. [phone number] or

Dr. [phone number].

1

We will give you a2 copy of this form.

L
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211 her questions were answered.

VOLUNTARY AGREEMENT

I know that I must not use any other method of birth contrel for the first
13 months that I am in the study unless the doctor tells me I 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. I 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 a2bove document describing the benefits, risks and procedures for the
study titled "Phase II-2 Pharmacokinetic Evaluation of Biodegradable
Norethindrone Pellet Implants" has been read and explained to me in my
native language. 1 agree to participate as & volunteer.

Date Signature cf Volunteer / Subject’s Representative

I certify that the above individual has been explzined the nature and
purpose, the potential benefits, and possible risks associated with
participating in this research study.

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

I vas present while the above informztion was presented to

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.

Sigrnature of person obtaining consent  Date
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Appendix F: GUIDELINES FOR BODY WEIGHT

Weight (kg)*

Acceptable Range

Height Optimal Range For This Study**

, Small Medium Large Small Medium Large
{cm) Frame Frame Frame Frame Frame Frame
146 46-51 50-55 54-60 43-58 43-63 46-69
148 47-51 50-56 54-61 43-59 43-64 46-70
150 47-52 51-57 55-62 43-60 43-66 47-71
152 48-53 52-58 56~63 43-61 44-67 48-72
154 49-54 53-589 57~-64 43-62 45-68 49-74
156 49-55 54-60 58-65 43-63 46-69 50-75
158 50-56 55-61 59-67 43-65 47-70 50-77
160 51-57 56-62 61-68 44-66 48-72 51-77
162 53~58 57-63 62-70 45-67 48-73 52~77
164 54-60 58-65 62-71 46-68 49-74 53-~77
166 55-61 59-66 64-72 46-70 50-75 54-77
168 56-62 60-67 65~-74 47-71 51-77 55-~77
170 57-63 61-68 66-75 48-72 52-717 56~77
172 58-64 62-69 67-76 49-73 53-77 57-77
174 59-65 €3-70 68-78 50-75 54-77 58-77
176 60-66 65-71 69-79 51-76 55-77 59~77
178 61-67  €6-72 70-80 52-77 56-77 60~77

* 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
lelbow. This measurement should be taken while the arm is extended and the’
forearm 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 medium frame category for women.
2 measurement falling below this range would consistute a small frame, a
measurement higher would constitute a large frame.

Height Elbow Breadth Height Elbow Breadth
(inches) (inches) {cm) {cm)
57~58 - 2 1/4-2 1/2 146-149 5.6-6.4
59~-62 21/4-2 1/2 150-159 5.8-6.5
63-66 2 3/8-2 5/8 160-169 5.9-6.6
67-70 2 3/8-2 5/8 170-179 6.1-6.8

71 ‘ 2 1/2-2 3/4 180-181 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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NET:

SMAC:

1DL/HDL:

Hemoglobin:

Urinalysis:

Blood
Pressure:

APPENDIX G
SPECIMEN PROCESSING INSTRUCTIONS

PROCEDURES FOR HANDLING BLOOD AND URINE SAMPLES
AND TAKING BLOOD PRESSURE

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-11, Eastern Virginia Medical School, 855 Brambleton
Ave., Suite B; Norfolk, Virginia 23510. The other sample
will remain frozen at the center.

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).

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.

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

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.

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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Prepare the target area of the patient’s skin (usually the inner surface of the uppsr

arm). The preferred msthod le to clean the area carefully with povidons and/or
70% sthyl alcohol, wiping two or thres times in a spira) pattern outward from

the site with a fresh pledget or cotton swab, Local snesthetic may be infiltrated
into the target area with a small gauge needle.

Rerove the needls cover from the injector by pulling it forward and slightly
rotating it clockwine (Fig. 1). Avoid any sudden jerking of the cover which
ocould dislodgs an implant from the needle.

Grasp a fold of the patient’s skin with the thurb and forefinger of your free
hand, being careful not to directly touch the target area (Fig 2). With firm,
steady pressures, puncturs the fold of skin and advance the needls until the

notch on the barrel reaches the puncturs site (Fig 3). CAUTION: Keep the
direction of nesdls wotion parallel to the plane of, and just undez, the skin. Do
ot angle down into deeper tiseue.

To deposit inplant (s} (Fig 4), relesss the fold of skin and, keeping the barrel
motionless, Lree the flangs from the lock notch by rotating it counterclockwise
{Fig. 4-A). Then, with the thunb, slids the flange backward along the barrel

slot {Fig 4-B) until it stops. Thie wotion withdraws the nesdle from the patient’s
skin, leaving the irplant(s) behind.

Lock hub into rear lock notch by a slight comterclockwise rotation (Fig. 4-C).
This prevents the needle from slipping forward, causing injury.

. tharaw the cannula and obturator from patient’s skin, Maintain steady
2-sraure on the puncture site with sterile gauze for 1-2 minmutes to control
*~roiing. Gantly palpate area bsyond the puncture site to verify that the
« splnnt (8) are in proper position. Puncture site may be protected with a small
sterile bandage for 12-24 house.

DISCARD THE INJECIOR. DO NOT ATIEW'T T0 HELORD OR RRUSE,

A
Enginesring Devalopment Associates, I4d. 13523 Argo Drive, Dayton, Marylssd 21036
AN FINDOCON COMPANY

Flg. 3

Oblurator Barrel  Flange Skin

.
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APPENDIX I
DRUG STORAGE INSTRUCTIONS

The packets containing the NET pellet implants can be stored at room
temperature in a normal clinical facility.

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

A. 2Any 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

DATR 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
treatment 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 < .05 will be considered
statistically significant. ‘

In addition, the number of women who ever had a NET serum concentratlon

‘below .5 will be tallied for each treatment group. NET serum

concentrations will be plotted by group over time. Also, mean area undef
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 < .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 also 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 term 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

i



significaﬁt 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. )

7



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. & 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 &=.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).

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
hypothesig that the proportion is at least .6 with o=.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.

*Machin, 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.

1
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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 Cain®. 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 ®"no 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 Number of Women

Needed to Termlnate With at Least 1
Study Follow-up Visit
1 1-2

2 3-6

3 7-11

4 . 12-17

5 18-20
Reference:

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

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

FAMILY HEALTH INTERNATIONAL

MEMORANDUM

TO: Dennis M. Qampbell, PHSC Chairperson

FROM: . Roberto Rivera,' Director of Clinical Trials

DATE: 10 October 1950

SUBJECT: Expedited Review Request: Amendment to Proposal B69 (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 FHI’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 80-day
injectable (1-Z 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 Form.

1. 40 subjects at 2 centers, rather than 99 at 3 centers
2. 4 and 5 pellets will be evaluated, rather than € 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.

Record of Action Taken:

Request Approved: V////

~ Request Not Approved:

vate: Qlefotia 1S 1790

Chairpersén,

0CT 16 1950
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EXPEDITED REVIEW PROPOSAL CONFIRMED BY PHSC, AS SUBMITTED May 31, 1991

FAMILY HEALTH INTERNATIONAL

MEMORABNDUM

TO: Vanessa P. Baygood, PHSC Vice-Chairperson

FROM: Robert3¢¥1vera, Director of Clinical Trials
DATE: 8 February 1991

SUBJBCT:  Expedited Review Request: B -

Proposal $B65-2: Phase II-A Pharmacokinetic Evaluation
of Biodegradable Norethindrone Pellet Implants

. Investigators: Freedolph D. Anderson, MD; CONRAD Program,

Norfolk, VA
Mukul Singh, MD; New York Hospital, NYC

Expedited review is requested for review of the informed consent
forms modified by the two centers’ IRBs.

Changes from prior protocol:
Local IRB-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 IRB
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 cof action taken:

Request Approved: b//
Request Not Approved:

Date: J/ / 7’// ?/

Vice~Chairperson, PHSC

JIB1 & 1991

g0 | 34
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EXPEDITED REVIEW PROPOSAL CONFIRMED BY PHSC, AS SUBMITTED May 31, 1991

FAMILY HEALTH INTERNATIONAL

MZEMORM\TDUl;.r

TO: Dennis M. Campbell, PHSC Chairperson

FROM: Robertgskivera, Director of Clinical Trials

DATE: 27 March 1991

SUBJECT: 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 hormonal
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 duration 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 subijects.

L T G - - R D W g - D WD G0 S W S G5 Gn e - e G W G A S LGB ED WS S . T D G e -

Record of Action Taken:

§equest Approved:

Request NOT Approved:

,(_'M Date:W/i /177/

/

APR 11594

¢) i\
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EXPEDITED REVIEW PROPOSAL CONFIRMED BY PHSC, AS SUBMITTED March 6, 1992
PHSC PROPOSAL 869-4

FAMILY HEALTH INTERNATIONAL

MEMORANDUM

TO: Dennis M. Cam 1, SC Chairperson

FROM: Roberto River 5&t;ct6r of Clinical Trials
DATE: | 3 December 1991 |

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

Title: 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 the
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 scréening 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 Taken:

Request Approved:

Regquest, NQT Appro¥ed;

Date: M,é, lq 7/

DEC ™ 9 1391 @

Dennis M. é
Chairperson, PNSC

gﬁl;/



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

. FAMILY HEALTH INTERNATIONAL

TO: Dennis Campbell, BD, PhD, Chairperson, PHSC

FROM: Anita Flick, MD,_Associatc Medical Director, Clinical Trials Division
though 3/ {330
Carol Connell, RN, Director, Clinical Trials Division

DATE: April 30, 1993

SUBJECT:. Expedited Review Request : PHSC Proposal No. 869-5, "Phase II-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 ng/ml). Because of this, it is requested that the study be extended
indefinitely undl all study participants 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 reporting adverse experiences have been changed due to
staff reassignments. Anita Flick, MD and Carol Connell, RN are now the
designated contacts.

L. - PO Headguarters: AIDSCAP Division:
r . P.0. Box 13950 2101 Wilson Boulevard, Suite 700
Research Triangle Park, NC 27709 USA Arlington, VA 22201
Telephone: 919-544-7040 Telephone: 703-516-9779 . Fax: 703-516-9781

Telex: 579442 . Fax: 919-544-7261 Voice Mail: 703-516-0460



. 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 ml 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 smdy. 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:

Request NOT Approved;

Sign Date: /L('Q“%‘S; / ??é\
- Dr. Déqnis M. Camppe
Chairperson, PHSC

y MAY 1 0 1303

T ampg e Headgquarters: AIDSCA P Division:
r *. P.0. Box 13950 2101 Wilson Boulevard, Suite 700
Research Triangle Park, NC 27769 USA Arlington, VA 22201
Telephone: 919-544-7040 Telephone: 703-516-9779 . Fax: 703-516-9781
\X’\\Q Telex: 579442 . Fax: 919-544-7261 Voice Mail: 703-516-0460
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FamrLy HEALTH INTERNATIONAL

NET Pellet Implant Study ADM
ADMISSION FORM .
STUDY IDENTIFICATION Average of Past 3 Cycles:
1. Cenler number: i L1 - 17. Duration of menstrual flow, in days Dj ne
2 P~ {average of past 3 cycles):
Study number,
l 18. Usual amount of menstrual flow (average of last D P
3. Patient order number: ) 8 cycles): 1mscanty, 2emoderate, 3sheavy
4. Admission form number: gt 18. Usual length of menstrual cydle (from Day 1 of
menses) ?:h days (nwmgo?! paét 3 cydoys): [:D s
CONTACYT DATA un 2590
5. Date of agmission visit: ED Dj E:D 2025 MEDICAL HISTORY AND PHYSICAL .
first i ; 20. Are there any pre-existing medical or ical
(eato of first insertion) day month  year diagnoses? yO-na. 1-yosg e D 2
CHA TICS = IF YES, INDICATE ON ADMISSION
Pé 11AEglzTMm)F§ACTERIS MEDICAL AND SURGICAL DIAGNOSIS FORM
7. Race: 1=sWhite, 2=Black, 3=Hispanic, 21, Are any medications being taken now?
d=Asian, S=other, spocdy____m_ Qano, i=yes D 2
: —3 IF YES, INDICATE ON CONCOMITANT
S Aoreal gy Garorios smoked on & MEDICATIONS FORM
irths: 22. Pelvic examination: 1anormal, 2sabnormal
$. Number of live births: = Epecity findings: D 22
10. Ouicome of last preq_nan_lgbzr O=not previously :
B S DT e
=stillbirth, 3=induced abortion (aseptic S
wooks, d=induced abortion (asapu‘c)p>1 2 wopks, 23. Breast examination: 1=normal, 2eabnomal D »
S=spontaneous abortion, 6=seplic abortion, —> Specily findings:
7meciopic, Bmothar —» other specify
. %41 24. Biood pressure {mm Hp),
11. Date last pregnancy snded: [ ] ] [ ] J l l ] Sim'ng.p?minuta(rost: o) systolic D:Daa-ze
day month  year
i l l l lzv-zn
12. yoain contrg;:a L}'L!)‘ éga:hrc;:’! qﬁogsh'!a,sgggrm: diastolic
=none, 01=ilUD, 02=0 itt, 03=in e, . i :
O4=condom alone, OSscongom with sppermicido. 25. Pulse (beats por minuts) w022
Ob=withdrawal, 07=rhythm, OB=ciaphragm, 26. Waight (kg): SRR e
09=fcam suppositories, 10=sponge, 2335
11=storilizaton, 12=0ther—> specify 27. Height (em): —D—'jj
3638
LABORATORY TESTS

—3> i coded 02, oral pill user, what day
did pill cycle end? (Date last [ ] ]
day

LLILL o=

active pill was taken)

28. Pap smear: 1=normal, 2Zsatypia

MENSTRUAL INFORMATION '
13. Dats last menses onset: [ J ” TJ rl ]“'“ 20.
day month  year
31. REMARKS
Bast Cvcle Only:
14. rhea # de: '
D e oree O-
15.In I ic pai ¢ :
il g it o O
16. Days of intermenstrual bleeding in past cyde: ED -0
\\.
For FHIUss Onty
l 0 lz I“‘z’l I l”‘a e 770 17eo Tipnature of Investgator
[02 || | Jua | 7{0 |mo| DinoSgranme
|o]2 Iaszrl I ls-b Jos 7 {0 {70
[olz]=o [T == [T [TJo]me | PR
A_Io _JZ “‘ﬂl ’ l”’” HEEEEE 70 [ma R'as'urc‘;) Triangle Park Branch
1012 1z O o e e 710 | 0 5usrznm,N62 708
L_LJ L.L.l cT-9
Adenisaion Fomn
Jon. 30,1991
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‘ ' NET Pellet implant Study
ADMISSION MEDICAL AND SURGICAL DIAGNOSES FORM

STUDY IDENTIFICATION
rppemmCAToN  TTT .
(. 2. Study number: -
3. Patient order number: D___ 13

4, Admission form number: “-19

CONTACT DATA

5. Date of admission: I l ” l ” I ]M
month  year

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

6. Medical or 7. Date of Onset 8. Resolved 8. Current drug therapy
Surgical (month / year) Prior To for this condrtion?
Diagnosis Admission Vish? O=no 1=yes
O=no 1myes FOR FHI USE ONLY
¥ yes, complate
Concomitan! Medication
Form
1L O -
(T[] O O
.29 2 3
o M O O
%.25 2 N
EEEN [ O 3 ]
*.2 0 3 -8
O] ] L ][]
%.2 2 n »-0
[ 1 0 ]
-5 2 3
M O] n
.2 0 3]
1 17 O L]
=.2 0 »
Eignaturs of Invesbgator Dats of Sigrature
Ademyasion Medcal Form
€71
Jan, 30,1991



FaMILY HEALTH INTERNATIONAL

NET Pellet implant Study
(‘. INSERTION FORM
STUDY IDENTIFICATION 5
1. Genter number: b 15. Problems with inserter:
2 " . ] . O=no 1= yos —> spocily:
3. Patient order number: [-_ 3
4. Admission form number: ] l l I l l g
16. Problom: with peliets:
CONTACT DATA O=no 1= yos —> spacify:
8. Date of insertion: 2025
nserson I_ﬁTJ Torn, Lig‘l
8. Visit:

1= admission visit {first insertion)

~> An Admission Form mus! be completed

2= follow-up visit (repeal insertion
=> A Follow-Up Form must be )

INSERTION PROCEDURE
7. Test group:
{determined by random aliocation card)

17. Madical or surgical complications
atinsaertion site:

O=no 1= yos —> specily:

8. Implant package code number: |

] ] ] ] l 9136 18. EE‘E%T r:gnm%!:m; mumng anesthesia

S. lnumon site (arm):
1=loft = right

Local Anesthetic
10. Generic name of anesthetic agent:

D 1= yes ~> specify:
%

18. Name of person performing insertion:

b1 1. Strength of anesthetic (%):
12. Amount used (mi):

13. Problemns administering local msﬂwnc
O=no i=yet ->

INS

1 4148

minf®
. SPECIAL STUDIES
%40
20.
O« 2
22 REMARKS .

14. Medical complications from local
anesthetic:
O=no 1= yos —> specity.

For FHI Use Only

[T )=z [T Ja= [

{7]0]»w Bignature of Investgator

[[]=e [T ==

[7]o |me Dak ol Signawre

[o[aJer [ ==

[lelmn [T == =

[ol]=n[ | Ju=

[l)=o [T Jus

lﬂ]_‘_]&z?l_l_],, T o

[7]0 {me
PLEASE AIRMAIL TO:
[ 7] 01 0 Famﬂécmalm internatonal
SOsim‘s"v !7.%9.5"0 le Park Branch
[71017“0 Durham, NC 27709
[7]0|me] - ¢4
L7 {0 jme

0lajur| | |u=]

[7]0 |me

{lofajnn| | Ja=|: 1 i

1710 |we

73
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FAMILY s:EALTH INTERNA iONAL

NET Peliet Implant Study
FOLLOW-UP FORM
IDENTIFICATION | - . iait?:
S Contor numbec: T T T e 12 Modicasons aken ince st vit?

2. Study number:

@ roenrim: HH

4. Admission form number;
COOCTIC ] ==
Y mon year

CONTACT DATA
§. Dats of foliow-up contact:

€. Type of contact
1= clinic visit
2= home visit
3= telephone contact
4= lotter
Sn pther 3 specify:

7. Pregnancy test: O= negative
i= gositive. e= not":gne

-> If positive complete Pregnancy Diagnosis
F::n. Notity FHI imme tnlycy "8

8. Pation! status:
1= continuing study
2= discontinuing from study
3= discontinued at earlier date

§. Removal requestad by patient since last visit?
O=no I=yes

=> Hf yes and implants were not removed,
nole reason:

'D. implant status at this visit:
1= no implant procedure performed
2= removal only
3= repeat insertion only
4= removal and repeat insartion

=> K coded 2 or 4 (removal was done),
complete 8 Remova! Form

=> N coded 2 or 4 (repeal insertion was
dons), complets an Insertion Form

MEDICAL HISTORY AND PHYSICAL
11. lingsses, complaints or problems since
fast visit (including bleeding-related);
O=no i=yes )
~> If yos, indicate on Adverse Experience Form

Da

=> |f yos, indicate on Concomitant Medications Form
13. Pelvic sxamination:
O= not done

= normal
;-nbnormal»:podfyindings: D"

14. Breast examination:
O= not done

1= normal
2 abnormal -> specify findings: D"

18. Blood pressure (mm Hg),
Sitting, § minuts rest.

e [T o
diastolic
16. Pulse (beats per minute):
17. Weight (kg):
18. Average frequency of coitus since last visit:
O= no coitus, 1= less than once/wesk,
2= at least onca/week but less than twicewesk,
3« atisast twice/week, 4= not known
(patient not available to ask)
LABORATORY TESTS
19. Pap smear: 1= nomal 2= atypia
3= dysplasia 4= malignancy
5= smear inadequate 6= not done
SPECIAL STUDIES
20.
21.

22. REMARKS

For FH! Use Only

[E]xe [T== [T
OB EZEEE
[015 Jszr| | faw [i{ =]
[Ter [Ter CLTT T~
)= [T 1we LTI =
i[s)me [T lms [T LT T o [3]

Sipnature of Investigator
Dais of Sigrature

PLEASE AIRMAIL TO:
Family Health international!
P.0. Box 13950
Research Triangle Park Branch
3us:nm. NC 27708

79

Follow-up Form
CY-1
Jan. 20, 1961



FAMILY HEALTH INTERNATIONAL
NET PELLET IMPLANT STUDY
CONCOMITANT MEDICATIONS

»

STUDY IDENTIFICATION
1. Center name and number: "
.2. Study name and number: -,
3. Patient order number: *1 -
4. Admission form number: l w

5. Report date (date form was completed): [ lJ I ] 1 [ [J 202
oay month year

6. Drug therapy: 0) none, SK/P TO COMMENTS 1) yes, list below D 2

| ay e
date Generic name dose (day/moyr) (day/mo/yr)
O MCd
LI OO0 | |EEEEEES (2]

MCOM MLom
MCOM OO | [EEEE
(OO0 L] | | EEEEE e

76-82

X
M5
U
- %
2 @
3 ﬁ
o

MCOM MO0 | |EE S R

(OO ML | e Rl
. LI LT ] R

(MO Mo
{11 UJ[ 1Tl 1 “—;;l;.] |__[_| R S E;E;i_' REE AR [
ML Lo
ML Lo
(L0
(OO
(DO
OC10

Ha

3543 K

0O0C
ezaresd
a%e®s”.
' ete
XN
0%« e®.
% oo
.
BOCK
152508
B
% ..'.:.

MM
MO

|
l 33-38

| (O
|

1

B

B
RN
S B
o %
iHEH*’
o |*l=]*

COMMENTS

. PLEASE AIRMAIL TO:

_ Family Health international
xo'gnature of Investigator P.0. Box 13950
Research Triangle Park Branch
- Date of Signature Durham, NC 27708 USA SC148 PrOB2-B 272788

010
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/ 14 FAMILY HEALTH INTERNATIONAL
1. Center number: “ ADVERSE EXPERIENCE FORM AE
2. Study number: " PLEASE AIRMAIL TO:
3. Patent order number: FamiLy HEALTH INTERNATIONAL
4. Admission form number: 1o P.0. Box 13950
Research Triangle Park Branch
B. Vish date: | i Durham NC 27709 USA .
ADVERSE EXPERIENCE
6. ADVERSE EXPERIENCE 7. DURATION OF 8.PATIENTS |9.HIGHEST |10.RELATED | 11.ACTION 12.TREATMENT [I13.WASTHE  |14. WAS THE
(Describe in Medical Tenns) ADVERSE EXPERIENCE CURRENT | SEVERITY| TO TAKEN FOR ADVERSE| ADVERSE ADVERSE
: STATUS SINCE STUDY REGARDING EXPERIENCE? | EXPERIENCE| EXPERIENCE
. LAST PRODUCT?|  STUDY SERIOUS? UNEXPECTED?
1 = Recovered 0=No
2 = Sequelae vIstT 0=No PRODUCT 1=Yes mcm;l& ‘SQQCtu:.‘I&
sent Pﬂ!‘llb on l“.‘
D: Remmm(:‘ 3'§"m'~'° Mt |22 oy (9280 oh Slliatv 0=No ° .:lo
= - = errupt itant =
Onact orDeath | | Stll Present [3=Severe | 3=Probably¥et |3 bose Discontioused]  Medications Form | 1= Yes I=Ye
4 = Died
Dy Mo Yo Doy Mo Yo
] ] ] ] ] ] O [1=]
M. N4 9 44 a8 48 47 48 L J
Doy Me ¥r Dy Me Yo
O ] ] ] O] O] [0 [&Ie]
3198 N 43 44 48 L 47 48 49 7000
Dy Me Yo Doy Mo Yo
O O O O n O 0 [s1z]
nN 42 43 44 45 48 a7 48 ”» 0
Dy Me Y« Doy Mo YV ‘
O | O O O O O ]
N N2 4 4“4 48 “ 47 48 49 700

Investigator's Signalure

Date of Signature
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; saA s saLALL X -1.. . Al
a NET Pellet Implant Study
A REMOVAL FORM 1‘1 I
F mc;m 0 REMOV. CULTIE - - REM
STUDY IDENTIFIC ' AL DIFFi S
. ber: 14 D
1. Centsr num % m 16. ox.fﬁcuiry gmsrm;.;:olhn dotails

2. Study number:

———
O 3. Patent order number;
4. Admission form number: l l I l l I l -1

CONTACY DATA

5. Date of removal procedure: ] ! ' I l ] | l I“
y  mon, yoar

REMOVAL DATA

€. Ditficulty locating all peliets:
O=no 91- yes > specify details

O=

Local Anesthetic
7. Gensnc name of anesthetic agent:

8. Strength of anesthetic (%):
9. Amount used (ml):

10. Problems administering local anesthetic:
O=no 1= yos ~> specily:

11. Medical complications from iocal

17. Dxffocuhy with dissection:
1= yes, specify detalls

18. Other problems:
O=no 1= yos, specily details

19, Madica! of surgical complications. dunng removal:
O=no 1= yes, specify details

20. Patient complaints during removal proaocbru
O=no 1= yos, detai

21. Mpdication gwan for medal complications
or patient complain
O=no 1= yn
~> }f yos, indicate on Concomitant Medications Form

22. Time to remove pellets (minutes):

anesthebc: Condition of pellets
Os«no 1= yos —> specify: 23. Tow! number of pellets removed: D &
D ® 24. Number of peliets that wers not completely D .
sncapsulated in situ:
LOCATING PELLETS .
incisions 25. Number of peliets found fractured in situ: D s
12. Number of incisions made to completely D » .
remove pellats: 26. Number of peliets fractured during removal: D &7
13. E!'m ingision 27. Number of peliets d without intact
istance from proximal end of peliet Dj 2435 i:rous pr&: removed wilhout I D ot
Fack (mm: 28. Name of person performing removal:
Length of incision {(mm): [I] %37 ) porson pe " '
Egmﬂmm( if applicable)
i ximal end l Il SPECIAL STUDIES
uslar(n::n )om ond of pellet m 2% -
Length of incish '
;“‘”“ L=
1$@ance from pro'm.:c)i of palist D:' w43 31.REMARKS eand
wack (mm):
Length of incision (mm): [1] s
- lf more than 3 incisions were mado
documnent in Remarks Section
For FHI Use Only
{0 ISJW l ] J&a [—;;.,-A;.vi_! i T 03¢ l7 l° IM Egrmun of lnvestigator
o6 fezr| | {22 [7]o |me| Uawecrsgrane
0 e R
Lolelnn| | J=a ] REUE T (710 |me PLEASEARMAILTO:
[ofe]er [T~ [TT T = [lslne| "~ il
GOJGJM[J IEJREBE E 7[0 e oug‘f;ﬁ"a«é"z" o0
AoiEnEEEEE mrlw
{ol6 |mar| | |ma [ [7]0 |me don 30,1591

AL~



DIS

FamiLy HEALTH INTERNATIONAL
NET Peliet Implant Study
DISCONTINUATION FORM
S{Ug:nlgrg m&‘m ] 1 For FHI Use Only
2. Study number; | 1| - (0|7 ]| | fa= ] o |7]0 |me
3. Patient order number: 13 lof7]eszr]| | | | wu [7]0|nw
4. Admission form number: l I "1 &2, D]“ 2034 nu %80
CONTACT DATA

[olr]=e [ ==
[olr]=e [ ]==[
[e]]ax[ [ Ja=|
mszvmaa
DA Eny!
[l )=a[ ] Ju=[

(0|7 || | |os |: ox [7]0 |me

[[=s [T ==L
[T jwe [T e[
[ Jno [T Jm= [

5. Date of discontinuation: [T_J
. ‘fy

RiNnl
mon yéa
6. Reason for discontinuation:

01= patient died —> Complete Adverse Experience
orm and Notify FHI

02= unable 1o contact patient

03= patient is pregnant

O4= patient wants to become pregnant

05= menstrual problems

06= other medical

07= other personal

OB= protocol violation

0= end of study

~> I coded 05, 06, 07, or 08, specify pimary
roason here:

[T ==

-> f coded 01, 05, or 06, complete an Adverse
b Experionce Form

-»> W coded 03, D4, 05, 05,07, 08, or 08, complete
a Foliow-Up Form

-> g coded 03 complets a Pregnancy Diagnosis
orm

7. REMARKS
o
Signature of Invesbgalor PLEASE AIRMAIL TO:
Family Health intemational
P.O. Box 12950

- Dawdl Spnature

Research Triangle Park Branch
BUSZum. NC 27709

Dacortousion Fom
Jon. 22,1991



STUDY IDENTIFICATION

1. Center number: L_l_ -

2. Study number: | Lo
Patient order number: 13
r— l I ] ‘ l 119

. Admission form number;

CONTACT DATA
5. Date of this contact:

BN

oay -+ month
6. Study contraceptive method:

RED
year

AR ER
PREGNANCY DATA

7. How was pregnancy)dtagnosed (specily

test or msthod used,
- , i O I Y R
#f test not used, Skip 1o ltern 8.

B. Hpr nancytestwasused.[ J][j ]I 1 ],54,

specity date the specimen
day month  year

was collected:
[T

9. Estimated gestational age at this visit:
{in weeks since estimaled date of
conception)

10. Location of pregnancy:
1) suspected utering mplantatnon
2) confirmed uterine implantation
3} suspected extrauterine implantation
4) confirmed extrauterine implantation
5 Iocatnon not determined

®

O«

COPY DISTRIBUT ION:  White and Yeliow —~ Retum to Fi!
Pink ~ Retained by Investigator

1"

12.

13.

PREGNANCY DIAGNOSIS FORM

Estimation of when pregnancy occurred:
} probably before admission 1o study
probably during study 3) probably lﬂer
end of study 4) estimation not done

Da

Reason for this estimation:

i coded 1 or 3, Skip to tem 13.

2 B Rl
Reason for pregnancy

1) method failure 2) user failure 3) other 4) unknown D“
Reason for this determination:

Remarks:

[ 6]

NOTE: The outcome of all Fpngnnnclu must
be reported to FHi on the FHI Pregnancy
Outcome Form.

investigator's Signature

Date

PLEASE AIRMAIL TO:
Family Health interational

P.O. Box 13950
Ressarch Triangle Park Branch
Durham, NC 27708
USA
Cinica! Trials Disk-2
Dragrosis Form
July 18, 1989



- PREGNANCY OUTCOME FORM

STUDY IDENTIFICATION
1. Center number: - l I l 1.4
2. Study number: _—:I__—D 2]
3. Patient order number: 12
(.. Admission form numbser: l—- l l I 1419
CONTACT DATA

LLILT ] =

5. Date of pregnancy oulcome: []j
day month

year .

[ w=

PREGNANCY OUTCOME DATA
6. Estimated gestational age at outcome:
{in weeks since estimated date of conception)

7. Pregnancy outcome: 01) singleton live birth
02; singieton stillbirth 03) multiple birth
04) induced abortion g 12 weeks 05) induced
abortion > 12 weeks 08) spontaneous
abortion 07) septic abortion 08) tuba! eclopic
pregnancy 08) extra-tubal ectopic pregnancy
10) hydatiditorm mole or choriocarcinoma
11) other 12) unknown 2829

¥ coded 03) muttiple birth, specify number of
infants: (i 7 or more, code *77) D
(it number not known, code *8") %

#f coded 11 or 12, specity details:

!: I )31-32

¥ coded 04, 05, 06, 07, 08, 09, 10, 11 or 12,
Skip = to ltem 14.

NOTE: if outcome resulted in a singleton live birth,

singleton stilibirth, or muitiple birth, complete »
separsie FHI infant Assessment Form for each

‘ infant delivered.
. Course of pregnancy: 0) normal 1) abnormal
Wn

2) unknp
i coded 1) abnormal, specify details:

=

EEEREP
O

§. Concomitant meadication used during course
of pregnancy: 0) no 1) yes 2) unknown

NOTE: H coded 1) yes, complete FHi Concomitant
Medication Form. .

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

¥ coded 1) abnormal, specity details:

DCD

]

11. -induction or augmentation of labor:
0) no 1} yes 2) unknown

# coded 1) yes, specify details:

E} 4 1 .1:]os

.PY DISTRIBUTION: White and Yellow — Retum to FHI
N~ Pink - Retained by Investigator

12.

13.

14,

15.

16.

focation of delivery:

01) government hospital 02) private hospital

03) government heahth clinic 04) private heatth clinic

D5) government family planning clinic 06) private

family planning clinic 07) at migwife's home

08) at woman’s home 08) other 10) unknown 828

# coded 09} other, specify location:

o] sess

Delivery attended by:

01} ob/gyn thsician 02) general physician
03]} resigent physician 04) intern 05) nurse
06} midwite 07) paramedic 08) other

08} unknown

if coded 08) other, specify:

[T
Health of woman immediately foliowing pregnancy

I.E:] , l 58.55
outcome:

0) normal 1) abnormal 2) unknown D €0
if coded 1, specify details:

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 -

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

Remarks:

E] .;awo
617 |new

NOTE: if a serious, life threstening or
unexpecied medical problem occurs to the
subject or the infant, including hospitsiization
or death, an FHI Adverse Experience Report
mus! be completed and signed by the
investigator and returned to FHI immediately.

Investigator's Signature

Date

PLEASE AIRMAIL TO:
Family Heannh International

P.O. Box 13950
Research Triangle Park Branch

Durham, NC 27709
USA ’

July 10, 1988

7S



“ . -

LI WEFANT (\DOERDS 1 Bl P

STUDY IDENTIFICATION
1. Center number: 14

2. Study number: 54
Patient order number: E 13

. Admission form number: l l ‘ I ‘ l %19
ASSESSMENT DATA
S5 eganey oncoms: LT LTI [T ] w=
ay mont year

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

NOTE: Heoded 2, 3, 4, 5, 6 or 7, & separate FHI

infant Assessment Form must be completed for
sach additional infant delivered.

7. ngte of delivery: 01) spontaneous

[

02) outlet forceps 03) vacuum extraction

04) mid or high forceps 05} forceps rotation

08} breech (spontaneous, assisted) 07) version
and extraction 08) low cervical Cesarean section
09) classical Cesarean section

10) destructive procedure (cranioclasty or
embryotomy) 11) other 12) unknown

¥ coded 11) other, specify details:

[T w=

‘.".-. to . 20

[«
ELT AT =

¥ coded 1) stillbirth, SKIP — to ftem 10.

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

If coded 1) stillbirth, specify details:

COPY DISTRIBUTION: White and Yellow -~ Return to FHI

Pink - Retained by Investigator

10.

1.

12

13

. Infant post-partum condition:

O; normal 1) congenital abnormalities
2) other abnormalities 3) unknown

# coded 1 or 2, specify details:

Sex of infant:
1) male 2) female 3) unknown D “
Birth weight in grams:
O Stcode 99s6” unknowr) D:L—_El 4750
Length in centimeters (crown to heel):
(code “958" if unknown) D:j 51583
Remarks:

El s
6 8 |me

NOTE: If a serious, life threatening or
unexpected medica! problem occurs to the
subject ot the infant, including hospitalization or
death, an FHI Adverse Experience Report must
be compieted and signed by the

investigstor and returned to FHI immediately.

Investigator's Signature

Date

PLEASE AIRMAIL TO:
Family Heatth international
P.O. Box 13850
Research Triangle Park Branch
B«grzam. NC 27709

Inta

o

Clinica! Trials Digk-2
™ Asasssment Form-02
July 18, 1985



~

FamiLy HEALTH INTERNATIONAL
NET Pellet implant Study
LABORATORY TEST RESULTS

STUDY IDENTIFICATION
1. Center number: I:E]:D -

4 2. Study number: ’ =
3. Patient order number: 1)

4. Admission form number: I ‘ l l l l I w1
CONTACT DATA
§. Daw of biood sample: I ! ” l ” l IM
y  mon year

LABORATORY RESULTS
6. Hemoglobin (g/d1): [(13.00 ==

7. Whitebloodeslicounymm® | | | | | | | =

Signature of Investgator

Dale of Signature

LEASE AIRMAIL TO:

Family Health Intermationa!
P.O. Box 13950

Research Tnangle Park Branch
ﬂgﬁnm, NC 27709

L

8. SMAC

Glucoss (mg/dl)
LDH-340 (mUsml)
SGOT-340 (AST) (mU/m)
SGPT (mU/ml)
Alkaling Phosphatas (mU/mi)
Bilirubin, Total (mp/d))
Creatining (mg/d)
Sodium (megh)
Potassium (meg/)
Chioride (meg/)
Calcium (mp/d))
Phosphorus (mg/d)
Protein, Total (gm/d!)
Albumin (gm/di)

9. REMARKS

A

Lab Tost Resvis
CT.1
Jon. X0, 1991



Famn.y HEALTH INTERNATIONAL
NET Pellet implant Study

O o URINE TEST RESULTS
gy gememan ‘ .
2. Study number: -
3. Patient order number: [: "
4. Admission form number: l l ] I l l i el
CONTACT DATA
§. Date of urine sample: H__” | ” | |2
y . mmon year
LABORATORY RESULTS

6. Spacific gravily: O. ==
7. Prowin:
Omnegative 1Iatrace 2ui+ J=m2+ 4=3+ beds D »

8. pH: D . D nx

$. Ketones:
Oanogative 1istrace 2=14 3u2+ 43+ BSmde D B

10. Glucose:
O=negative 1=positive

11. Bilirubin;
O=negative Tmpositive

12 Spoermon contaminated:
1=yes, spacity

13. Remarks:

Eignature of Invessgalor

Daw ol Sigrawre

PLEASE AIRMATIL TO:
Family Health internationa!
P.O. Box 13850
Research Tnangle Park Branch
Durham, NC 27709

URINE

u:-'r.un-m
Jan. 30, 1!01



LIPID

FaMiLy HEALTH INTERNATIONAL

R ' NET Pellet Implant Study
LIPID PROFILE RESULTS
e STUDY IDENTIFICATION
. . 1. Center number: | R 14
p _—————
2. Study number; Lo
3. Patient order number: HEN o13
4. FHi admission form number: w
CONTACT DATA
§. Dats of blood sample: | ! H I ” ] ,w
y mon year

RESULTS
6. Triglycerides (mp/dl):
7. Cholesterol (mg/di):
8. HDL (mp/d):
8. LDL (mg/di):

20

03
B35
%32

BN

10. REMARKS

@

Signature of investgalor

Datw of Signature

PLEASE AIRMAIL TO:
Family Health international
P.O. Box 13850
Rasearch Triangle Park Branch
Durham, NC 27709

<i> id Profie Rubs
Lpu CY-1

| Qﬁ) don. 30,1981



FAMILY HEALTH INTERNATIONAL
NET PELLET IMPLANT STUDY
DAILY BLEEDING RECORD

Conter number; - Conlraceptive: [TT ==

b v pewotmstipcion: [ | J[ L J[ T Juwes
day month year

Pationt order number:

Rl admission form number: r gl @
O ———
YEAR ]| MONTH tj2jajalsje]7z]slojrojuulz]iajuajrisjisfizjejwjoianlz]ajaalasjael2z]|sj2e]so]n
118
116
118
118
118
118
n 2 DM 4 Q2 O M A B T B W5 B 52 B 54 55 M T S5 B S Sl 82 6 MMM e DN L I
Mu:smcadwwydaywd)ﬂnsnmeraprosmcywngwm 0« no bieeding; 1 = spolting (does nol need saniary protection);
2 = bleeding (needs sanitary prolection). The circled box shows the day of your naxi clnic appointment. Please bring this recard with you o the clinic.
“Tgnalure of lnvestigator
Date of Signatwre
- Booling Ressetar-a8
PIRP
daany B0 OB



STUDY IDENTIFICATION -

5. Date of contact:

FamiLy HEALTH INTERNATIONAL

NET Pellet implant Study

ADDITIONAL CONTRACEPTIVE METHOD FORM

1. Conter number:
2. Study number: CTTT7
3. Patont ordor number: HEENE
4. Admission form number: HEEEER
CONTACT DATA

6. if any contraceptive method(s) other than
NET peliets have been used since subject’s

{ast NET blood draw, pisaste specify from [:D
the choices ksted below:

Additonal Contraceptive

07=
08«

10=
1=
12-
13-
14=
15«
16=
17=
18=

Meathod

none
foam/suppositories
sponge

condom alone

condom with spermicide
rhythm/natural family pianning

withdrawa!

diaphragm alone

diaphragm with spermicide

cervical cap alone Specify Typs(s)
cervical cap with spermicide (tems 12-18 Only)
NORPLANT® implants
oral contraceptives

025

»-27

Date Method Begun

month

1up

injectables

FHT

male sterilization

fernale sterilization

other

combination

1]
]

1]

-
HHHH!

40-45
4651
§2-57
$5-62

8480

[T =

{if combination includes a hormonal method or
IUD, indicate dats hormones or IUD were started.
¥ not, code dats ‘88 88 88’ in box 18)

[5T0] me

Note: If hormonal contraceptives have been used (ie, OCs, steroid-releasing 1UDs, implants,
injectables) this information should also be recorded on the Concomitant Madications form.

14

S

b e e 4 et

#1381



QTUDY IDENTIFRCATION

1. Center number:
2. Study number:
8. Patient order number:

4. Admission form number:

CONTACT DATA
§. Datw of blood sample:

6. Time of blood sample:

{00:00 ~» 23:58)
7. Dam of assay:

8. NET (pg/mL):

FaviLy HEALTH INTERNATIONAL
Phase II-A Pharmacokinetic Evaluation of Biodegradable
Norethindrone Peliet implants
SERUM NET RESULTS

TTT1]«
0is9f0]e
HEEEEEY

LIT T T ] Jwn

malmnluul
Nl
ma]mn]mnly

O T 11 s

>
X (= BD-TBR)

nu

Print Nama of ranscriber

Bignature of Transcriber

W



. STUDY IDENTIFICATION

1. Canter number:

2. Study number:

3. Patient order number:

4. Admission form number:
CONTACT DATA

§. Date of blood sample:

€. Time of biood sample:

(00:00 —> 23:59)

7. Date of assay:

8. Progesterone (ng/mL):

FamiLy HEALTH INTERNATIONAL
Phase 1I-A Pharmacokinetic Evaluation of Biodegradable
Norethindrone Pellet implants
SERUM PROGESTERONE RESULTS

I I
poone
[TTTT]es

I

LTI = :

hour min. o

I l]l l Il l I”"

EH]]EEha
;(-BD-TBR)

[4aT1] e

PROGST

Print Name of Transcriber

Signature of Transcriber

Date of Signature

RN



FaMILY HEALTH INTERNATIONAL ESTRA

Phase lI-A Pharmacokinetic Evaluation of Biodegradable
Norethindrone Pellet Implants

SERUM ESTRADIOL RESULTS

STUDY IDENTIFICATION

1. Center number: D]:D 14

2. Study number: oRanm

3. Patient order number: I J ] I ] ] *13

4. Admission form number: l 1 J l ]T 1'419
CONTACT DATA -
5. Date of blood sample: | l 1 lJl Ij“

6. Time of blood sample: g;l

(00:00 —> 23:589)
7. Date of assay: [ I JI l]l l ]ao-as
month
8. Estradiol 17-B(pg/mL): [] [j'_‘{jj 2640
x {= BD-TBR)

@M

Print Name of Transcriber

\\‘.\ Bignaturs of Transcriber

:%
b

™~ s



APPENDIX VI Tables & Figures

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

LIST OF TABLES

1 Distribution of Participants by Center and Treatment Received

2.1  Number and Percent of Participants with Protocol Deviations

2.2  List of Participants with Protocol Deviations

3 Age, Race, and Smoking History at Admission

4 Pregnancy History at Admission

5 Contraceptive History at Admission

6 Menstrual Information for Cycle Prior to Admission

7 Menstrual History for Three Cycles Prior to Admission

8.1  Medical History and Physical at Admission

8.2  List of Participants with Pre-existing Medical Diagnosis or Medication

8.3  List of Participants with Abnormal Pelvic Exam, Breast Exam, or Pap Smear Results
at Admission '

9 Number and Percent of Participants with any Follow-up Contact

10.1 Number of Discontinuations from Clinic Follow-up

10.2 List of Participants Discontinuing from Clinic Follow-up

11.1 Reported Average Coital Frequency Since Last Contact Through 12 Months

11.2  Use of Additional Contraceptive Methods, 4-Pellet

11.3 Use of Additional Contraceptive Methods, 5-Pellet

12.1 Summary of NET Values (ng/ml), 4-Pellet

12.2  Summary of NET Values (ng/ml), 5-Pellet

13.1 Number and Percent of Participants Who Ever Had a NET Concentration Below 0.3
ng/ml From the 1-month Follow-up Through the 12-month Follow-up

13.2  List of Participants Who Ever Had a NET Concentration Below 0.3 ng/ml from the
1-Month Follow-up Through the 12-Month Follow-up

13.3 Time Until First NET < .3 ng/ml

14.1 Number and Percent of Participants with Elevated Progesterone Levels (ng/ml)

14.2  List of Participants with Elevated Progesterone Levels (>3 ng/ml) by Time Period and
Treatment Received

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)

16.1 Number and Percent of Participants with Low Estradiol Levels (pg/ml)

16.2 List of Participants with Minimum Estradiol Levels <40 pg/ml by Time Period and
Treatment Received

17 Proportion of Participants with Clinically Important Bleeding Patterns by Reference
Period and Treatment Received

18 Comparison of Lipid Profiles (mg/dl) Between Baseline and Follow-up

19 Comparison of Glucose (mg/dl) Between Baseline and Follow-up

48

jo&~



20.1
20.2
20.3
204
20.5
20.6
20.7
21

22

23.1
23.2
233
234
24.1
24.2
243
25.1
25.2
253

26.1
26.2

26.3

27.1
27.2

27.3

28

Number and Percent of Participants with Laboratory Values Outside Laboratory
Normal Reference at Baseline

Number and Percent of Participants with Laboratory Values Outside Laboratory
Normal Reference at the 6-month Follow-up

Number and Percent of Participants with Laboratory Values Outside Laboratory
Normal Reference at the 12-month Follow-up

Number and Percent of Participants with Laboratory Values Outside Laboratory
Normal Reference at the 18-month Follow-up

Number and Percent of Participants with Laboratory Values Outside Laboratory
Normal Reference at the 24-month Follow-up

List of Participants Who Ever Had a Laboratory Value Outside Laboratory Normal
Reference Reported at Baseline Through the 24-month Follow-up

List of Participants Who Ever Had a Laboratory Value Outside Laboratory Normal
Reference Reported Afier the First 24 Months (760 days) of Follow-up

Comparison of Blood Pressure (mm Hg) Between Baseline and Follow-up
Comparison of Weight (kg) Between Baseline and Follow-up

Number and Percent of Participants Whose Pellets Were Removed

Number and Percent of Incisions Required for Pellet Removal

Length of Incisions (mm) Required for Pellet Removal

Time Required (minutes) for Pellet Removal

Adverse Experiences Probably Related to the Study Product by Body System and
Preferred Term

List of Participants with Adverse Experiences Probably Related to the Study Product
by Body System and Preferred Term, 4-Pellet

List of Participants with Adverse Experiences Probably Related to the Study Product
by Body System and Preferred Term, 5-Pellet

Adverse Experiences Possibly Related to the Study Product by Body System and
Preferred Term

List of Participants with Adverse Experiences Possibly Related to the Study Product
by Body System and Preferred Term, 4-Pellet

List of Participants with Adverse Experiences Possibly Related to the Study Product
by Body System and Preferred Term, 5-Pellet

Serious and/or Unexpected Adverse Experiences by Body System and Preferred Term
List of Participants with Serious and/or Unexpected Adverse Experiences by Body
System and Preferred Term, 4-Pellet

List of Participants with Serious and/or Unexpected Adverse Experiences by Body
System and Preferred Term, 5-Pellet

All Adverse Experiences by Body System and Preferred Term

List of Participants with any Adverse Experience by Body System and Preferred Term,
4-Pellet

List of Participants with any Adverse Experience by Body System and Preferred Term,
5-Pellet

Follow-up of Adverse Events Reported as Unresolved at Participant Discontinuation

49
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LIST OF FIGURES

la
2a
2b
2c
2d
3a
3b
4a

4b

Sa-b
6a-b
7a-b
8a-b

Mean NET Levels over time

Individual NET Levels over time, 4-Pellet, Center 908

Individual NET Levels over time, 5-Pellet, Center 908

Individual NET Levels over time, 4-Pellet, Center 952

Individual NET Levels over time, 5-Pellet, Center 952

Box Plots of NET Levels over time, 4-Pellet

Box Plots of NET Levels over time, 5-Pellet

Mean NET Levels over time by Admission Weight Reference and Treatment
Received, 4-Pellet

Mean NET Levels over time by Admission Weight Reference and Treatment
Received, 5-Pellet

Frequency of Clinically Important Bleeding Patterns, 4-Pellet and 5-Pellet
Percent Change in Lipids over time, 4-Pellet and 5-Pellet

Percent Change in Blood Pressure over time, 4-Pellet and 5-Pellet

Percent Change in Weight over time, 4-Pellet and 5-Pellet

50



Table 1

Distribution of Participants by Center and Treatment Received

4-Pellet 5-Pellet . Total
Centerxr n (%) n (%) n (%)
908 10 (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

\ Y



Table 2.1

- Number and Percent of Participants
With Protocol Deviations
by Treatment Received

4-Pellet 5-Pellet
(N=19) {N=20)

n (%) 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 of 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-pPellet Out of age range age = 37
908 11 4-Pellet  Total cholesterol > 240 mg/dl cholesterol = 241 mg/dl
908 17 4-pPellet Lab done more than 35 days prior to adm SMAC, CBC, UA at -77d; lipids at =52d
952 1 4-pPellet 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 -404&
908 12 5-Pellet  Menstrual length not b/w 25-35 days cycle length = 37 days
508 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-pPellet 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 8990



Table 3

Age, Race, and SmokingABistory at Admission
by Treatment Received

S-Pellet

_ 4~-Pellet .
Participant Characteristic n (%) n (%)
Age in years
<= 20 1l (5.3) 3 (15.0)
21-25 8 (42.1) 4 (20.0)
26-30 6 (31.6) S (25.0)
31-35 2 (10.5) 6 (30.0)
>m 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) b § {5.0)
Asian 2 (10.5) 0 (0.0)
Total 19 20

A

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

July 23, 1995

NET Pellet Phase II-A
Study 890

17



. Table 3 (Continued)

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

4-Pellet . 5-Pellet
Participant Characteristic n (%) n (%)
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 4 (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

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

July 23, 1995 NET Pellet Phase II-A

. | Study 890
)L



1‘l' ' Table 4

Pregnancy History at Admission
by Treatment Received

4-Pellet . 5-Pe11et-
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
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.
August 15, 1995‘ NET Pellet Phase II-A

‘ | | | Study 890
W



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

\
1
A}
_Excludes participants not previously pregnant.

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

August 15, 1985 NET Pellet Phase II-A
Study 890
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Table S

Contraceptive History at Admission
by Treatment Received

4-Pellet 5-Pellet -
Participant Characteristic n (%) ' n (%)
Main contraceptive method
used in month prior to
.admission
None 1l (5.3) 0 (0.0)
Condom alone 8 (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 not sum to 100 due to :ouhding.

3

July 23, 1995 NET Pellet Phase II-A
Study 890

)



Table 6

Menstrual Information for Cycle Prior to Admission
by Treatment Received

4-Pellet 5-Pellet-
Participant Characteristic n (%) ' n (%)
Day of menses
at admission
3-6 19 (100.0) i8 (90.0)
>m= 7 0 (0.0) 2 (10.0)
Total 19 20
Mean (SD) 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)
Moderate 4 (21.1) 1 (5.0)
Severe 0 (0.0) b § {(5.0)
Total - 19 20

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

h}

August 10, 1995 NET Pellet Phase II-A
Study 890

)
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. Table 6 (Continued)

Menstrual Information for Cycle Prior to Admission
by Treatment Received

4-Pellet - 5-Pellet

' Participant Characteristic n (%) n (%)
Intermenstrual pelvic pain
in past cycle
None 17 (89.5) 19 (95.0)
Moderate 2 (10.5) 1l (5.0)
Total 19 20
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

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

August 10, 1995 : NET Pellet Phase II-A

. | Study 890
7



Table 7

Menstrual History for Three Cycles
Prior to Admission
by Treatment Received

4-Pellet 5-Pellet

Participant Characteristic n (%) 'n (%)
Average duration of
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 (SD) 4.8 (1.08) 4.1 {1.25)
Median 5.0 4.0
Min 3 1l
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

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

July 21, 1995 NET Pellet Phase II-A

i



"l' ‘ Table 7

{Continued)

Menstrual History for Three Cycles
Prior to Admission
by Treatment Received

4-Pellet 5-Pellet

Participant Characteristic n (%) n (%)
Usual length of menstrual
cycle in days (from day 1
of menses)
25-29 10 (52.6) 14 (70.0)
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
‘I' Max 32 37

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

July 21, 1995

NET Pellet Phase II-A
Study 890

) 14



Table 8.1

Medical History and Physical at Admission
by Treatment Received

4-Pellet 5-~Pellet
Participant Characteristic n (%) - n (%)
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 (85.0)
Abnormal 0 (0.0) 1l (5.0)
Total 19 20

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

\

A

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

|10 |



Table 8.1 (Continued)

Medical Bistory and Physical at Admission
by Treatment Received

4-Pellet ' 5-Pellet
Participant Characteristic n (%) ° =n (%)
Breast exam results
Normal A 19 (100.0) 20 (100.0)
Abnormal 0 (0.0) 0 (0.0)
Total 19 20
Pap smear results
Normal 19 (100.0) 20 (100.0)
Atypia 0 (0.0) 0 (0.0)
Total _ 19 20
‘Blood pressure {(mm Hg)
sitting, 15 min. rest
Systolic
Total ' 19 20
Mean (SD) 111.7 (8.95) 112.3 (10.18)
Median 112.0 120.0
Min 92 90
Max 122 124
'\Fote: Percentages may not sum to 100 due to rounding.
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 n (%) - n (%)
Diastolic
Total ‘ 19 20
Mean (SD) 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 (SD) 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 (SD) 61.3 . (7.76) 61.4 (8.18)
Median 60.0 58.0
Min 51 52
Max 74 717
July 21, 1995 NET Pellet Phase II-A
Study 890

=



Table 8.1 (Continued)

Medical History and Physical at Admission

by Treatment Received

4-Pellet S5-Pellet
. Participant Characteristic n (%) n (%)
Height (cm)
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 27 217

July 21, 1985

NET Pellet Phase II-A

175

Study 890
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Table 8.2

List of Participants with Pre-existing Medical Diagnosis or Medication
by Treatment Received

Treatment
Center pON received Medical or surgical diagnosis Medication
908 2 4-Pellet Prichomonas vaginitis
Gonorrhea, genital, site N8
Contusion/hematoma, site NS
Tonsillectomy
08 3 4-Pellet Lupus srythematosus
Cholecystectomy
908 ¢ 4-Pellet lypoth{:oidin, Other thyroid hormones and substitutes
Tonsillectomy
908 ] §-Pollet Genital herpes, NOS
Buman papilloma virus, site ns
908 13 4-Pellet Ruman papilloma virus, site N8 —
908 19 4-Pellet Bilateral breast reduction
952 1 4-Pellet Congenital deformity of knes, NOS
Repair of knee, NOS
952 1 4-Pellst Breast iwplant(s)
982 11 4-Pollat Jaundice, W08
952 18 4-Pellet Genital herpes, NOS —
908 1 S-Pellet Anemia, NOS Terrous sulphate

Cystitis, NOB

Melena {visible or occult)
Tonsillectomy
Herniorrhaphy, NOS

July 21, 1995

ner !olldt Phase I1-A
Study 890
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7 Table 8.2 {Continued)

: List of Participants with Pre-existing Medical Diagnosis or Medication
. by Treatment Received

Treatment
Center PON received Nedical or surgical diagnosis Medication
908 4 $-Pellet Genital herpes, NOS
908 3 S-Pellet Vaginitis, chlamydia Calcium carbonate w/wo other
Cystitis, NOS Aluminum hydroxide (gel) -
Auman papilloma virus, site NS Magnesium hydroxide
Ulcer disease, site NS Simethicone
Rczsema, site NS
908 7 S-Pellet Bemorrhoids, NOS
908  J S-Pellet Degenerative disc digease Tolmetin (tolectin)
08 12 S-Pellet Asthms, NOB
908 u S-Pallet Genital herpes, W08, history of
Upper raspiratory tract infection, WOS
908 1¢ S-Pellet Ovarian cyst, NOS
Cystitis, NOS
Laparoscopy for diagnostic reasons only
908 18 $3-Pellet Buman papilloma virus, site N8
908 20  $-Pellet Raynaud’s syndrome/dissase
952 4 S-Pellet Tonsillectomy
952 ] S-Pellet Tonsillectomy
952 10 S-Pellet AMenoidectomy R
952 4 S-Pellet Bilateral breast reduction

July 21, 1998 NET Pellet Phase II-A

Study 890



- Table 8.3

. List of Participants with Abnormal Pelvic Exam, Breast Exam, or Pap Smear Results
at Admission
by Treatment Received

Treatment Pap smear
Canter PON received Pelvic exam results Breast exam results results
908 18 5-Pellet Vaginal discharge, NOS (leukorrchea) Normal Normal
July 21, 1998 . NRT Pellet Phase IX-A
. . study 890



Table 9

. Number and Percent of Participants with any Follow-{zp Contact
by Treatment Received
4—fe11et S5-Pellet
Month ‘ Total1 n (%) Totalsl n (%)
3-month 19 17 89.5 20 20 100.0
6-month 17 15 88.2 19 19 100.0
9-month 16 13 81.3 19 18 94.7
12-month 16 13 81.3 19 19 100.0
"15-month 16 i3 81.3 19 19 100.0
18-month : 15 10 1 66.7 19 19 100.0
®
21-month 15 10 66.7 18 16 88.9
24-£nonth 15 8 53.3 18 15 83.3

1_
Total is the number of participants whose pellets have not
prev;ously been removed.

July 24, 1995 NET Pellet Phase II-A
Study 890

o
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Discontinuation

Al

Table 10.1

Number of Discontinuations from Clinic Follow-up

by Treatment Received

4 - Pellet

Month of Discontinuation

reason 4-6 7-9 10-12 13-15 16-18 19-21 22-24 25-27 28-30 31-33 34-36 37-39 Total
- — - . — — e e

Menstrual 1 1
problems

Other medical

Other personal 1 1 2

End of study

Unable to 2

contact patient
g ————ampas e e— —_—

0 2
—) ———— ——

Discontinuation
reason

Menstrual
problems

13-15 16~-18

Other medical

Other personal

End of study

Unable to
contact patient

August 15, 1995

NET Pellet Phase II-A
Study 890



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 state/country
208 3 4-Pellet 23JUN93 22 Other medical ENCEPHALITIS (CEREBRITIS) DUE TO LUPUS
908 6 4-Pellet 20DECS1 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 26MARI2 5 Other personal BREAST PAIN (MASTALGIA)
952 11 4-Pellet 130CT94 32 End of Study
952 12 4-Pellet 25A0G92 ki Unable to contact participant
952 13 4-Pellet 100CT94 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

Treatment Date of
Center  PON received dise. Study Month  Reason for discontinuation Comments
908 1 5-Pellet 24JANS2 5 Other medical HEADACHE, NOS.
908 4 S5-Pellet 01DECY3 27 Other personal Participant doesn’t want to cont. study
908 5 5-Pellet 30NOV93 27 Unable to contact participant
908 7 5-Pellet 30NOV94 39 Menstrual problems AMENORRHEA
908 9 5-Pellet 06MAY93 20 Other personal Moving out of state/country
208 12 5-Pellet 17JUN93 19 Other personal School/work conflicts w/clinic visits
908 14 5-Pellet 02NOV94 34 End of Study
808 16 5-Pellet 16NOV94 34 End of Study
908 18 5-Pellet 23FEB94 25 Other personal Wouldn’t continue past original 24 mths.
908 20 5-Pellet 13JUL94 28 End of Study
952 2 5-Pellet 170CT94 36 End of Study
952 4 5-Pellet 03NOV94 317 End of Study
352 5 5-Pellet 140CT94 36 End of Study
952 8 5-Pellet 310CT94 36 End of Study
952 9 5-Pellet 24SEP94 34 End of Study
952 10 S5-Pellet 17N0OV94 36 End of Study
952 14 5-Pellet 25NOV94 33 End of Study
952 16 5-Pellet 26JUN9%4 27 Other medical BREAST HYPERPLASIA, BENIGN
952 17 5-Pellet 26APRY4 25 Other personal Participant wants to become pregnant
952 19 5-Pellet 18AUGY94 28 Other personal Volunteering for ovum donation program

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

“
-Total is the number of women who had a contact during

the follow-up period and whose pellets had not been
previously removed.

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

. November 20, 1995 NET Pellet Phase II-A
Study 890

13)
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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 0 (0.0) 0 {0.0)
Less than once/week 0 (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 0 {0.0) 0 (0.0)
Less than once/week 1 (7.7) 0 (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

-

-Total is the number of women who had a contact during
the follow-up period and whose pellets had not been

previously removed.

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

November 20, 1995

NET Pellet Phase II-A
Study 890
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Table 11.2
o Use of Additional Contraceptive Methods
- 4 - Pellet
1
Barliest Month any Earliest month any Steroidal Study month
Center Pon additional contraceptive steroidal contraceptive contraceptive discontinued
908 2 15 ¢+ never used n/a 26
908 3 18 * never used n/a 22
908 6 never used never used n/a 4
908 8 never used never used n/a 8
9208 10 15 * 16 NORPLANT (R) implants 24
908 11 13 * never used n/a as
908 13 15 * never used n/a 29
908 13 17 ¢ never used n/a 17
908 17 14 ¢ 19 Lo Ovral 22
908 19 never used never used n/a 8
952 1 25-28 ** never used n/a 37
952 3 25-31 &% - never used n/a a7
952 6 24-35 never used n/a 36
952 7 never usaed never used n/a s
952 11 24-32 *» never used n/a 32
952 12 never used never usaed n/a 7
952 13 26-32 #» never used n/a 32
952 15 never used never used n/a 32
952 18 never usad never used n/a 17

1
Participants were supposed to bagin using additional contraception in Month 13, Where determinabls, the
exact month that use began is given. Otherwise the following is given:

* Rarliest month information on additional use collected. Use began on or befors this month.
*% Use began sometime between these months (inclusive).

August 15, 1998 Net Pellet Phase II-A
: study 890



Table 11.3

Use of Additional Contraceptive Methods
5 « Peallet

1
Rarliest Month any Zarliest month any Steroidal 8tudy month
Center Pon additional contraceptive steroidal contraceptive contraceptive discontinued
908 1 never used never used n/a s
908 4 15 = 21 Lo Ovral 27
908 5 14 14 Triphasil 27
908 7 15 & never used n/a 39
908 9 14 14 Triphasil 20
908 12 14 * never used n/a 19
908 14 14 14 Lo Ovral 34
908 16 13 never ussd n/a 34
908 18 13 13 Triphasil 25
908 20 14 14 Lo Ovral 28
952 2 24-38 a4 never used n/a 36
952 4 24-37 2= never used n/a 37
952 L] 24-36 ** never used n/a 36
952 8 24-35 ** never used n/a 36
952 9 25-34 4# never used n/a 34
952 10 25-34 *» never used n/a 36
952 14 25-33 ®x never used n/a 33
952 16 never used never used n/a 27
952 17 never used never used n/a 25
952 19 24-28 ** never used n/a 28

1
Participants were supposed to bagin using additional contraception in Month 13. Where determinable, the
Otherwise the following is given:

exact month that use began is given.

* Rarliest month information on additional use collected.
*% Use began sometime between these months (inclusive).

August 15, 1995

Use began on or be

fore this month.

Net Pellet Phass I1-A
Study 890



Table 12.1

-

Summary of NET Values (ng/ml)

4-Pellet
Follow=-up i §
Period Total Mean (SD) Median ' Min Max
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
l-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
S-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 ° 0.542 (0.1507) 0.554 0.282 0.756
S-month 11 0.554 (0.1859) 0.535 0.272 0.926
10-month ] 0.461 (0.1221) 0.448 0.271 0.705
l1l-month 11 0.4°91 (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-month 9 0.449 (0.1546) 0.438 0.288 0.813
17-month 9 0.385 (0.1713) 0.380 0.161 0.760
18-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-month 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 (0.0803) 0.197 0.056 0.336

o
“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
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‘ Table 12.1 (Continued)

Summary of NET Values (ng/ml)
4-Pellet

Follow-up 1 )
Period Total Mean (SD) - Median Min Max

26-month 4 0.227 (0.1178) 0.266 0.056 0.321
27-month 5 0.225 (0.0598) 0.213 0.168 0.313
28-month 5 .0.201 (0.0689) 0.179 0.160 0.323
29-month 3 0.208 (0.0541) 0.205 0.156 0.264
30-month 3 0.180 (0.0704) 0.150 0.129 0.260
3i-month 3 0.178 (0.0484) 0.197 0.123 0.214
32-month 3 0.176 (0.0208) 0.168 0.161 0.200
33-month 2 0.152 (0.0007) 0.152 0.151 0.152
34-month 1 0.056 ( N/A ) 0.056 0.056 0.056
35-month 1l 0.160 ( N/A) 0.160 0.160 0.160
36-month 2 0.056 (0.0000) 0.056 0.056 0.056
37-month 2 0.056 (0.0000) 0.056 0.056 0.056
38-month 1 0.056 { N/A ) 0.056 0.056 0.056
- 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
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Table 12.2

Summary of NET Values (ng/ml)
5-Pellet .

Follow-up 1
Period Total Mean (SD) Median Min Max
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
l-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
6é-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
8-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
ll-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
l14-month 13 0.618 (0.2461) 0.551 0.311 1.199
15-month 13 0.589 (0.2060) 0.531 0.258 1.104
l16-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
2l1-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
N

July 24, 1995

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.

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 1l .
Period Total Mean (SD) Median Min Max

26-month 6 0.393 (0.0827) 0.381 0.319 0.543
27-month 7 0.347 (0.1552) 0.271 0.231 0.634
28-month 5 0.380 (0.1416) 0.298 0.271 0.598
29-month 4 0.424 (0.1040) 0.424 0.296 0.550
30-month 5 0.345 (0.1341) 0.346 0.178 0.506
3l-month 4 0.316 (0.1235) 0.314 0.168 0.469
32-month 3 0.257 (0.0808) 0.249 0.181 0.342
33-month 2 0.370 (0.0962) 0.370 0.302 0.438
34-month 2 0.266 (0.0622) 0.266 0.222 0.310
35-month 3 0.158 (0.0340) 0.174 0.119 0.181
36-month 2 0.283 (0.0523) 0.283 0.246 0.320
37-month 2 0.359 (0.1570) 0.359 0.248 0.470

b §

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
5%



Table 13.1

. Number and Percent of Participants Who Ever
Had a NET Concentration Below 0.3 ng/ml
From the l-month Follow-up Through the l2-month Follow-up
By Treatment Received

4-Pellet 5~Pellet
n (%) n (%)
NET concentration ever
below 0.3 ng/ml
Yes 3 (16.7) 2 (10.0)
No 15 (83.3) 18 (90.0)
Total 18 20

‘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 Had a NET Concentration
Below 0.3 ng/ml from the l-month Follow-up
Through the l12-month Follow-up
By Treatment Received

Treatment NET value

Center PON received (ng/ml) Study Month
908 6 4~-Pellet < 0.112 3

952 6 4-Pellet 0.268 6

852 6 4-Pellet 0.282 9

852 6 4~-Pellet 0.272 9

952 6 4-Pellet 0.265 i3

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

3y
N
August 15, 1995 NET Pellet Phase II-A

Study 890

140



Table 13.3

A Time Until First mgr < .3 ng/ml
by Treatment Received

4 - Pellet 5 = Pellet

1 Cumulative 1  Cumulative

At Risk event rate At Risk svent rate
Time in study n per woman {S.®.) n per woman {(s.2.)
3 - month 17.0 0.110 0.0732 20.0 0.000 0.0000
6 - month 15.0 0.169 0.0892 19.0 0.000 0.0000
9 - month 13.0 0.169 0.0892 19.0 0.000 0.0000
12 - month 12.0 0.233 0.1027 18.5 0.108 0.0722
15 - month 11.0 0.303 0.1146 12.0 0.108 0.0722
18 « month 7.0 0.525 0.1322 11.0 0.182 0.0972
21 = month 8.0 0.605 0.1318 10.5 0.182 0.0972
24 - month 5.0 0.684 0.1270 8.8 0.182 0.0972
27 « month 2.5 0.763 0.1173 7.0 0.285 0.1279
30 - month 2.0 0.763 0.1173 3.0 0.693 0.1446
33 -« month 1.0 0.801 0.1024 3.0 0.693 0.1446

1

The number at risk in each interval is the number of participants entering the interval minus
one-half of those censored during the interval. Censored participants are thoss who never had
& NET < .3 ng/ml and whose last valid NET measursment occurred during the interval, Valid NET
measurements include those that occurred prior to pellet ramoval or prior to the use of
steroidal contraceptives. ,

August 16, 199% Net Pellet Phase II-A
study 890
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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) 8 (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)
30-Month 2 2 (100.0) 2 (100.0)
33~-Month 1 1 (100.0) 1 (100.0)
5~Pellet

Baseline 19 15 (78.9) 5 (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)
30-Month 4 2 (50.0) 2 (50.0)
33-Month 1 0 {0.0) 0 (0.0)

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

WL

Study 890



. ' Table 14.2

List of Participants with
Elevated Progesterone Levels (>3 ng/ml)
by Time Period and Treatment Received

Treatment Max Progesterone

Center PON received 1level (ng/ml) Study Month
Baseline
908 2 4-Pellet 11.43 -1
208 3 4-Pellet 10.69 -1
908 6 4-Pellet 14.57 -1
908 8 4-Pellet 21.50 -1
908 10 4-Pellet 17.90 -1
%08 11 4-Pellet 14.80 -1
. 908 13  4-Pellet 9.25 -1
908 15 4-Pellet 15.80 -1
908 17 4-Pellet 11.30 -1
908 19 4-Pellet 6.30 -1
952 1 4-Pellet 14.06 -2
952 3 4-Pellet 18.16 -1
952 6 4-Pellet 10.35 -1
952 7 4-Pellet 12.06 _ -1
952 11 4-Pellet 12.47 -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
5



. 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
952 12° 4-Pellet 17.60 -1
952 13 4-Pellet 3.14 -1
952 15 4-Pellet 6.96 -1
952 18 4-Pellet 13.92 -1
208 1 5-Pellet 7.52 -1
208 4 5-Pellet 13.98 -1
908 5 5-Pellet 9.11 -1
208 7 5-Pellet 17.70 -1

. 208 9 5-Pellet 12.10 -1
908 12 5-Pellet 7.65 -1
908 14 5-Pellet 6.07 -1
908 16 5-Pellet 9.56 -1
908 18 5-Pellet 7.68 -1
908 20 5-Pellet 7.08 -1
952 2 5-Pellet 27.10 -1
952 4 5-Pellet 11.36 -1
952 5 5-Pellet 12.42 -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

14y



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 1level (ng/ml) Study Month
952 14° 5-Pellet 8.03 -1
952 16 5-Pellet 9.73 -1
9-Month
908 10 4-Pellet 12.11 10
908 13 4-Pellet 7.56 10
908 12 5-Pellet 14.85 10
12-Month
908 11 4-Pellet 7.58 13
208 13 4-Pellet 8.64 13
952 11 4~-Pellet 8.68 12
208 12 5-Pellet 10.93 13
908 20 5-Pellet 4.54 12
952 9 5-Pellet 10.17 13
952 19 5-Pellet 5.81 12

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

e



Table 14.2

List of Participants with
Elevated Progesterone Levels (>3 ng/ml)
by Time Period and Treatment Received

(Continued)

Treatment Max Progesterone
Center PON received level (ng/ml) Study Month
15-Month
908 2 4-Pellet 7.53 16
208 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
852 11 4-Pellet 8.02 19
952 2 5-Pellet 10.36 19
952 9 5-Pellet 8.47 19
21-Month
908 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

contra

October

ceptives.

30, 1995

NET Pellet Phase II-A

1o

Study 890



Table 14.2

List of Participants with
Elevated Progesterone Levels (>3 ng/ml)
by Time Period and Treatment Received

{Continued)

Treatment

Max Progesterone

Center PON received 1level (ng/ml) Study Month

908 13, 4-Pellet 21.81 22
952 9 5-Pellet 10.23 22

24-Month
208 2 4-Pellet 6.65 25
908 11 4~Pellet 5.68 26
908 13 4-Pellet 21.34 25
952 1 4-Pellet 16.36 25
952 3 4-Pellet 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 11 4-Pellet 12.55 29
908 13 4-Pellet 5.88 28

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

il

Study 890



Table 14.2 (Continued)
List of Participants with

Elevated Progesterone Levels (>3 ng/ml)
by Time Period and Treatment Received

v

Treatment Max Progesterone

Center PON received level (ng/ml) Study Month
952 1+ 4-Pellet 9.79 28
952 6 4-Pellet 10.77 28
952 11 4-Pellet 7.09 28
30-Month
308 11 4-Pellet 14.19 31
952 6 4-Pellet 8.69 31
952 2 5-Pellet 18.63 31
852 5 5~Pellet 10.13 31
33-Month
852 1 4-Pellet 13.50 33

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 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 Receilved

Mean Mean Mean Median
1 Participant Participant Participant Participant
Total Mean (sD) Min (SD) Max {8D) Median
4-Pellet .
Baseline 15 112.7 34.79 47.7 21,13 205.4 72.02 92.5
9-Month 8 163.9 81.30 60.3 20.64 359.3 212,77 135.3
12-Month 1 164.1 66.07 48.1 18.26 370.0 185.86 120.5
15-Month 4 202.0 107.44 74.0 28.13 545.8 407.22 128.8
18-Month 4 227.4 59.64 47.5 15.11 549.0 100.54 162.0
5-Pellet
Baseline 13 122.1 41.92 48.2 20.62 230.4 101.30 92.5
9-Month 14 90.3 42.81 35.1 11.33 207.6 111.06 59.3
12-Month 14 82.8 24.12 37.1 12.80 171.3 98.34 66.8
15-Month 7 128.0 72.19 35.3 6.58 302.7 224.57 96.5
18-Month 6 106.8 43.99 43.8 16.50 206.2 100.01 81.8
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 16.1

Number and Percent of Participants with Low
Estradiol Levels (pg/ml)

by Treatment Received

Min <40 Max <40
Total n (%) n (%)
4-pPellet
Baseline 15 5 (33.3) 0 (0.0)
9-Month 8 1l (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‘v,

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

J5O



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 S5-Pellet < 16 -1

952 14 5-Pellet 19 -1
9-Month

908 15 4-Pellet 27 10

908 4 5-Pellet 33 10

208 5 5-Pellet 30 10

208 7 5-Pellet 22 10

508 9 5-Pellet 29 10

908 12 5-Pellet 22 10

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

B

NET Pellet Phase II-A
Study 890



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 i3
908 4 5-Pellet 34 13
. 908 7 5-Pellet 31 13
908 i2 5-Pellet 23 i3
908 14 5~-Pellet 39 13
9508 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
N
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

)51
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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
15-Month
908 4 5-Pellet 36 16
908 7 5-Pellet 38 16
208 12 5-Pellet 30 16
908 16 5-Pellet 35 16
952 2 5-Pellet 37 16
952 14 5-Pellet 25 16
18-Month
908 11 4-Pellet 33 19
908 13 4-Pellet 36 19
908 4 5-Pellet 39 19
208 7 5-Pellet 35 19
208 16 5-Pellet 19 19

List includes participants with at least four

measurements at each time period who have not
had pellets removed and who are not on sterocidal
contraceptives.

October 30, 1995

&5

NET Pellet Phase II-A
Study 890
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Table 17

Proportion of Participants with Clinically
Important Bleeding Patterns by
Reference Period and Treatment Received

Clinically
C : Infrequent Frequent Irreqular 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 (90-179) 16 6.2 6.2 12.5 50.0 12.5 12 75.0
3 (180-269) 15 0.0 13.3 20.0 46.7 40.0 14 93.3
4 (270-359) 13 0.0 7.7 23.1 ' 38.5 15.4 10 76.9
5 (360-449) 13 7.7 0.0 15.4 ) 23.1 7.7 6 46.2
6 (450-539) 12 0.0 8.3 25.0 16.7 25,0 8 66.7
7 {540-629) 10 10.0 0.0 0.0 50.0 20.0 7 70.0
8 (630~-719) 8 0.0 0.0 0.0 37.5 12.5 4 50.0

S5-Pellet
1 (0-89) 20 5.0 10.0 20.0 50.0 50.0 18 90.0
2 (90-179) 19 15.8 26.3 26.3 52.6 | 26.3 19 100.0
3 (180-269) 19 15.8 15.8 26.3 47.4 31.6 17 89.5
4 (270-359) 19 21.0 10.5 10.5 21.0 15.8 12 63.2
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 79.0
7 (540-629) 16 18.8 6.2 18.8 31.2 31.2 12 75.0
8 (630-719) 13 15.4 - 0.0 0.0 23.1 23.1 7 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 (mg/dl) Between
Baseline and Follow-up
by Treatment Received

. 4-Pellet 5-Pellet
Lipid Totall Mean (sp) p-value? Total! Mean (SD) p-value?
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 {27.79)
24-month 6 164.0 (27.62) 11 164.6 (25.85)
Percent change in
total cholesterol
Baseline to 6-month change 15 -12.4  (10.09) <.01 19 -12.5  (10.39) <.01
Baseline to 12-month change 12 -13.1 (12.08) <.01 is8 -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 (12.49) <.01

! 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 total cholesterol
comparisons for the baseline to 24-month change in the 5~Pellet group. No comparisons are made between treatment
groups.

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

4-Pellet S5-Pellet
Lipid Total! Mean (SD) p-value? Total! Mean (SD) p-value?
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 86.5 {33.77) 13 67.6 (22.12)
24-month 93.2 (75.43) 11 67.3 (15.84)
Percent change
in_triglycerides: i
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 change 6 -24.7 (38.22) .17 11 -23.3 (32.75) .04

! For each time period, total is the number of participants with data.

? Comparisons are made between baseline and each follow—up period within each treatment group using
a t-test, No comparisons are made between treatment groups.

August 15, 1995

Net Pellet Phase II-A

Study 890



Table 18 (continued)

Comparison of Lipid Profiles (mg/dl) Between

Baseline and Follow-up
by Treatment Received

4-Pellet 5-Pellet
Lipid Total! Mean (SD) p-value? Totall! Mean (sD) p~value?
HDL
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)
18-month 60.1 (14.18) 13 61.2 (12.81)
24-month 6 58.8 (09.75) 11 59.3 (10.60)
Percent change in HDL;
Baseline to 6-month change 15 -0.3 (19.09) .58 19 0.0 {10.98) .99
Baseline to 12-month change 12 0.9 (21.37) .89 18 4.3 (14.7%) .67
Baseline to 18-month change 8 5.2 (20.69) .50 13 5.8 (16.85) .24
Baseline to 24-month change 6 1.0 (17.75) .90 11 2.2 (16.73) .67

f

! 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 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

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

4-Pellet 5-Pellet
Lipid Total! Mean (SD) p-value? Total' Mean (5D) p~value?
HDL to total cholesterol ratio
Baseline 19 0.32 (0.081) 20 0.31 (0.062)
6-month 15 0.35 (0.075) 19 0.35 (0.068)
12-month 12 0.33 (0.091) 18 0.35 (0.081)
18-month 8 0.35 (0.086) 13 0.38 {0.098)
24-month 6 0.37 (0.085) 11 0.37 (0.079)
Percent change in HDL
to total cholesterol ratio:
Baseline to 6-month change ) 15 14.3 (21.15) .02 19 ~15.8 (18.82) <.01
Baseline to 12-month change 12 17.7 {27.39) .05 18 17.1 (19.85) <.01
Baseline to 18-month change 8 17.5 (28.02) .12 13 24.7 {32.54) <.01
— Baseline to 24-month change 6 22.5 (31.45) .09 11 17.1 (30.97) .10

% ! For each time period, total is the number of participants with data.

? 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.

August 15, 1995 Net Pellet Phase II-A
Study 890



Comparison of Lipid Profiles (mg/dl) Between

Table 18 (continued)

Baseline and Follow-up
by Treatment Received

4-Pellet 5-pellet
Lipid Total! Mean (SD) p-value? Total! Mean (SD) p-value?
1DL
Baseline 19 108.9 (31.10) 20 108.5 (21.70)
6-month 15 93.8 (28.35) 19 88.8 (23.18)
12-month 12 95.8 (26.00) 18 91.9 (22.27)
18~-month 95.9 (26.37) 13 88.5 (27.76)
24-month 88.0 (34.32) 11 91.5 (24.28)
Percent change in LDL:
Baseline to 6-month change 15 - =15.7 (15.34) <.01 19 ~16.5 {19.02) <.01
Baseline to 12-month change 12 -18.9 (16.87) <.01 18 -13.5 {20.55) .01
Baseline to 18-month change -13.9 (16.75) .051 13 -19.7 (20.80) <.01
Baseline to 24-month change -19.4 (30.14) .18 11 -13.0 (20.53) .0;

! 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 baseline to 24-month change in the S5-pellet group.

August 15, 1995

The Wilcoxon Signed Rank test was used for the LDL comparisons for
No comparisons are made between treatment groups.

Net Pellet Phase II~-A
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Table 19

Comparison of Glucose (mg/dl) Between
Baseline and Follow-up
by Treatment Received

4-Pellet 5-Pellet
Glucose Total' Mean (SD) p-value? Total! Mean (SD) p-value?
Glucose )
Baseline 19 90.6 (09.74) 20. 91.4 (08.26)
6-month 14 88.7 (10.28) i 19 93.3 (11.17)
12-month 12 92.0 (10.51) 19 91.3 (14.63)
18-month 8 93.0 (11.06) 13 92.4 (09.53)
24-month : 7 92.1 (06.31) 11 90.7 (12,28)
Percent _change_in glucose;
Baseline to 6-month change ' 14 -0.6 (08.81) .82 19 2.3 (10.50) .36
Baseline to 12-month change 12 1.2 {(12.65) .75 19 1.2 {22.61) «25
Baseline to 18-month change 8 -0.6 (06.87) .80 13 1.2 {09.14) .63
_— Baseline to 24-month change 7 -1.7 (08.73) .62 11 -1.6 (10.00) .60
Sé’:" ! For each time period, total is the number of participants with data.

? 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 5-Pellet group. No comparisons are made between treatment groups.

August 15, 1995 Net Pellet Phase II-A
Study 890
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o . ' Teble 20.1

Number and Percent of Participants with 1
Laboratory Values Outside Laboratory Normal Reference
at Baseline
by Treatment Received

;—P.llct g—l’ouot
Total n £} Total n {9
Lipids (mg/d})
Total Cholesterol 18 L {26.3) 20 s {25.0)
#DL 19 8 (42.1) 20 10 {50.0)
LDL 19 4 (21.1) + 20 3 (15.0)
Triglycerides . 19 1 (5.3 20 1 (3.0)
SMAC

Clucose {(mg/d1) 19 0 {0.0) 20 ] {0.0)
LOH-340 (mU/ml) 19 0 {0.0) 20 1] {0.0)
8GOT-340 (AST) (wU/ml) 19 ] {0.0) 20 (] {0.0)
SGPT (mD/ml) 19 0 10.0) 20 1 {5.0)
Alkaline Phosphates (wll/ml) 19 [ 4] (0.0) 20 1 {5.0)
Bilirubin, Total (mg/dl) 19 0 {0.0) 20 [ ] (0.0)
Creastinine (mg/dl) 19 1 {5.3) 20 0 {0.0)
Bodium (meq/1) 19 o {0.0) 20 /] (0.0)
Potassium (meq/l) 19 0 (0.0) 20 2 {10.0)
Chloride {(meq/1) 19 2 {10.5) 20 3 (15.0)
Calcium (mg/dl) 19 (] {0.0) 20 0 {0.0)
Phoaphorus (mg/dl) 19 1 (5.3) 20 1 (5.0)
Protein, Total (gm/d1) 19 [ ) {0.0) 20 0 {0.0)
Albumin (gm/dl1) 19 0 {0.0) 20 1] {0.0)

See laborastory normal references in attached appendix.
Total is the nusber of participants having the lab test at least once at baseline.

dJuly 24, 1995 NET Pellet Phase II-A
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e Tsble 20.1 (Continued)

‘ Number and Percent of Participants with 1
. taboratory Values Outside Laboratory Normal Referencs
at Baseline
by Treatment Hecelved

;—Polht: g-r-lht
Total n {%) Total n 18]

Nematology

Remoglobin {g/dl) 19 2 (10.%) 20 2  (10.0)

White biood cell count/cwm 19 4 {21.1) 20 3 (as.0)
Urinalysis

fpecific gravity 19 2 {(10.5) 20 0 (0.0}

Protein 19 4 {21.1) 20 2 (10.0)

pH 19 0 (0.0) 20 0 {0.0}

Ketones 19 1 {5.3) 20 ] {0.0)

Glucose 19 0 {0.0) 20 ] {0.0)

Bilirubin . 19 0 (0.0) 20 0 (0.0)

Sse labogatory normal references in attached appendix.
Total is the number of participants having the lab test at least once at baseline.

July 24, 1993 BET Pellet Phase II-A
study 880



Table 20.2

Number and Percent of Participants with 1
Laboratory Values Outside Laboratory Normal Reference
at the 6-month Follow-up
by Treatment Received

il

;—Ponct ;-!ollot
Total n L} Total n t)
Lipids (mg/d1)
Total Cholesterol 15 1 {6.7) 19 2 0.%)
BDL 13 ) (53.3) 19 | ] (47.4)
LDL 135 2 (13.3) 19 1 (5.3)
Triglycerides . 13 0 {0.0) ‘19 b § (5.3)
SMAC
Glucose (mg/dl) 14 0 (0.0) 19 1 {3.3)
LDH-340 (mU/ml) 14 ] (0.0) 19 [ ] (0.0)
8GOT~-340 (AST) (mU/ml) 14 0 (0.0) 19 [ 1] {0.0)
BGPT (mU/ml) 14 0 (0.0) 19 0 {0.0)
Alkaline Phosphates (w0/ml) 14 o (0.0) 19 0 (0.90)
Bilirubin, Total (mg/dl) 14 0 (0.0) 19 ] (0.0)
Creatinine (mg/dl) 14 1 {7.1) 19 0 (0.0)
Bodium (meq/1) 14 ] (0.0) 19 ] {0.0)
Potassium (meq/1) 14 0 (0.0) 19 0 {0.0)
Chloride (meq/l) 14 1 {7.1) 19 4 {21.1)
" Calcium (mg/dl) 14 0 (0.0) 19 0 {0.0)
Phosphorus (mg/dl) 14 1 {7.1) 19 0 (0.0)
Protein, Total (gm/dl} 14 ] (0.0) 19 [ (0.0)
Albumin (gm/dl) 14 L] {0.0) 19 ] (0.0)

See laboratory normal references in attached appendix.

Total is the number of participants having the lab test at least once at the C—-mth
follow-up,

July 24, 1998 NET Pellet Phase II-A
study 890
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Table 20.2 ({(Continued)
Numbar and Parxcent of Participants with

1

taboratory Values Qutside Laboratory Normal Reference

at the 6-month Follow-up
by Treatment Received

;—P.llot ;-Poll.t
Total n ) Total n {s)
Bematolagy
Remoglobin (g/d1) 14 1 1.1 19 2 (10.%9)
White blood cell count/cmm 14 1 {7.1) 19 1 {5.3)

Sse labozatory normal refersnces in attached appendix.

Total is the number of participants having the lab test at least once at the ¢-month

follow-up.

July 24, 1993

NET Pellst Phase II-A
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Number and Percent of Participants with

Table 20.3

1

Laboratory Values Outside Laboratory Normal Reference
at the 12-month Follow-up
by Treatment Received

;-Pollot g-rouot
Total n ) Total n (%)
Lipids (mg/dl)
Total Cholesterol 12 1 {8.3) 18 2 {11.1)
HbL 12 7 {58.3) 18 10 (55.6)
LDL 12 1 (8.3) 18 1 (5.6)
Triglycerides 12 1 8.3) 18 1 (5.6)
SMAC

Glucose {(mg/dl) 12 1 (8.3) 19 1 (3.3}
LDH-340 (mU/ml) 12 0 (0.0) 19 b 3 (5.3)
8GOT-340 (AST) (mU/ml) 12 1] {0.0) 19 [+ (0.0)
8GPT (mU/ml) 12 (4] (0.0) 19 0 (0.0)
Alkaline Phosphates (m0/ml) 12 0 {0.0) 19 0 (0.0)
Bilirubin, Total (w/d.l) 12 0 {0.0) 19 [ /] {0.0)
Creatinine (mg/dl) 12 1 (8.3) 19 0 {0.0)
Bodium (meq/1), 12 [ ) {0.0) 19 0 {0.0)
Potassium (mqll) 12 1] {0.0) 19 [ {0.0)
Chloride (meq/1) 12 2 (16.7) 19 2 (10.8)
Calcium (mg/d4l) 12 0 (0.0) 19 0 {0.0)
Phosphorus (mg/dl) 12 1 (8.3) 19 (] {0.0)
Protein, Total (gm/d}l) 12 0 {0.0) 19 1) (0.0)
Albumin (gm/dl) 12 [ ] {0.0) 19 0 {0.0)

See laboratory normal referances in attached appendix.
Total is the nuwber of participants having the lab test at least once at the 12-momth

follow-up,

July 24, 1995
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Study 890



9/

Table 20.3 (Continued)

. Number and Percent of Participants with 1
Laboratory Values Outside Laboratory Normal Reference
at the 12-month Follow-up
by Treatment Received

4-Pallet 5-Pellet
2 2
Total n (%) Total n (%)
Hematology
Hemoglobin (g/dl) 12 1 {(8.3) 19 2 {(10.5)
White blood cell count/cmm 8 0 (0.0) 11 1 {9.1)

See laboratory normal rof.eroncel in attached appendix.

Total is 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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Number and Percent of Participants with

Table 20.4

1

Laboratory Values Outside Laboratory Normal Reference
at the 18-month Follow-up
by Treatment Received

4-Pellet 5-Pellet
2 2
Total n (£ 1] Total n (%)
Lipids (mg/dl)
Total Cholesterol 8 1 {(12.5) 13 2 (15.4)
HDL 8 3 (317.5) 13 5 (38.5)
LDL 8 0 (0.0) 13 1 (7.7)
Triglycerides 8 1 Q2.95) 13 0 (0.0)
SMAC
Glucose (mg/dl) 8 1 {12.5) 13 0 (0.0)
LDH-340 (mU/ml) 8 a (0.0) 13 0 {0.0)
SGOT-340 (AST) (mU/ml) 8 1] {0.0) 13 0 {0.0)
SGPT (mU/ml) |} 1] (0.0) 13 0 {0.0)
Alkaline Phosphates (mU/ml) 8 0 {0.0) 13 0 {0.0)
Bilirubin, Total (mg/dl) 8 0 {0.0) 13 0 (0.0)
Creatinine {(mg/dl) 8 1 (12.5) 13 [} {0.0)
Sodium (meq/l1) 8 ] {(0.0) 13 [1] (0.0)
Potasaium (meq/1) 8 0 (0.0) 13 1 (7.7
Chloride (meq/l) B8 4] {(0.0) 13 2 (15.4)
Calcium (mg/dl) 8 0 (0.0) 13 0 (0.0)
Phosphorus (mg/dl) 8 1 (12.5) 13 2 (15.4)
Protein, Total (gm/dl) 8 0 (0.0) 13 1 (7.7
Albumin (gm/dl) 8 0 {0.0) 13 0 {0.0)

Sea laboratory normal references in attached appendix.

Total is the number of participants having the lab test at least once at the 18-month

follow-up.

July 24, 1995

NET Pellet Phase II-A
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- Table 20.4 (Continued)
‘ . Number and Percent of Participants with 1
Laboratory Values Outside Laboratory Normal Reference
at the 18-month Follow~up
by Treatment Received
4-Pelleat 5-Pellet
2 2
Total n (%) Total n %)
Hematology
Hemoglobin (g/dl) 8 0 {0.0) 13 0 (0.0)
White blood cell count/cmm 3 0 (0.0) 3 0 (0.0)

See laboratory normal references in attached appendix.

Total is the number of participants having the lab test at least once at the 18-month
follow-up.

July 24, 1995 NET Pellet Phase II-A
Study 890
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Number and Percent of Participants with

Table 2

0.5

1

Laboratory Values Outside lLaboratory Normal Reference
at the 24-month Follow-up
by Treatment Received

;-Pollot S5-Pellet
2
Total n (%) Total n (s)
Lipids (mg/dl)
Total Cholesterol 6 0 {(06.0) 11 1 (9.1)
HDL 6 3 (50.0) 11 4 (36.4)
LDL 6 0 (0.0) 11 0 {0.0)
Triglycerides 6 1 (16.7) 11 0 (0.0) -
SMAC
Glucose (mg/dl) 7 o (0.0) 11 1 {(9.1)
LDH-340 (mU/ml) 7 [ {0.0) 10 1 {10,0)
SGOT-340 (AST) (mU/ml) 7 4] {0.0) 10 0 {0.0)
SGPT (mU/ml) 7 ] (0.0) 10 (4] (0.0)
Alkaline Phosphates {(mU/ml) 7 4] (0.0) 10 0 (0.0)
Bilirubin, Total (mg/dl) 7 0 {0.0) 10 0 {0.0)
Creatinine (mg/dl) 7 1 (14.3) 10 0 {0.0)
Sodium (meq/l) 7 0 (0.0} 10 2 (20.0}
Potassium (meq/1) 7 0 (0.0) 10 0 (0.0)
Chloride (meq/l) 7 ] (0.0) 10 3 (30.0)
Calecium (mg/dl) 7 0 {0.0) i1 0 {0.0)
Phosphorus (mg/dl) 7 0 (0.0) 11 0 (0.0)
Protein, Total (gm/dl) 7 1] {06.0) 10 1 {10.0)
Albumin (gm/dl) 7 0 (0.0) 10 0 (0.0)

See laboratory normal references in attached appendix.

Total is the number of participants having the lab test at least once at the 24-month

follow-up.

July 24, 1995
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Table 20.5 (Continued)

Number and Parcent of Participants with 1
Laboratory Values Outside Laboratory Normal Refarence
at the 24-month Follow-up
by Treatment Received

4-Pellet 5-Pellet
2 2
Total n (%) Total n (%)
Hematology
Hemoglobin (g/dl) 7 0 {0.0) 11 0 (0.0)
White blood cell count/cmm 3 0 {0.0) 2 0 {0.0)
Urinalysis
Specific gravity 17 0 {0.0) 11 [+] {0.0)
Protein 7 (1] {0.0) 11 1 (9.1)
pH 7 0 {0.0) 11 0 (0.0)
Ketones 7 ] (0.0) 11 o (0.0)
Glucose 7 0 {0.0) 11 0 {(0.0)
Bilirubin 7 0 {0.0) 11 0 (0.0)

See laboratory normal references in attached appendix.

Total is the number of participants having the lab test at least once at the 24-month
follow-up.

July 24, 1995 NET Pellet Phase II-A
Study 890



Table 20.6
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 2 4-Pellet Total Cholesterol 225.0 -1
Triglycerides 164.0 -1
Triglycerides 158.0 19
Triglycerides 241.0 25
Glucose (mg/dl) 117.0 19
Creatinine {(mg/dl) 0.6 -1
Creatinine (mg/dl) 0.6 7
Creatinine (mg/dl) 0.6 13
Creatinine {(mg/dl) 0.6 19
Creatinine (mg/dl) 0.6 25
Phosphorus (mg/dl) 4.6 19
Specific gravity 1.0 -1
908 3 4-Pallet HDL 40.0 -1
HDL 33.0 7
HDL 40.0 13
LDL 136.0 -1
Bemoglobin {g/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 HDL 47.0 -1
Protein (urine) Trace -1
908 8 4-Pellet HDL 49.0 7
1
Sea laboratory normal references in attached appendix.
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

Treatment
Center PON raceived

Name of test

Value Study Month

908 8 4-Pellet
(Cont inued)

908 10 4-Pellet

908 11 4-Pellet

908 15 4-Pellet

908 17 4-Pellet

Phosphorus {(mg/dl)
Protein (urine)

Triglycerides
Phosphorus {mg/dl)
Phosphorus (mg/dl)

Total Cholestarol
Total Cholesterol
HDL

HDL

HDL

HDL

LDYL,

1DL

Protein (urine)

HDL

HDL

Glucose (mg/dl)
Ketones

Total Cholesterol
Total Cholesterol
LDL
LDL

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.

August 16, 1995
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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 17 4-Pellet
{Continued)

952 1 4-Pellet

952 3 4-Pellet

952 6 4-Pellet

952 11 4-Pellet

White blood cell count/cmm

BHDL
BEDL
BDL
HDL
Chloride (maq/1)

Total Cholesterol
HDL

HDL

HDL

HDL

HDL

BDL

Chloride (meq/1)

Chloride (meq/1l)
Hemoglobin (g/dl)

White blood cell count/cmm

HDL
HDL
HDL
White blood cell count/cmm

10.8 -3
52.0 -2
53.0 6
$4.0 13
38.0 19
110.0 13
207.0 -1
53.0 25
54.0 -1
49.0 6
49.0 13
49.0 18
52.0 24
110.0 -1
108.0 13
11.8 -1
3.7 -1
53.0 -1
54.0 6
44.0 12
12.6 6

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 Recelved

Treatment
Center PON received Name of test Value Study Month
952 13 4-Pellet White blood cell count/cmm 3.8 -1
Protein {(urine) Trace -1
952 15 4-Pellet HDL 50.0 -1
HDL 50.0 7
BDL 49.0 12
HDL 52.0 19
Chloride {(meq/l) 108.0 -1
Chloride (meq/l) 108.0 7
952 18 4-Pellet Total Cholesterol 231.0 -1
Total Cholesterol 231.0 7
Total Cholesterol 209.0 12
Total Cholesterol 205.0 17
HDL 44.0 -1
HDL 52.0 17
LDL 165.0 -1
DL 155.0 7
IDL 134.0 12
LDL 135.0 17
White blood cell count/cmm 3.7 -1
908 1 5-Pellet HDL 49.0 -1
908 4 5-Pellet Total Cholasterol 200.0 -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

908 4 5-Pellet
{Continued)

08 5 5-Pellet
908 7 5-Pellet
908 9 5-Pellet
908 12 5-pPellet
908 16 5-Pellet

Potassium (meq/1)

Glucose (mg/dl)
Phosphorus (mg/dl)

HDL
HDL
Glucose (mg/dl)

HDL
HDL
BDL
Hemoglobin (g/dl)

HDL
HDL
HDL
Hemoglobin (g/dl)
Hemoglobin (g/dl)
Hemoglobin (g/dl)

HDL

Protein, Total (gm/dl)
Protein, Total {(qm/dl)
wWhite blood cell count/cmm

5.9 -1
134.0 12

4.7 -1
52.0 1
47.0 19
119.0 7
38.0 -1
46.0 7
54.0 13
11.9 7
47.0 -2
54.0 7
49.0 12
11.9 -2
11.0 7
11.0 12
48.0 24

5.9 18

5.9 24
12.6 13

1

See laboratory normal refarences in attached appendix.

August 16, 1995
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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 HDL, 44.0 -1
HDL 42.0 7
HOL 42.0 13
Hemoglobin (g/dl) 15.8 13
908 20 5-Pallet Total Cholesterol 231.0 -1
Total Cholesterol 201.0 6
HDL 51.0 12
DL 151.0 -1
Triglycerides 162.0 6
Triglycerides 172.0 12
White blood cell count/cmm 10.7 -1
952 2 5-Pellet Total Cholesterol 212.0 13
White blood cell count/cmm 3.8 7
952 4 5-Pellet HDL 42.0 -1
HDL 51.0 7
HDL 52.0 13
HDL 53.0 24
SGPT {(mU/ml) 61.0 -1
Chloride (meq/l) 109.0 -1
Chloride (meq/l) 109.0 7
Chloride {(meq/1) 109.0 13
Chloxide {(meq/l) 108.0 24
Phosphorus (mg/dl) 5.1 -1

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 raceived Name of test Value Study Month

952 4 5-Pallet White blood cell count/cmm 3.8 -1
(Cont inued) Protein (urine) Trace 24
952 5 5-Pellet HDL 51.0 -1
HDL 53.0 13

LDH-340 (mU/ml) 109.0 13

LDE-340 (mU/ml) 108.0 24

Chloride (meq/l) 110.0 -1

Chloride (meq/1l) 110.0 7

Chloride (megq/l) 110.0 13

952 8 5-Pellet Total Cholesterol 205.0 -3
Sodium (meq/1l) 149.0 24

Chloride (meq/1) 111.0 24

952 9 5-Pallet HDL 48.0 -2
HDL 44.0 6

HDL 43.0 13

BDL 45.0 18

HDL 41.0 25

IbL 131.0 -2

Alkaline Phosphates (mU/ml) 143.0 -2

Alkaline Phosphates (mU/ml) 134.0 1

Phosphorus (mg/dl) 2.2 18

Hemoglobin (g/dl) 11.6 1

White blood cell count/cmm 3.7 -2

1

See laboratory normal references in attached appendix.

August 16,
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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
8952 9 5-Pellet White blood cell count/cmm 3.7 1
(Continued)
952 10 5-Pellet HDL 50.0 -2
BDL 53.0 6
HDL 48.0 13
HDL 53.0 19
Sodium (meq/1) 146.0 25
Chleride (meq/1l) 108.0 -2
Chloride (meq/1) 108.0 6
Chloride (meq/1) 108.0 19
Chloride (meq/1) 108.0 25
Protein (urine) Trace -2
952 14 5-Pellet HDL 52.0 -1
HDL 46.0 7
HDL 50.0 12
HDL 48.0 19
HDL $2.0 25
Glucose (mg/dl) 121.0 25
Chloride (meq/1l) 108.0 19
952 16 5-Pellet 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 LDL 136.0 12
{Continued) Chloride (meq/1) 108.0 7

952 17 5-Pellet Total Cholesterol 215.0 -2
Total Cholesterol 210.0 18

Total Cholestercl 235.0 22

HDL 48.0 -2

HDL 41.0 7

HDL 49.0 13

HDL 53.0 18

HDL 47.0 22

LDL 143.0 -2

LoL 135.0 7

LDL 134.0 18

LDL 170.0 22

Potassium (meq/1) 3.1 -2

Potassium (meq/1l) 2.8 -1

Potassium (meq/l) 3.4 18

Chloride (meq/1) 95.0 -2

Chloride (meq/1) 94.0 -1

Phosphorus (mg/dl) 4.7 18

Hemoglokin (g/dl) 11.5 -2

Protein (urine) 2+ -2

Protein (urine) 3+ ~1

Protein (urine) 3+ 22

pH 9.0 -1

1
See laboratory normal references in attached appendix.
August 16, 1995 NET Pellet Phase II-A

Study 830



Tabla 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 19 5-Pellet Triglycerides 170.0 -2

See laboratory normal references in attached appendix.

August 16, 1995 NET Pellet Phase II-A
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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
Treatment
Center PON received Name of test Value Study Month
952 15 4-Pellet HDL 50.0 25
Protein (urine) Trace 25
See laboratory normal references in attached appendix.
August 16, 1995 NET Pellet Phase II-A
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Comparison of Blood Pressure (mm Hg) Between
Baseline and Follow-up
by Treatment Received

Table 21

4-Pellet 5-Pellet
Blood Pressure Totall Mean (SD) Total! Mean (SD) p-value?
Systolic
Baseline 19 111.7 (08.35) 20 112.3 (10.18)
3-month 16 114.2 (12.44) 19 111.6 (09.37)
6—month 15 114.0 (10.51) 19 114.8 (10.42)
9—month 13 110.9 (10.28) 18 112.8 (07.46)
12-month 13 113.5 (11.35) 19 113.3 {(07.80)
15-month 13 116.6 (19.12) 13 117.9 (04.77)
18-month 8 110.8 (14.00) 13 116.1 (08.85)
21-month 1 116.9 (11.94) 10 119.4 (03.41)
24-month 7 112.0 (16.57) i1 119.5 (06.27)

For each time

period, total is the number of participants with data.

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.

August 15, 1995

No comparisons are made between treatment groups.

Net Pellet Phase II-A

Study 890



Table 21 (continued)

Comparison of Blood Pressure (mm Hg) Between
Baseline and Follow-up
by Treatment Received

4-Pellet 5-Pellet
Blood Pressure Total®’ Mean {SD) p-value?® Totall Mean (SD) p-value?
Diastolic
Baseline 19 75.4 (6.08) 20 74.9 (06.41)
3-month 16 76.0 (6.70) i9 73.3 (08.15)
6-month 15 74.5 (8.05) 19 74.4 (07.38)
9-month 13 72.9 (8.82) 18 73.9 {(07.50)
12-month 13 73.7 (8.36) 19 75.5 (06.73)
15~month 13 75.5 {11.59) 13 78.0 (03.92)
18-month 8 75.4 (8.82) i3 77.5 (04.67)
21-month 7 78.9 (10.45) 10 78.8 {03.16)
24-month 1 73.1 (14.23) 11 76.2 (06.72)

! For each time period, total is the number of participants with data. .
? 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.
comparisons for the baseline to 9,
follow-up changes in the 5-Pellet group.

August 15, 1995

12'

The Wilcoxon Signed Rank test was used for the diastolic
15, and 21-month changes in the 4-Pellet group and for all baseline to
No comparisons are made between treatment groups.

Net Pellet Phase II-A

Study 890



Comparison of Blood Pressure (mm Hg) Between

Table 21 (continued)

Baseline and Follow-up
by Treatment Received

4-Pellet 5-Pellet
Blood Pressure Total! Mean (SD) p-value? Total! Mean (SD) p-value?®
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 1.8 (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 -2.2 (08.34) .48 13 1.7 {09.12) .81
Baseline to 2l1-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

For each time period, total is the number of participants with data.
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, 15, and 2l-month changes in the 4-Pellet group and for all baseline to follow-up changes in

the 5-Pellet group.

August 15, 1995

No comparisons are made between treatment groups.

Net Pellet Phase II-A
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Table 21 (continued)

Comparison of Blood Pressure {(mm Hg) Between
Baseline and Follow—up
by Treatment Received

e

T3

~

4-Pellet S5-Pellet
Blood Pressure Total! Mean (SD) p-value? Totall Mean (SD) p-value?
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
Baseliné to 15-month change 13 0.1 (10.54) .41 13 2.0 (06.15) .50
Baseline to 18~-month change -1.5 (05.65) .47 13 1.3 (08.67) .75
Baseline to 2l-month change 7 2.2 (11.22) .15 10 1.3 (04.25) .50
Baseline to 24-month change ~-4.4 (11.70) .35 11 -1.3 (05.59) 1.00

! For each time period, total is the number of participants with data.

2 Ccomparisons 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 2l-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 22

Comparison of Weight (kg) Between
Baseline and Follow-up
by Treatment Received

4-pPellet 5—-Pellet
Weight (kg) Total! Mean (SD) p-value? Totall Mean (SD) p~-value?
Weight (kq)
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)
12-month change 13 63.5 (5.84) 19 62.4 (8.93)
15-month change 12 61.9 (6.50) 13 59.9 (8.13)
18~-month change 61.9 (7.29) 13 60.1 (B.30)
21-month change 7 62.4 (6.65) 10 61.8 (8.14)
24-month change 60.0 (6.19) 11 60.4 {(8.07)

1

For each time period, total is the number of participants with data.

? 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.

August 15, 1995

No comparisons are made between treatment groups.

Net Pellet Phase II-A
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. Table 22 (continued)

Comparison of Weight (kg) Between
Baseline and Follow-up
by Treatment Received

4-Pellet 5—-Pellet
Weight (kq) Total! Mean (SD) p-value? Total' Mean (SD) p-value?
Pexcent change in weight:
Baseline to 3-month change 15 -0.2 (3.29) .85 18 -0.2 (3.92) 1.00
Baseline to 6-month change 15 -0.3 (4.23) .76 19 1.2 (6.23) .50
Baseline to 9-month change 13 0.5 (9.49) .86 18 1.2 (6.59) .47
Baseline to 12-month change 13 0.8 (4.65) .55 19 2.3 (8.31) .25
Baseline to 15-month change 12 0.0 (4.21) .99 13 -0.5 (7.22) .58
Baseline to 18-month change 8 0.5 (2.27) .58 13 -0.2 (8.69) .58
Baseline to 21-month change 7 -0.2 (1.60) .79 10 0.0 (8.67) .99
Baseline to 24-month change 7 -0.6 (3.23) .62 11 -1.5 {(6.58) .12

For each time period, total is the number of participants with data.

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.

August 15, 1995 Net Pellet Phase II-A
Study 890
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Table 23.1

Number and Percent of Participants Whose Pellets Were Removed
by Treatment Received

4-Pellet 5~-Pellet Total
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 38
Study month
of pellet removal!
<12 3 1 4
13-24 1 1 2
25-36 4 8 12
237 1 2 3
Total 9 12 21
\-

Note: Percéntages may not sum to 100 due to rounding.
Includes only participants whose pellets were removed.

1

Rugust 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-pPellet 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)

Total! 9 12 21

Note: Percentages may not sum to 100 due to rounding.
Total is the total number of participants whose pellets were removed.

August 15, 1995 NET Pellet Phase II-A
Study 890
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Table 23.3
B Length of Incisions (mm) Required for Pellet Removal
-7 by Treatment Received
4-Pellet 5-Pellet Total
median median median
n! length range n! length range n? length range
Incisions
First 9 8 5-20 12 10 5-12 21 8 5-20
Second 2 S 5-5 6 6.5 5-8 8 5.5 5-8
Third 1 5 na 0 na na 1 5 na
Total? 12 6 5-20 18 8 5-12 30 8 5-20

! ?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
Study 890
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Table 23.4

. Time Required (minutes) for Pellet Removal
by Treatment Received

4-Pellet 5~-Pellet Total
Total! 9 12 ‘ 21
Median 30 25 25
Range 5-90 6—-60 5-30

! ‘7otal is the total number of participants whose pellets were removed.

. August 15, 1995 NET Pellet Phase II-A
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Table 24.1

Adverse Experiences Probably 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 R
probably related to
the study product 4 (21.1) 7 (35.0)
Nervous/psychiatric
1 (5.3) 0 (0.0)
Sexual dysfunction i {5.3) [} (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)
Qvarian cyst, NOS 0 (0.0) 1 (5.0)

1

Participants are counted a maximum of once in each body system and a maximum of once
The percent calculations include all

in each preferred term within a body system.
women enrolled in the treatment group.

November 20, 1995

NET Pellet Phase II-A
Study 890



Table 24.2

List of Participants with
Adverse Experiences Probably Related
to the Study Product
by Body System and Preferred Term

4-Pellet
Highest

Body system/ 1 severity

preferred Onseat Study Resolution during

term Center PON date Month date event - Serious Unexpected

Nervous/psychiatric
Sexual dysfunction 908 6 210CT91 2 s Severe No No

Urogenital
Intermenstrual blesding/spotting 952 6 OSDECS1 1 09DECS1 Mild No No
Menorrhagia 908 6 210CT91 2 e Moderate No No
Menorrhagia 952 6 18DECI1 2 23DEC91 Moderate No No
Menorrhagia 952 6 31DEC91 2 07JAN92 Mild No No
Menorrhagia 952 6 11JANO92 3 16JAN92 Moderate No No
Menorrhagia 952 6  24JAN92 3 28JAN92 Moderate No No
Menorrhagia 952 18  24JAN93 10 29JANIS3 Mild No Yes
Menstruation, irregular 908 17  29NOV92 10 04SEP93 Mild No No
Metrorrhagia 952 6 20NOV91 1 25N0V9I1 Mild No No

.
SO 1
Ellipses (...) indicate AE is ongoing. Information on relatedness and severity is determined by the highest relatedness
A or severity ever reported for that event. An AE is reported as serious or unexpected if it was ever reported as serious or

unexpectaed.

July 24, 1995 NET Pellet Phase II-A
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Table 24.3

List of Participants with
Adverse Experiences Probably Related
to the Study Product
by Body System and Preferred Term

5-Pellet
Highest
Body system/ 1 aaverity
preferrad Onset study Rasolution during
term Center PON date Month date svent Serious Unexpected
Skin
Acne vulgaris, all sites 908 1 100CT91 1 29JAN92 Moderate No No
Urogenital
Intarmenstrual bleeding/spotting 952 2 09DECI1 2 31DEC91 Mild No No
Menorrhagia 908 1 03NOV91l 2 29JAN92 Moderate No No
Menorrhagia 908 18  30APR92 3 09MAY92 Mild No No
Menorrhagia 952 8 13MAY92 6 23MAY92 Moderate No No
Menorrhagia 952 8 26MAY92 7 02JUN92 Moderate No No
Menorrhagia 952 8 0BJUN92 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 02JUN9M Moderate No Yos
Menatruation, irregular 952 5 04DEC91 1 05JAN92 Mild No No
Metrorrhagia 908 16 02MAR93 13 03AUGH93 Mild No No
Ovarlan cyst, NOS 952 8 310CT94 36 30NOV94 Mild No No
1

Ellipses (...) indicate AE iz ongoing. Information on relatedness and severity is determined by the highest relatedness
or severity sver reported for that event. An AE is reported as serious or unexpected if it was ever reported as serious ox
unexpected.

July 24, 1995 NET Pellet Phase II-A
Study 89%0



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)
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 each body system and a maximum of once

in each preferred term within a body system.
women enrolled in the treatment group.

November 20, 1995

The percent calculations include all

NET Pellet Phase II-A
Study 890
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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 Recelved

4-Pellet 5-Pellet
(N=19) {N=20)
n (%) n (%)
Nérvous/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)
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



Table 25.2

K List of Participants with
- Adverse Experiances Possibly Related
to the Study Product
by Body System and Preferred Term

4-Pellet
Highest
Body system/ 1 severity
preferred Onset Study Resolution during
term Center PON date Month date event Serious Unexpected
Cardiovascular
Hypertension 908 2 09DEC91 3 08JUN92 Mild No No
Hypertension 908 2 07DEC92 15 08MARS3 Moderate No . No
Digestive
' Abdominal pain, NOS 952 18  06APR93 12 06APRI3 Mild No Yes
Abdominal pain, NOS 952 18 15APR93 12 15APR93 Mild No Yes
Nervous/psychiatric
Beadache, NOS ' 908 17 12A0G92 7 01SEP92 Mild No No
Other neurotic disorders 908 6 21NOVI1 3 . Moderate No No
Other neurotic disorders 908 15 01APR92 3 28MAY92 Mild No No

Ellipses (...) indicate AE is ongoing. Information on relatedness and severity is determined by the highast relatedness
or severity ever reported for that event. An AE is reported as serious or unexpected if it was ever reported as serious or
unexpected.

July 24, 1995 NET Pellet Phase II-A
Study 890
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Table 25.2 {Cont inued)

List of Participants with
Adverse Experiences Possibly Related
to the Study Product
by Body System and Preferred Term

4-Pellet
Highest
Body system/ 1 geverity
preferred Onset Study Resolution during
term Center  PON date Month date event Serious Unexpected
Skin
Acne vulgaris, all sites 908 6 210CTI1 2 . Moderate No No
Acne vulgaris, all sites 908 11 23SEP92 11 25SEP92 Mild No No
Acne vulgaris, all sites 908 17 12AUG92 7 25FEB94 Mild No No
Alopecia, NOS 908 17 01MAY93 15 01NOV93 Mild No No
Urogenital
Adnexal pain/tenderness 908 10  29SEP92 11 150CT92 Severe No Yeas
Breast pain (mastalgia) 952 7  O3MAR92 4 02APR92 Modsrate No No
Dysmenorrhea (primary or secondary) 908 2 30DEC92 16 07JAN93 Mild No No
Dysmenorrhea (primary or secondary) 908 11 22SEP92 11 25SEP92 Mild No No
Dysmenorrhea (primary or secondary) 908 15 O1FEB93 13 18FEB93 Mild No No
Menorrhagia 908 2 30DECS2 16 07JAN93 Mild No No
Menorrhagia 908 11 22SEP92 11 25S8EP92 Mild No No
Menoxrrhagia 9208 15 01FEB93 13 18FEB93 Mild No No
Manorrhagia 952 6 07SEP92 11 270CT92 Mild No No
Menstruation, irregular 952 6 10JULS2 9 26JUL92 Moderate No No
Metrorrhagia 952 [ 06FEB92 4 28APR92 Mild No . No
Metrorrhagia 952 18 26AUGI3 17 31AUG93 Mild No No
Ovarian cyst, NOS 908 13 18MAY93 17 29JUN93 Mild No Yes
1

Ellipses (...) indicate AE is ongoing. vInfotmation on relatadneas and severity is determined by the highest rslatedness
or severity ever reported for that event. An AE is reported as serious or unexpected if it was ever reported as serious or
unexpactead,

July 24, 1995 NET Pellet Phase II-A
Study 890



Table 25.3

List of Participants with
Adverse Experiences Possibly Related
to the Study Product
by Body System and Preferred Term

5-Pellet
Highast
Body system/ 1 severity
preferred Onset Study Resolution during
term i Center PON date Month date avent Serious  Unexpected
Body as a whole/site unspecified
Edema (edematous), NOS§, NEC : 908 7 02APR92 7 03AUG92 Mild No Yes
Night sweats 908 16 O1FEB93 12 17TMARS3 Mild No Yon
Nervous/psychiatric
Brief depressive reaction 908 4 O03sgP92 12 0BSEP92 Mild No No
Beadache, NOS 908 1 16SEP91 1 29JAN92 Severs No No
Headache, NOS 908 4 03SEP92 12 0BSEP92 Mild No No
Headache, NOS 908 4 12SEP92 12 12SEpP92 Mild No No
Urogenital
Breast pain (mastalgia) 908 7 02APR92 7 20MAY92 Mild No Yeos
Dysmenorrhea (primary or secondary) 908 12 20JUL92 8 20JUL92 Mild No No
Dysmenorrhea (primary or secondary) 908 18 17JuL92 5 20AUGS92 Mild No Yes
Menorrhagia 908 18 17JUL92 5 20AUG92 Mild No ¢« Yes
Menorrhagia 952 8 12FEB93 15 19FEB93 Moderate No No
Menorrhagia 952 17 23JAN94 22 31JANS4 Mild No Yes
Menstruation, irregular 952 8 Q9DEC91 b 17FEB92 Mild No No
1

Ellipses {...) indicate AE is ongoing. Information on relatedness and severity is determined by the higheat relatedness
or sevarity ever reported for that event. An AE is reported as serious or unexpected if it was ever reported as serious or
unexpected.

July 24, 1995 NET Pellet Phase II-A
Study 890
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able 25.3

(Continued)

List of Participants with
Adverse Experiences Possibly Related
to the Study Product

by Body System and Preferred Term

5-Pellet

Highest

Body system/ severity

preferred Onset Study Resolution during

term Center  PON date Month date avent = Serious Unexpected
Menstruation, irregular 952 10 03FEB92 2 29FRB92 Mild No No
Menstruation, irregular 952 14 20APR92 2 23JUN92 Mild No No
Menstruation, irregular 952 17 23JAN94 22 31JAN94 Miid No No
Metrorrhagia 952 10 10SEP93 21 . Mild No No
Other specif. problems with uterus 908 4 03SEP92 12 08SEP92 Mild No No
Other specif. problems with uterus 908 4 12SEP92 12 12SEP92 Mild No No
Ovarian cyst, NOS 908 18 20JUL92 5 20AUG92 Mild No No

Ellipses (...) indicate AE is ongoing. Information on relatedness and severity is determinad by the highest relatedness

or savarity ever reported for that event.

unexpected,

July 24, 1995

An AE is reported as serious or unexpected if it was ever reportad as serious or
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Table 26.1
i
Serious and/or Unexpected Adverse Experiences
by Body System and Preferred Term
by Treatment Received

4-Pellet 5-Pellet
(N=19) (N=20)
n (%) n (L]
Any serious and/or unexpected
adverse experience raported 4 (21.1) 4 (20.0)
Body as a whole/site unspecified
o (0.0) 2 (10.0)
Edema (edematous), NOS, NEC 0 {0.0) 1 {5.0)
Night sweats 0 (0.0) 1 (5.0)
Digestive
1 (5.3) 1 (5.0)
Abdominal pain, NOS 1 (5.3) 0 (0.0)
Abscess of tooth 0 {0.0) 1 {5.0)
Nervous/psychiatric
1 (5.3) 0 (0.0)
Encephalitis (cerebritis) due to lupus 1 {5.3) 0 {0.0)
Vestibular neuronitis 1 {5.3) 0 {0.0)
1

Participants having any serious and/or unexpected AE are counted a maximum of once in
sach 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)

Serious and/or Unexpectad Adverse Experiences
by Body System and Preferred Term
by Treatment Received

4-Pellet 5-Pallet
(N=19) {N=20)
n (%) n (%)
Respiratory
1 {5.3) 0 (0.0)
Mycoplasma pneumonia 1 (5.3) 0 (0.0)
Urogenital
3 {15.8) 3 (15.0)
Adnexal pain/tanderness 1 {5.3) 0 (0.0)
Breast pain (mastalgia) [} (0.0) 1 {5.0)
Dysmeanorrhea (primary or secondary) 0 (0.0) 1 (5.0)
In-situ malignant neoplasm of cervix Q {0.0) 1 {5.0)
Menorrhagia 1 (5.3) 2 (10.0)
Ovarian cyst, NOS 1 (5.3) [}] {0.0)
Pap test, abnormal, NOS (1] (0.0) 1 (5.0)

Participants having any serious and/or unexpected AE are counted a maximum of once in
each body system and a maximum of once in aach preferred term within a body system.
The percent calculations for the Total column include all women enrolled in the
treatment group.

100

July 24, 1995 NET Pellet Phase II-A
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Table 26.2

List of Participants with Serious and/or Unexpacted
Adverse Experiences
by Body System and Preferred Term

4-Pellet
Highest

Body system/ 1 severity
praferred Onset Study Resolution during
term Center PON date Month date event Related Serious Unexpected
Digestive

Abdominal pain, NOS 952 18 O06APRI3 12 O06APRI3 Mild Poss yes No Yos

Abdominal pain, NOS 952 18 15APR93 12 15APR93 Mild Poas yes No Yes
Nervous/paychiatric

Encephalitis (cerebritis) due to lupus 908 3 14APRY93 19 29APRI93 Severs No Yes No

Vestibular neuronitis 908 3 29MAY93 21 31MAY93 Severe No Yes No
Respiratory

Mycoplasma pneumonia . 208 3 14APR93 19 29APR93 Mild No Yen No
Urogenital

Adnexal pain/tenderness 908 10 29SEP92 i1 150CT92 Severe Poss yes No Yes

Menorrhagia 952 18 24JAN93 10 29JAN93 Mild Prob yes Ro Yes

Ovarian cyst, NOS 908 13 18MAY93 17 29JUN93 Mild Poss yes No Yes
1

Ellipaes (...) indicate AE is ongoing. Information on relatedness and severity is determined by the highest relatedness
or severity ever reported for that event. An AE is reported as serious or unexpected if it was ever reported as serious or
unexpected.

July 24, 1995 NET Pellet Phase II-A
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Table 26.3

List of Participants with Serious and/or Unexpected
Adverse Experiences
by Body System and Preferred Term

5~Pellat
Highest *
Body aystem/ 1 severity
preferred Onset Study Resolution during
term Center PON date Month date avent Related Serious Unexpected
Body as a whole/site unspecified
Edema (edematous), NOS, NEC 908 7 O02APRS2 7 03AUGH2 Mild Poss yes No Yoo
Night sweats 908 16 O1FEB93 12 17MAR93 Mild Poss yes No Yes
Digestive
Abscess of tooth 908 18 10AUG93 18 14AUG93 Moderate No No Yes
Urogenital
Breast pain (mastalgia) 908 7 02APR92 7 20MAY92 Mild Poss yes No Yos
Dysmenorrhea (primary or secondary) 908 18 17JUL92 5 20AUGH2 Mild Poss yes No Yeos
In-situ malignant neoplasm of cervix 908 18 08JUL93 17 22FER94 Severe No Yes Yeos
Menorrhagia 908 18 17JUL92 5 20AUG92 Mild Poss yes No Yeas
Menorrhagia 952 17 23JAN9%4 22 31JAN94 Mild Poss yes No Yes
Menorrhagia 952 17 25MAR94 24 02JUN94 Moderate Prob yes No Yeos
Pap test, abnormal, NOS 908 18 01JUN93 16 22FEB94 Mild No No Yeos
L
1

Ellipses (...) indicate AE is ongoing. Information on relatedness and saverity is determined by the highest relatedness
or severity ever reported for that event. An AE is reported as serious or unexpected if it was ever reported as serious or
unexpected.

July 24, 1995 NET Pellet Phase II-A
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Table 27.1
1
All Adverse Experiences
by Body Syatem and Preferred Term
by Treatment Received

4-Pallat 5-Pellet
(N=19) {N=20)
n (%) n (%)
Any adverse experience -
reported 15 (78.9) 17 (85.0)
Body as a whole/site unspecified
1 {36.8) 5 (25.0)
Assault or injury damage (ecchymosis) 0 {0.0) 1 (5.0)
Dizziness specified 0 {0.0) 1 {(5.0)
Dizziness/vertigo, NOS 1 (5.3) 1] {0.0)
Drug reaction, NOS 0 {0.0) 1 {(5.0)
Edema (edematous), NOS, NEC 0 (0.0) 2 (10.0)
Influenza (flu), NOS 6 (31.6) 1 (5.0)
Night sweats 0 {0.0) 1 (5.0)
Thrush 1 {5.3) [} (0.0)
Cardiovascular
1 {(5.3) 0 (0.0)
Hypertension 1 {5.3) 0 (0.0)
Digestive
4 {21.1) 3 (15.0)
Abdominal cramping 0 {(0.0) 1 {5.0)
Abdominal pain, NOS 3 (15.8) 0 {0.0)

Participants having any serious and/or unexpacted AE are counted a maximum of once in
sach 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 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 (%)
Abscess of tooth 0 (0.0) -1 (5.0)
Dyspepsia/indigestion [} (0.0) 1 (5.0)
Flu (influenza), gastrointestinal,NOS 0 {0.0) 1 {5.0)
Gastroenteritis, NOS 1 (5.3) 0 (0.0)
Bematic
(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) 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 4] {0.0) 1 {5.0)
Conjunctivitis, NOS 1 (5.3) 0 {0.0)

Participants having any serious and/or unexpected AE are counted a maximum of once in
sach 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 group.

July 24, 1995 NET Pellet Phase II-A
Study 890



Table 27.1 (Continued)
1

All Adverse Experiences
by Body System and Preferred Term

by Treatmant Received

4-Pellat 5-Pellet
(N=19) (N=20)

n %) n %)
Deafness (hypacusia, hypoacusia) 0 (06.0) 1 (5.0)
Depressive disorder, NEC [} (0.0) 1 {(5.0)
Earachs /] {0.0) 1 {(5.0)
Encephalitis (cerebritis) due to lupus 1 {5.3) 0 (0.0)
Headache, 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 neurcpathy 1 (5.3) 0 (0.0)
Sexual dysfunction 1 (5.3) [+ (0.0)
Vestibular nsuronitis 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)
Mycoplasma pneumonis 1 (5.3) 0 (0.0)
Respiratory allergies, NOS 0 {0.0) 1 (5.0)
Sinusitis, NOS 2 (10.5) 1 (5.0)
Streptococcal pharyngitis 0 (0.0) 1 {(5.0)
Upper respiratory tract infection, NOS 2 (10.5) 2 (10.0)

Participants having any serious and/or unexpected AP are counted a maximum of once in
each body aystem 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 group.

July 24, 1995
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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 (%)
Skin

5 {26.3) 7 (35.0)
Acne vulgaris, all sites 3 (15.8) 4 (20.0)
Alopecia, NOS 1 (5.3) 0 (0.0)
Itching, device or implant related 1 (5.3) b3 (5.0)
Lump, shoulder, NOS, NEC 0 (0.0) 1 (5.0)
Mass, inguinal area, superficial 1] {0.0) 1 (5.0)
Pain related to device/implant site 1 (5.3) 0 (0.0)
Pain, inguinal and/or thigh (] {0.0) 1 (5.0)
Paresthesia, NEC 1 (5.3) 0 (0.0}
Pilonidal cyst, not infected (] {0.0) 1 {5.0)
Scables, site NS 1 {5.3) 0 {0.0)
Skin infections, NOS 0 {0.0) 1 {5.0)
Surgical injury, implant site 1 (5.3) [+] (0.0)
Swelling related to device/implant site 1 {5.3) i {5.0)

Urogenital

10 (52.6) 15 (75.0)
Abscess of perineum 0 (0.0} 1 {5.0)
Adnexal pain/tenderness 1 {5.3) [ {0.0)
Breast hyperplasia, benign [} {0.0) 1 {5.0)
Breast pain (mastalgla) 1 {5.3) 1 {5.0)
Cystitis, NOS 1 (5.3) 0 (0.0)

Participants having any sericus 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 Phase 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 (%)

Dysmenorrhea {(primary or secondary) 4 (21.1) 2 (10.0)
Dysparsunia, female 1 (5.3) 0 {(0.0)
Dysuria 0 {0.0) 1 {5.0)
Fibrocystic breast disease [+] {0.0) 1 (5.0)
Genital herpes, NOS 0 (0.0) 2 (10.0)
In-situ malignant neoplasm of cervix [} {0.0) 1 {5.0)
Intermenstrual bleeding/spotting 1 (5.3) 1 (5.0)
Menorrhagia 6 (31.6) 4 (20.0)
Menstrual disorders, NOS (not pain) ] (0.0) 1 {(5.0)
Menstruation, irregular 2 {10.5) 5 (25.0)
Metrorrhagia 2 (10.5) 2 (10.0)
Other specif. problems with uterus 0 (0.0) 1 {5.0)
Ovarian cyst, NOS 2 {10.5) 2 (10.0)
Pain, pelvic, NOS 1 {5.3) 1 (5.0)
Pap test, abnormal, NOS 1 (5.3) 2 (10.0)
Urinary tract infect,NOS{(UTI,bacteruria 2 (10.5) 2 (10.0)
Vaginitis, candida or monilia 0 (0.0) 1 (5.0)

Operative treatment procedures

- 1 {5.3) 0 {0.0)

Surgical extraction of tooth 1 (5.3) 0 (0.0)

Participants having any serious 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 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
Highest
Body system/ 1 severity :
preferred Onset Study Resolution during
term Center PON date Month date event Related Serious Unexpected
Body as a whole/site unspecified
Dizziness/vertigo, NOS 908 15 04MAY92 4 04MAY92 Mild Prob no No No
Influenza (flu), NOS 908 3 21DEC92 16 23DEC92 Mild No No No
Influenza (flu), NOS 908 13 11DECS2 12 15DEC92 Mild No No No
Influenza {(flu), NOS 952 1 O09MARS3 18 15MAR93 Moderate No No No
Influenza (flu), NOS 952 3 17DECI91 2 28DEC91 Moderate No No No
Influenza (flu), NOS 952 6 15APR93 18 0BMAY93 Moderate No No No
Influenza (flu), NOS 952 13 30MARY93 14 10APR93 Mild No No No
Thrush 908 3 14APR93 19 29APR93 Mild No No No
Cardiovascular
Hypertension 908 2 09DEC91 3 08JUN92 Mild Poss yes No No
Hypertension 908 2 07DECI2 15 08MAR93 Moderata Posas yes No No
Hypertension 908 2 07MAY93 20 e Mild Prob no No No
Digestive
Abdominal pain, NOS 908 11 26AUGYH2 10 10SEP92 Mild Prob no No No
Abdominal pain, NOS 952 11 17JUL92 5 18JUL92 Moderate No No No
Abdominal pain, NOS 952 18 O6APR93 12 06APRI3 Mild Poss yes No Yes
Abdominal pain, NOS 952 18 15APR93 12 15APR93 Mild Poss yes No Yeos
1

Ellipses (...) indicate AE is ongoinq.'Information on relatedness and severity is determined by the highest relatedness
or severity ever raported for that event. An AE is reported as seriocus or unexpected if it was ever reported as serious or
unexpected.

July 24, 1995 NET Pellet Phase II-A
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Table 27.2 (Cont inued)

List of Participants with any Adverse Experience
by Body System and Preferred Term
4-Pellet

Bighest
Body system/ 1 severity
prefarred Onaet. Study Resolution during
term Center PON date Month date evant Related Serious Unexpected
Gastroenteritis, NOS 952 7 16JAN92 3 17JANG2 Mild No No No
Hematic
Anemia, NOS 908 3 14APRY3 19 cee Mild No No No
Nervous/psychiatric
Conjunctivitis, NOS 908 2 13APR92 8 19APR92 Mild No No No
Encephalitis (cerebritis) due to lupus 908 3 14APR93 19 29APR93 Saevere No Yes No
Beadache, NOS 908 17 12AUG92 7 01SEP92 Mild Poss yes No No
Other neurotic disorders 908 6 21NOV9l 3 e Moderate Poss yes No No
Other neurotic disorders 908 15 O01APR92 3 28MAY92 Mild Poss yes No No
Peripheral neuropathy 908 3  14APR93 19 oo Mild No No No
Sexual dysfunction 908 6 210CTS1 2 - Severe Prob yes No No
Vestibular neuronitis 908 3 29MAY93 21 3I1IMAY93 Severs No Yoo No
Respiratory
Common cold (coryza) 908 2 04NOV92 14 07DEC92 Mild No No' No
Mycoplasma pneumonia 908 3 14APR93 19 29APRY3 Mild No Yen No
Sinusitis, NOS 908 11 17JAN92 2 18JANS2 Moderate No No No
1

Ellipses (...) indicate AE is ongoing. Information on relatedneas and severity is determined by the higheat relatedness
or severity ever reported for that event. An AE is reported as serious or unexpected if it was ever reported as serious or
unexpected.

July 24, 1995 NET Pellet Phase II-A
Study 890
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Table 27.2 (Cont inued)

List of Participants with any Adverse Experience
by Body System and Preferred Term
4-Pellet

Highast

Body system/ 1 severity

preferred Onset Study Resolution during

term Center PON date Month date event Related Serious Unexpaected
Sinusitis, NOS 908 13  15N0V93 23 29N0VI3 Mild No No No
Upper respiratory tract infection, NOS 908 11 15FEB%4 27 11MAR94 Mild No No No
Upper respiratory tract infection, NOS 908 13 15NOV93 23 29N0OV93 Mild No No No

Skin
Acne vulgaris, all sites 908 6 210CT91 2 oo Moderate Poss yes No No
Acne vulgaris, all sites 908 11 23SEP92 11 25SEP92 Mild Poss yes No No
Acne vulgaris, all sites 908 17 12AUGY92 7 25FEB94 Mild Poss yes No No
Alopecia, NOS 908 17 01MAY93 15 01NOV93 Mild Poss yes No No
Itching, device or implant related 952 18 08MAYO2 1 13MAY92 Mild Prob no No No
Pain related to device/implant site 952 18 O0BMAY92 1 11MAY92 Mild No No No
Paresthesia, NEC 908 17 30NOV92 10 30N0V92 Mild No No No
Scabies, site NS 908 2 O01SEP93 24 180cT93 Mild No No No
Surgical injury, implant site 908 6 20DECI91 4 23DECS1 Mild No No No
Swelling related to device/implant site 952 18 08MAY92 1 13MAY92 Mild Prob no No No

Uroganital
Adnexal pain/tenderness 908 10 29SEP92 11 150CT92 Severe Poss yes No Yes
Breast pain (mastalgia) 952 7 03MAR92 4 02APRI2 Moderate Poss yes No, No
Cystitis, NOS 908 13 24JUN92 1 04JUL92 Mild No No No
Dysmenorrhea (primary or secondary) 908 2 30DEC92 16 07JAN93 Mild Poss yes No No
Dysmenorrhea (primary or secondary) 908 10 28FEB92 4 2BFER92 Mild No No No

1

Ellipses (...) indicate AE is ongoing. Information on relatedness and severity is detarmined by the highest relatedness
or severity ever reported for that event. An AE is reported as serious or unexpected if it was ever reported as serious or
unexpected.

July 24, 1995 NET Pellet Phase II-A
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Table 27.2

{Cont inued)

List of Participants with any Adverse Experience
by Body System and Preferred Term

4-Pellet
Highest

Body system/ severity

preferred Onset Study Resolution during

term Center PON date Month date event. Related Serious Unexpacted
Dyamenorrhea (primary or secondary) 908 11 22SEP92 11 25SEP92 Mild Poss yes No No
Dysmenorrhea (primary or secondary) 908 15 O01FEB93 13 18FEB93 Mild Poss yes No No
Dysparsunia, female 908 10 2BSEP92 11 28SEP92 Moderate No No No
Intermenstrual bleeding/spotting 952 6 O5DECH1 1 09DEC91 Mild Prob yes No No
Menorrhagia 908 2 30DEC92 16 07JAN93 Mild Poss yes No No
Menorrhagia 908 6 210CT91 2 e Moderate Prob yes No No
Menorrhagia 908 11 22SEP92 11 25SEP92 Mild Poss yes No No
Menorrhagia 908 15 O1FEB93 13 18FEB93 Mild Poss yes No No
Menorrhagia 952 6 18DEC91 2 23DEC91 Moderate Prob yes No No
Menorrhagia 952 6 31DECI1 2 07JAN92 Milad Prob yes No No
Menorrhagia 952 6 11JAN92 3 16JAN92 Moderate Prob yas No No
Menorrhagia 952 6 24JAN92 3 28JAN92 Moderate Prob yes No No
Menorrhagia 952 6 O07SEP92 11 270CT92 Mild Poss yes No No
Menorrhagia 952 18 24JAN93 10 29JAN93 Mild Prob yes No Yeas
Menstruation, irregular 908 17 29NOV92 10 04SEPS3 Milad Prob yes No No
Menstruation, irregular 952 6 10JUL92 9 26JUL92 Moderate Poss yas No No
Metrorrhagia 952 6 20NOVI1 1 25NOV91 Mild Prob yes No No
Metrorrhagia 952 6 O6FEB92 4 28APR92 Mild Poss yes No No
Metrorrhagia 952 18 26AUG93 17 31AUG93 Mild Poss yes No No
Ovarian cyst, NOS 908 10 02NOV92 12 31MAYS33 Moderate Pxob no No No
Ovarian cyst, NOS 908 13 18MAY93 17 29JUN93 Mild Poss yes No Yon
Pain, pelvic, NOS 908 10 02NOV92 12 14DEC92 Mild Prob no No No
Pap test, abnormal, NOS 908 10 Q9NOVH2 12 31MAY93 Mild No No No
Urinary tract infect,NOS(UTI,bacteruria 908 2 27MAR92 7 03APR92 Mild No No No
Urinary tract infect,NOS(UTI,bacteruria 908 11 25JUL93 21 06AUGYS3 Moderate No No No

Ellipses (...) indicate AE is ongoing. Information on relatedness and saverity is determined by the highest relatedness

or severity ever reported for that event.

unexpectad.

July 24, 1995

An AE is reported as ssrious or unexpected if it was ever reported as serious or
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Table 27.2

(Cont inued)

List of Participants with any Adverse Experience
by Body System and Preferred Term

4-Pellet
Highest
Body sysatem/ severity
preferred Onset Study Resolution during
term Center PON date Month date event Related Seriocus Unexpected
Operative treatment procedures
952 1 27NovIl 3 2780Vl Mild No No No

Surgical extraction of tooth

Bllipses (...) indicate AE is ongoing. Information on relatedness and severity is determined by the highest relatedness

or severity ever reported for that event,

unexpected.

July 24, 1995

An AE is reported as serious or unexpected if it was ever reported as serious or
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Table 27.3

List of Participants with any Adverse Experience

by Body System and Praeferred Term

5-Pellet

Highest

Body system/ severity

preferred Onset Study Resolution during

term Center PON date Month date event Related Serious Unexpected

Body as & whole/site unapecified
Assault or injury damage (ecchymosis) 908 16 27MAR92 2 04MAY92 Moderate No No No
Dizziness specified 908 4 O04JAN93 16 07JAN93 Mild Prxob no No No
Drug reaction, NOS 908 18 130AN93 11 15JAN93 Mild No No No
Edema (edematous), NOS, NEC 908 5 14APR93 19 18APR93 Mild Prob no No No
Edema (edematous), NOS, NEC 908 7 O2APR92 7 03AUG92 Mild Poss yes No Yeos
Edema (edematous), NOS, NEC 908 7 O01SEP92 12 220CT92 Mild Prob no No No
Edema (edematous), NOS, NEC 908 7 O2MAR93 18 02APR93 Mild No No No
Influenza (flu), NOS 908 18 19%0CT92 8 240CT92 Mild No No No
Night sweats 908 16 O1FEB93 12 17MAR93 Mild Poss yes No Yes

Digestive
Abdominal cramping 908 16 02MAR93 13 02NOV93 Mild No No No
Abscass of tooth 908 18 26NOVI2 10 01DEC92 Moderate No No No
Abscess of tooth 908 18 10AUGY3 18 14AUG93 Moderate No No Yes
Dyspepsia/indigestion 908 5 28JAN92 5 18MAR92 Mild No No No
Flu {(influenza), gastrointestinal,NOS 908 16 13FEB93 13 14FEB93 Mild No No No

Ellipses (...) indicate AE is ongoing. Information on relatedness and severity is detarmined by the highest relatedness
An AE is reported as aserious or unexpacted if it was ever raported as serious or

or severity ever reported for that event.
unexpected.

July 24, 1995
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Table 27.3

{Cont inued)

List of Participants with any Adverse Experience

by Body System and Preferred Term

5-Pellet

Highest
Body system/ severity -
preferred Onset Study Resolution  during
term Center PON date Month date event Related Seriocus Unexpected
Hematic
Anemia, NOS 908 16 O01FEB94 24 16NOV94 Mild No No No
Musculoskeletal
Backache 908 7 O02MAR93 18 02APR93 Mild No No No
Injury, knee, NOS 952 8 2BFEB93 16 17MAR93 Severe No No No
Muscular pain 908 7 26JUNI3 22 150CT93 Mild Prob no No No
Sprain, elbow 908 9 19MAR92 6 10APR92 Moderate No No No
Tenosynovitis 952 8 10FEB92 3 o Mild No No No
Nervous/psychiatric
Anxiety disorder 908 14 11SEP92 9 11SEP92 Mild No No No
Brief depressive reaction 908 4 03SEP92 12 0BSEP92 Mild Poss yes No No
Deafness (hypacusia, hypoacusia) 908 16 27MAR92 2 27APR92 Mild No No No
Depressive disorder, NEC 908 5 2BJAN92 5 18MAR92 Mild No No No
Depressive disorder, NEC 908 5 200CT92 14 20APR93 Mild Prob no No No
Earache 908 20 15NOV92 9 25N0OV92 Mild No Na. No
Headache, NOS 908 1 16SEP91 1 29JAN92 Severe Poss yes No No
Headache, NOS 908 4 03SEP92 12 08SEP92 Mild Poss yes No No
Headache, NOS 908 4 12SEP92 12 12SEP92 Mild Poss yes ' No No

or severity ever reported for that event.
unexpected.

July 24, 1995

Ellipses (...) indicate AE is ongoing. informtion on relatedness and severity is detarmined by the highest relatedness

An AE is reported as serious or unexpected if it was ever r.po:tnd as serious or
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Table 27.3 {Continued)

List of Participants with any Adverse Experience
by Body System and Preferred Term

5-Pellet
Highest
Body system/ 1 severity
preferred Onset Study Resolution during
term Center PON date Month date event Related Serious Unexpected
Headache, NOS 908 18 11MAR93 13 13MAY93 Mild Prob no No No
Other neurotic disorders 908 5 200CT92 14 21JUN93 Mild Prob no No No
Otitis, site to be specified 908 5 225EP92 13 30SEP92 Mild No No No
otitis, site to be specified 908 12 02MAR93 15 08MAR9S3 Mild No No No
Otitis, site to ba spacified 908 16 01AUGY93 18 01SEP93 Moderate No No No
Respiratory
Bronchitis, NOS 908 9 O0BFEB93 17 12MAR93 Mild No No No
Bronchitis, NOS 908 16 27NOV92 10 04JAN93 Moderate No No No
Bronchitis, NOS 908 18 31DEC92 11 18JAN93 Mild No No No
Chest pain, NOS 908 1 220CT91 2 12NOV91l Severe No No No
Chest pain, NOS 908 18 20JUL92 5 20AUG92 Mild Prob no No Ne
Respiratory allergies, NOS 908 9 16MAR92 6 ven Miid No No No
Sinusitis, NOS 908 7 27DECS3 28 06JANS4 Mild No No No
Streptococcal pharyngitis 908 4 O7TMAY92 [:] 16MAY92 Mild No No No
Upper respiratory tract infection, NOS 908 9 24DECY92 15 28DEC92 Moderate No No No
Upper respiratory tract infection, NOS 908 16 16DEC93 23 0SJAN94 Moderate No No No
Skin
Acne vulgaris, all sites 908 1 1o00cT91 1 29JAN92 Moderate Prob yes No No
Acne vulgaris, all sites 908 5 14JUN93 21 e Mild Prob no No No
Acne vulgaris, all sites 908 7 03NOV92 14 27SEP93 Mild Prob no No No
1

Ellipses (...) indicate AE is ongoing. Information on relatedness and severity is determined by the highest relatedness
or severity ever reported for that event. An AE is reported as serious or unexpectad if it was ever reported as seriocus or
unexpected.

July 24, 1995 NET Pellet Phase II-A
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Table 27.3 {Continued)

List of Participants with any Adverse Experience
by Body System and Preferred Term

5-Pallet
Highest

Body system/ 1 pgeverity

preferred Onset Study Resolution during

term Center PON date Month date svent Related Serious Unexpected
Acne vulgaris, all sites 908 20 20AUGY93 18 07MAR94 Moderate No No No
Itching, device or implant related 908 14 24SEP93 21 27SEP93 Mild Prob no No No
Lump, shoulder, NOS, NEC 908 12 10JUNS3 18 P Mild No No No
Mass, inguinal area, superficial 908 16 12JUL93 18 02NOV93 Mild No No No
Pain, inguinal and/or thigh 908 16 02MAR93 13 02NOV93 Mild No No No
Pilonidal cyst, not infected 908 1 11SEPI91 1 100CTI91 Moderate No No No
Skin infections, NOS 208 16 15SEP92 8 17SEP92 Mild No No No
Swelling related to device/implant site 9508 7 15N0V91l 2 20NOV91 Mild Prob no No No

Urogenital
Abscess of perineum 208 16 03JUL92 5 07JUL92 Mild Prob no No No
Breast hyperplasia, banign 952 16 04AUG93 16 v Mild No No No
Breast pain (mastalgia) 908 7 02APRY2 7 20MAYS2 Mild Poss yes No Yes
Dysmenorrhea (primary or secondary) 908 12 20JUL92 -] 20JUL92 Mild Poss yes No No
Dysmenorrhea (primary or secondary) 908 18 17J0L92 5 20AUG92 Mild Poas yes No Yon
Dysuria 908 16 02NOV93 21 03DECY93 Mild Prob no No No
Fibrocystic breast direase 952 16 04AUGY3 16 e Mild No No No
Genital herpas, NOS 208 4 11MAR92 6 15MAR92 Mild No No No
Genlital herpes, NOS 908 4 25APR92 8 06MAY92 Moderate No No No
Genital herpes, NOS 908 4 27MAY92 9 28MAY92 Mild No No No
Genital herpes, NOS s08 4 O03SEPI2 12 07SEP92 Moderate No No No
Genital herpes, NOS 208 4 12N0V92 14 19NOV92 Modaerate No No No
Genital herpes, NOS 908 4 13DEC92 15 15DEC92 Mild Ho No No
Genital herpes, NOS 908 4 O09JAN93 16 12JAN93 Mild No Ro No
Genital herpes, NOS 908 4 10FEB93 17 20FEBS93 Mild No No No

1

Ellipses (...) indicate AE is ongoing. Information on relatedness and severity is determined by the highest relatedness
or sevarity avar reported for that event. An AE is reported as serious or unexpected if it was ever reported as serious or
unexpected.

July 24, 1995 NET Pellet Phase II-A
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Table 27.3

{Continued)

List of Participants with any Adverse Experience

by Body System and Preferred Term

5-Pellet
Highest

Body system/ sasverity

prefarred Onset Study Resolution during

term Center PON date Month date event Related Serious Unexpected
Genital herpes, NOS 908 4 14MAR93 18 16MARS3 Mild No No No
Genital herpes, NOS 908 4 24MARO3 19 26MAR93 Mild No No No
Genital herpes, NOS 908 4 13JUN93 21 18JUNS3 Mild No No No
Genital herpes, NOS 908 14 04JAN93 13 O1FEB93 Mild No No No
Genital herpas, NOS 908 14 04JAN9Y4 25 e Mild No No No
In-situ malignant neoplasm of cervix 908 18 08JUL93 17 22FEB9%4 Severe No Yeas Yes
Intermenstrual bleeding/spotting 952 2 O09DEC91 2 31DEC91 Mild Prob yes No No
Menorrhagia 908 1 03NOV91l 2 29JAN92 Moderate Prob yes No No
Menorrhagia 908 18 30APR92 3 O9MAYI92 Mild Prob yes No No
Menorrhagia 908 18 17JUL92 5 20AUG92 Mild Poss yes No Yes
Menorrhagia 952 8 13MAY92 6 23MAY92 Moderate Prob yes No No
Menorrhagia 952 8 26MAY92 7 02JUN92 Moderate Prob yes No No
Menorrhagia 952 8 08JUN92 7 13JUN92 Moderate Prob yas No No
Menorrhagia 952 8 23JUN92 8 26JUN92 Moderate Prob yes No No
Menorrhagis 952 8 07JUL92 -] 1750192 Moderate Prob yas No No
Menorrhagia 952 8 200UL92 8 27SEP92 Moderats Prob yes No No
Menorrhagia 952 8 12FEB93 15 19FEB93 Moderats Poss yes No No
Menorrhagia 952 17 230AN94 22 31JAN94 Mild Poss yas No Yes
Menorrhagia 952 17 25MAR94 24 02JUN94 Moderate Prob yes No Yas
Menstrual disorders, NOS (not pain) 908 16 27JUN93 17 27JUN93 Mild No No No
Menstruation, irregular 952 5 04DEC91 1 05JAN92 Mild Prob yes No No
Menstruation, irregular 952 8 O09DECY91 1 17FEB92 Mild Poss yes No No
Menstruation, irregqular 952 10 O03FEB92 2 29FEB92 Mild Poss yes No No
Menstruation, irregular 952 14 20APR92 2 23JUN92 Mild Poss yes No No
Menstruation, irregular 952 17 23JAN94 22 31JAN94 Mild Poss yes No No
Metrorrhagia 908 16 02MAR93 13 03AUGH3 Mild Prob yes Né No
Metrorrhagia 952 10 10SEP93 21 e Mild Poss yes No No
Other specif. problems with uterus 908 4 O03SEP92 12 08SEP92 Mild Poss yes No No

Ellipses (...) indicate AE is ongoing. Information on relatedness and severity is determined by the highest relatedness

or severity esver reported for that event. An AE is reported as seriocus or unexpected if it was ever reported as serious or

unexpacted,

July 24, 1995
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Table 27.3 {Continued)

, List of Participants with any Adverse Experience
. by Body System and Preferred Term

5-Pellet
Highest

Body system/ 1 severity

preferred Onset Study Resolution during

term Center PON date Month date event Related Serious Unexpected
Other specif. problems with uterus 908 4 12SEpP92 12 125EP92 Milad Poss yes No No
Ovarian cyst, NOS 908 18 20JUL92 S 20AUGY92 Mild Poss yes No No
Ovarian cyst, NOS 952 8 070CT92 11 20NOV92 Moderate Prob no No No
Ovarian cyst, NOS 952 8 310CTI4 36 30NOVI4 Mild Prob yes No No
Pain, pelvic, NOS 952 8 070CT92 11 100CT92 Moderate No No No
Pap test, abnormal, NOS 908 16 O1FEB93 12 16NOVI4 Mild Prob no No No
Pap test, abnormal, NOS 908 16 O1FEB94 24 cen Mild No No No
Pap test, abnormal, NOS 908 18 01JUN93 16 22FER9 Mild No No Yes
Urinary tract infect,NOS(UTI,bacteruria 908 14 04AJAN94 25 20JAN9%4 Mild No No No
Urinary tract infect,NOS(UTI,bacteruria 908 16 260CT92 9 03NOV92 Moderate No No No
Urinary tract infect,NOS(UTI,bacteruria 908 16 O3FEB93 13 01MARS3 Moderate No No No
Vaginitis, candida or monilia 908 5 26SEP92 13 010CT92 Mild No No No

Ellipses (...) indicate AE is ongoing. Information on relatedness and severity is determined by the highest relatedness

or uvoritc:ly ever reported for that event. An AE is reported as serious or unexpected if it was sver reported as serious or
unexpected.

July 24, 1995 NET Pellet Phase II-A
Study 890



Table 28 .

Follow-up of Adverse Events Reported as Unresolved
" at Participant Discontinuation
by Treatment Received

LU

- Onset Last Contact!
Center PON . Adverse Event Date Date Status at Last Contact?
4~-Pellet
908 2 Hypertension ' 07MAY93 180CT93 Not resolved (now LTFU)
908 3 Anemia, NOS 14APR93 30MARY5 Resolved 01JUL93
908 3 Peripheral neuropathy 14APRY93 30MAR95 Continuing, but better
908 6 Acne vulgaris, all sites 210CT91 23DECY91 Not resolved (now LTFU)
908 6 Menorrhagia 210CT91 23DEC91 Not resolved (now LTFU)
908 6 Sexual dysfunction 210CT91 23DEC91 Not resolved (now LTFU)
908 6 Other neurotic disorders 21N0V91 23DEC91 Not resolved (now LTFU)
5-~Pellet
908 5 Acne vulgaris, all sites 14JUN93 03AUG93 Not resolved (now LTFU)
908 7 Dysplasia/metaplasia, cervix 30NOV94 20JAN9S Colposcopic biopsies normal;
no rx needed
908 9 Respiratory allergies, NOS 16MAR92 16JANY5 Still present
908 12 Lump, shoulder, NOS, NEC 10JUN93 30MAR95 Resolved, unknown date
908 14 Genital herpes, NOS 04JANY94 05MAY 94 Not resolved (now LTFU)
908 16 Pap test, abnormal, NOS 01FEBY94 16NOV94 Colposcopic biopsies showed HPV;
no rx; PAP 16ROV94 normal
952 8 Tenosynovitis 10FEB92 20rE892 Not resolved (no recent FU)
g52 10 Metrorrhagia 10SEP92 158EP93 Not resolved (no recent FU)
952 16 Breast hyperplasia, benign 04AUGI93 26JUN94 Chronic condition (no recent FU)
952 16 Fibrocystic breast disease 04RUG93 26JUNS4 Chronic condition (no recent FU)

! The last date on which the status of the Adverse Event was known.
? LTFU = Lost to Follow-up. FU = Follow-up.

August 15, 1995 NET Pellet Phase II-A
Study 890
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Figure 1

Mean NET Levels over time
by Treatment Received
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NOTE: Values at all timepoints except 24—hours are plotted. The 1 —week level is the first value plotted, followed by the monthly levels.

Total varies at each timepoint. Refer to Tables 12.1 and 12.2.
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Figure 2a.1

Individual NET Levels over time
4—Pellet, Center 908
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Figure 2a.2
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Figure 2b.1

Individual NET Levels over time
5—Pellet, Center 908
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All values > 2.25 have been changed to 2.25.
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Figure 2b.2
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Figure 2c.1

Individual NET Levels over time
4—Pellet, Center 952
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NOTE: Values at all timepoints except 24—-hours are plotted. The 1-week level is the first value plotied, followed by the monthly levels.
All values > 2.25 have been changed to 2.25.
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Figure 2c.2
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Figure 2d.1

Individual NET Levels over time
- 5—Pellet, Center 952
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Figure 2d.2

2.25 +

2.00 -

1.75 -

1.50

1.00 -

0.75 A

0.50

Serum NET Levels (ng/ml)

0.25 S

0.00 4

0 5 10 15 20 25 30 35 40

Months Since Pellet Insertion

NOTE: Values at all timepoints except 24—hours are plotted. The 1—week level is the first value plotted, followed by the monthly levels.
All values > 2.25 have been changed to 2.25.

August 18, 1995
NET Pellet Phase I-A
Study 890



| OU

. Figure 3a
Box Plots of NET Levels over time
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Total varies at each timepoint. Refer to Tables 12.1 and 12.2. :
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Figure 3b

Box Plots of NET Levels over time
5—Pellet
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Total varies at each timepoint. Refer to Tables 12.1 and 12.2. .
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Figure 4a

Mean NET Levels over time
. by Admission Weight Reference and Treatment Received
i 4—Pellet
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NOTE: Values at all timepoints except 24—hours are plotted. The 1-week level is the first value plotied, followed by the monthly levels.
Total varies at each timepoint. Refer to Table 12.1.
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Figure 4b

Mean NET Levels over time
. by Admission Weight Reference and Treatment Received
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Total varies at each timepoint. Refer to Table 12.1.
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| Figure 5a
. Frequency of Clinically Important
Bleeding Patterns by 90-Day
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Figure 5b
Frequency of Clinically Important
Bleeding Patterns by 90-Day
Reference Period (5-pellet group)
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Figure &6
Percent Change in Lipids over time
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Percent change is from beseline to the follow—up month indicated.
Total varlies at each timepoint.,. Refer to Table 18.
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Figure ¢
Percent Change in Blood Pressure over tirmme
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Percent change is from beseline to the follow—up month indicated.
Total varies at each tirmepoint. Refer to Table 21.
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Figure 8
Percent Change in Weight over tirme
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